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Akamprosat a liecba

Podporuje abstinenciu obnovenim rovnovahy
N-metyl D- aspartatom mediovane;j
glutamatergickej neurotransmisie, ktora je
dysregulovana u zavislosti od alkoholu a pri

odvykani

Mason BJ, Heyse CJ: Acamprosate: a
prototypic neuromodulator i the
treatment of alcohol dependence.
CNS Neurol Disord Drug Target,
2010, 9 (1) 23- 32




Akamprosat

Akamprosat navyse upravuje poruchy
spankovej architektury - konzumom
alkoholu navodene ( verifikované
polysomnograficky )

ALE aj u komorbidnych poruch:

Poruchy spanku u PTSD, poruch uzkostného
spektra a depresivnej poruchy

Mason: Acamprost, Alcoholism, and
Abstinence, Foc. on Adiction
Commentary,2015




Metaanalyzy studii akamprosatu

Metaanalyzy: Akamprosat signifikantne
vyznamne v porovhani s placebom zvysuje
pocet abstinujucich dni a odd'al'uje relaps

rovhako muzov a Zien, A] KED:

u zien v anamneze je signifikantne viac
anxiety, depresie, suicidalnych pokusov,
socialnej izolacie a vyssSie hepatalne
poskodenie, nez u muzov

Mason: Acamprost, Alcoholism, and
Abstinence, Foc. on Adiction
Commentary,2015




Compliance

Vedl'ajsie ucinky a tolerabilita je rovnaka u
muzov a zien

Akamprosat vykazuje signifikantne vyssi
pocet ukoncenych lieceni a udrzania sa v
liecbe oproti placebo rovnako u zien a
muzov

Mason, BJ, Lehert P. Acamprosate for
alcohol dependence: a sex - specific
metaanalysis based on individul
patient dta. alcohol Clin Exp Res.
2012, 36(3) 497 -508




Higuchi studia - Sunrise Study

24 tyzdnova multicentricka randomizovana
studia, double blind, PK studia

Akamprosat podavany 1998 mg/die
34 center v Japonsku
327 pacientov s alkoholovou zavislost ou

Primarne hospitalizacia




Higuchiho studia - zavery

Signifikantne vyssi pocet kompletne
abstinujucich pacientov po ukonceni
podavania akamprosatu oproti placebu (47,2
% Vs 36 %)

,Posttreatment follow up” - efekt
akamprosatu a potrebu podavania aspon 1
rok po poslednom drinku

Higuchi S, for the Japanese Acamprosate Study Group. Efficacy of acamprosate for the treatment of alcohol dependence long after
recovery rom withdrawal syndrome: a randomized, double blind, placebo - controlled study in Japan ( Sunrise Study), J. Clin.
Psychiatry 2015,76, 181 - 188




Bezpecnost lieCby
Ani akamprosat, ani gabapentin nie su

metabolizované pecenou

oba su bezpecné pri podavani somatickej
komedikacie

Bezpecne aplikovatel'né pri hepatalnom

poskodeni ( aj cirhdze heparu ) - na rozdiel
od nalmefénu, naltrexonu , kde je , black box
warning” pre hepatotoxicitu

Pacienti pred transplantaciou pecene

Mason BJ, Quello S, Goodell V, et al. Gapanetin trestment for alcohol dependence: a randomized clinical trial. JMA Intern
Med. 2014, 174(1) 497-508




Specifickost

Vsetci pacienti bo
hospitalizovani, a
case prepustenia

Higuchiho studie
| najprv 2 mesiace
kamprosat podavany az v

no 2 mesiacoch (v US

studie len ,outpatients” s kratkou dobou

abstinencie

Presli inicialnou farmakoterapiou odvykania
Denny zaznam uzivanie / konzumu /

okolnosti relapsu

Studie v USA a EU
prislusnikov, japo

a supervizia

robili interview rodinnych
nska to odmietla

Kontroly striktne u psychiatra / napriek
odberom /, nie iné odbory - redukovat
posilnenie ,placebo” efektu




Figure 1. Study Schedule, Numbers of Patients, and Inclusion and Exclusion Criteria

Hospital treatment Administration period (wik) Follow-up period (wk)

5 d before discharge

Diischarge

Informed consent obtained

Patient wisit

Attendant wisit

Study drug treatment

Subject diary entries

Subjective and objective symptoms

Crawving questionnaire

Breath alcohaol measurement

GGTP, AST, ALT

Clinical tests

BP. pulse rate

Standard 12-lead ECG

Mo. of Informed consent to participate:
Patients n= 352

Dropped out prior to randomization:
n=25

Allocated to the administration groups:
placebo n = 164, acamprosate n = 163

Completed the administration period:
placebo m = 105, acamprosate n= 110

Dropped cut in the administration period:
placebo n = 59, acamprosate n =53

Completed the follow-up period:
placebo n = 83, acamprosate n = 88

Dropped out in the follow-up periad:
placebo n = 22, acamprosate n = 22

Imclusion Those who (1) met the diagnostic guidelines of dependence syndrome specified in /CD-710 and were diagnosed with alcohol

criteria dependence, (2) were willing to remain abstiment. (3) were 20 yvears or older, {4) had a fixed address. and (5) could hawe
constant contact with the medical institution during the clinical study period.

Exclusion Those who (1) had a history of use of stimulants, cannabis, or narcotics (excluding therapeutic use); (2) had a history of abuse of

criteria psychotropic drugs, organic solvents, or antipyretic/analgesic/antiphlogistic drugs; (3) also suffered from a psychiatric disorder
requiring treatment with antidepressants, antipsychotic drugs. antiepileptic drugs, or antimanic drugs; (4) had epilepsy; (5) had
a history of attempted suicide; (6} also suffered from a sericous renal disorder or hepatopathy: (7) had undergone intestinal
resection; (8) had chronic pancreatitis; or {2) had been admitted to a transitional facility.

Abbreviations: ALT =alanine aminotransferase, AST =aspartate aminotransferase, BP =blood pressure, ECG = electrocardiogram, GGTP = y-glutamyl
transpeptidase.




Dizajn studii, kde vysiel

akam

prosat negativne

Vstupné kritéria nevyzadovali abstinenciu
Vstupné kritéria nevyzadovali splnené kritéria
zavislosti

Povolené ,l'ahké verzie® poruchy ( napriklad

nemusel byt v anamnéze odvykaci stav)
objekty v studii COMBINE v USA boli ziskané

na za
klinic
vyzad

klade inzeratov ako aj referencii 11
kych miest, ale iba 2,3 % z nich

ovalo liecbu odvykacieho akutneho

syndromu

Mason: Acamprost, Alcoholism, and Abstinence, Foc. on Adiction Commentary,2015



Zakladné charakteristiky suboru

Table 1. Demographic and Other Baseline Characteristics of

the Efficacy Analysis Set

Characteristic

Placebo
(n=164)

Acamprosate

(n=163)

Age, mean+SD, y
Sex, n (%)
Male
Female
Length of dependence, n (%)
Under 10y
10 y or more
History of inpatient treatments for
alcohol dependence, n (%)
Once
Twice
Three times or more
Delirium tremens, n (%)
Withdrawal spasms, n (%)
GGTP?2 mean=+SD, U/L
AST,* mean +SD, U/L
ALT* mean+SD, U/L

53.1+12.2

145 (88.4)
19 (11.6)

89 (54.3)
75 (45.7)

93 (56.7)
36 (22.0)
35 (21.3)
51 (31.1)
25 (15.2)
59.2 +61.6
24.5+10.4
23.8+144

51.7+12.4

141 (86.5)
22 (13.5)

88 (54.0)
75 (46.0)

107 (65.6)
24 (14.7)
32 (19.6)
39 (23.9)
23 (14.1)

50.7 +45.5

23.7+13.5

2454242

*Placebo group: n=161.

Abbreviations: ALT =alanine aminotransferase, AST =aspartate

aminotransferase, GGTP = y-glutamyl transpeptidase.

Higuchi S, for the Japanese Acamprosate Study Group. Efficacy of acamprosate for the treatment of alcohol
dependence long after recovery rom withdrawal syndrome: a randomized, double blind, placebo - controlled
study in Japan ( Sunrise Study), J. Clin. Psychiatry 015,76, 181 - 188




Benefit z akamprosatu - zavery
metaanalyzy

Ti, ktori maju vyrazné zastupenée symptomy
zavislosti

Ktori vyzaduju detoxifikaciu
Ktori abstinovali na zaciatku liecby - bez

ohl'adu na pohlavie a historiu
psychopatoldgie

( v niektorych studiach sa potvrdila
neucinnost naltrexonu u alkoholovo zavislych
zien )

Maisel NC, Blodgett JC, Wilbourne PL, et al. Meta - analysis of naltrexon and acamprosate for treating
alcohol use disorders, when are these medications more helpful? Addiction, 2013, 108 (2), 275 - 293




Abstinujuci v Higuchi stud

Table 2. Complete Abstinence Rates

Complete
Abstinence Relapse

Difference
in Complete
Unknown®  Abstinence Rates

X2 Test
(complete
abstinence

Treatment n % n %

n % %  95% CI vs relapse)

Placebo (n=164) 59 36.0 98 59.8
Acamprosate (n=163) 77 47.2 79 48.5

7 43 11.3 0.6-21.9
7 4.3

P=.0388

aSubjects who dropped out without relapse.

Efficacy of Acamprosate for the Treatment of Alcohol Dependence Long After Recovery From Withdrawal Syndrome: A Randomized,
Double-Blind, Placebo-Controlled Study Conducted in Japan (Sunrise Study), Journal of Clinical Psychiatry, vol 76, 02




Zavery Higuchiho studie:

Pacient s akamprosatom ma o 11,3 % vacsiu
pravdepodobnost, Ze bude abstinovat aspon
6 mesiacov, ak bude lieceny akamprosatom
vs placebo

H. studia vysoko tranferovatel'na do klinickej
praxe

denny zapis davkovaniam zaznamu
abstinencie a okolnosti spojenych s
konzumom pomaha zlepsovat vysledky
ieCby

Pouzival blistre pripominajuce pridelené
uzitie |

after recovery rom withdrawal syndrome: a randomized, double blind, placebo - controlled study in Japan ( Sunrise Study), J.
Clin. Psychiatry 015,76, 181 - 188




Porovnanie kompletne
abstinujucich - forma lieCby

Table 3. Proportion of Subjects Achieving Complete Abstinence According to Type of
Psychosocial Therapy Received in the Treatment Period

Treatment

Placebo
(n=164)

Acamprosate
(n=163)

% n/N

% n/N  Difference (%) 95% CI

Individual psychotherapy

Individual and group psychotherapy

Individual psychotherapy and
participation in self-help group

Individual and group psychotherapy
and participation in self-help group

31.3 21/67
27.3  3/11
37.7 23/61

48.0 12/25

36.0 18/50 4.7 —12.7 t0 22.0
56.3 9/16 29.0 —6.8 t0 64.8
45.6 31/68 7.9 -9.1t024.9

65.5 19/29 17.5 —-8.6 t0 43.6

Efficacy of Acamprosate for the

Treatment of Alcohol Dependence
Long After Recovery From Withdrawal
Syndrome: A Randomized, Double-

Blind, Placebo-Controlled Study

Conducted in Japan (Sunrise Study),
Journal of Clinical Psychiatry, vol 76,

02




Zavery Higuchiho studie:

Potvrdzuje zavery inych metaanalyz, ze
akamprosat + psychosocialna podpora je
uspesnejsia v liecbe, nez psychosocialna
podpora + placebo

Efekt akamprosatu v udrzani dlhodobe]
abstinencie oproti placebo je vyraznejsi, ak:

trvanie abstinencie pred uvodom liecby
akamprosatom je dlhsie - Specificky 5 dni
(v priemere O - 21 dni)

Koresponduje to so zavermi 11 europskych
studii

Maisel NC, Blodgett JC, Wilbourne PL, et al. Meta - analysis of naltrexon and acamprosate for treating alcohol use
disorders, when are these medications more helpful? Addiction, 2013, 108 (2), 275 - 293




Cas do 1. relapsu - HS

Figure 2. Time to First Relapse in the Full Analysis Set
Including the Follow-Up Period?
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*Treatment period: P =.060, treatment period + follow-up period: P=.123
(log-rank test).

Efficacy of Acamprosate for the Treatment of Alcohol Dependence Long After Recovery From Withdrawal
Syndrome: A Randomized, Double-Blind, Placebo-Controlled Study Conducted in Japan (Sunrise Study), Journal
of Clinical Psychiatry, vol 76, 02




Akamprosat a neuroprotekcia

Aktualne EEG data potvrdzuju, ze
akamprosat redukuje neuronalnu excitabilitu
pocas odvykania

Akampropsat redukuje excitotoxicky
podmienend neuronalnu smrt pocas
odvykania.

De Witte et al: Neuroprotective and
Abstinence-Promoting Effects of
Acamprosate, CNS Drugs 2011; 19
(6): 517-537




1. Komu?

Tomu, kto konzumuje alkohol
,Sebamedikac¢ne” ako prevencia
odvykacieho stavu

Pacientovi, ktorého historiu odvykania
nepozname alebo este nenastala a je dg.
Alkoholova zavislost - historia ,,
nepopisanej strany”

pacientovi s poskodenim pecene

aj komorbidnému pacientovi v ramci
latkovych zavislosti ) ako aj pri ine;j
psychiatrickej komorbidite

aj ak je v anamneéze odvykaci stav s kié¢mi (
resp. aj s deliriom ) R—




Komu?

Jedinecnost pozicie akamprosatu u PWS -
,protracted” odvykani - PWS

Alebo ak je zastupeny len urcity pocet
symptomov - napr. iba uvedomovany craving




Komu ?

Akamprosat - ucinnejsi u tych, ktori abstinuju
kratsie, nez tyzden pred zahajenim liecby,
hlavhe kde BMI je normalny

hypotéza: tato skupina ma intenzivnejsiu
glutamaterickd hyperaktivitu,

hladina lieku v plazme je vyssSia pre ich
nizsi BMI

Ucastnici stadii v EU ( 69,3 kg - Paile, 73,1
- Sass ) a Japonsku (60 kg ) boli I'ahsi, nez ti
v COMBINE studii v USA ( 81,5 kg )

Gueorguieva R et al: analysis of COMBINE Study: study: Identifying
subgroups of patients who benefit from acamprosate, European
Neuropsychopharmacology,2015




Komu?

Somaticka komedikacia a vel'a stravy
vzhladom k BMI redukuje absorpciu
akamprosatu

Efektivnejsi, ak je kratky cas od posledného
konzumu u BMI v norme a nizsej

Efektivnejsi u vyssieho veku pri nasadeni -
nad 45 rokov

Gueorguieva R et al: analysis of COMBINE Study: study: Identifying subgroups of patients
who benefit from acamprosate, European Neuropsychopharmacology,2015




Polymorfizmus a akamprosat

Efektivita v suvislosti polymorfizmom génov
glycinovej a glutamatergickej transimsie

rs13273672SNP / sigle nucleotid
polymorfizmus génu pre GATA-binding
protein 4 (GATA4), je asociovany s relapsom
do 90 dni, predovsetkym u pacientov ,
liecenych akamprosatom

Karpyak VM, Biernacka JM, Geske JR, et al: Genetic markers associated with abstinence lenght in
alkohol dependent subject treated with acamprosate Trn Psychiatry 2014,4 e 462




ANP transkripcny faktor

Promotéri atrialneho natriuretického peptidu
su modulovani GATA4 ( GATA-binding
protein 4 ), ktori determinuju hladinu
atrialneho natriuretického peptidu (ANP) v
plazme

— koncentracia ANP je rozdielna u roznych
genotypov GATA

Genetické variacie GATA 4 mozu ovplyvnit
odpoved na akamprosat v liecbe zavislého
cez modulaciu hladin ANP v plazme

F Kiefer Involvement of the atrial natriuretic peptide
transcription factor

GATA4

in alcohol dependence,

relapse risk and treatment response to acamprosate




Akamprosat ,off label”

Akamprosat bol skusany aj v ,off label”
indikaciach:

Liecba patologickéeho hracstva
Uzkostnda porucha
Tinnitus

(islo o malé studie s 50 pacientmi )

Plosker, GR: Acamprosate: A Review of Its Use in Alcohol Dependence ADIS DRUG EVALUATION
2015, 1255 - 1268




Preco?

Akamprosat evidentne symptomovo zjemnuje
odvykanie, odd'aluje relaps, je vhodny aj pre
ambulantnu liecbu alkoholovo zavisleho,
ktory nikdy nebol hospitalizovany.

U typu | podl'a Leschovej typologie je v terapii
unikatny a obycajne po celé obdobie
ambulantnej liecby ani nevyzaduje
komedikaciu.

Lesch, O.M, Walter, H:: Alkohol und Tabak, Medizinische und Soziologische Aspekte von
Gebrauch, Missbrauch und Abhgaengigkeit Springer WienNew York,209, s. 32-58




Preco?
Je idealny na zmiernenie symptomov
, Protracted Withdrawal®

Mozné podavat aj pri hepatalnom poskodeni

Neinterferuje s inymi farmakami / ani
opioidmi /

Neuroprotektivny efekt
Vylucuje sa oblickami

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




Preco?

Akamprosat zmiernuje anxietu pocas
odvykacieho stavu

Metaanalyza efektu akamprosatu 6915
ucastnikmi:

Akamprosat signifikantne redukuje risk
akehokolvek pitia a zvysuje CAD.

Kotlinska, Bochenski 2008 in Kranzler, H.R et al, : Clinical Manual of Addiction Psychopharmacology, 2 nd Edition,
American Psychiatric Publishing, 2014, s. 18.- 25




Kedy?
Akamprosat by mal byt podavany co najskor
ako sa len da - aby redukoval craving

Aby chranil mozog pred neurénovou smrt ou
resp. synaptickou hyperexcitabilitou

Limitovat ,synaptic remodelling”, kt. vyplyva

S excitotoxicity

mal by sledovat odvykanie

Podavany aspon 1 rok - aby sa excitabilita
mohla redukovat na pozadované niveau
Podavat aj napriek relapsom, aby sa predislo
ich opakovaniam

De Witte et al: Neuroprotective and Abstinence-Promoting Effects of Acamprosate, CNS Drugs 2011; 19 (6):
517-537




Kedy?

Potreba podavat’ este v Stadiu odvykacieho stavu
- zZistenia - resp. v stadiu doznievania
etylizacie/ De Witte, 2011 /

Davkovanie 1998 mg/die ( resp. 1332 /die ),
p.p.zvysovat prechodne na 2997 mg/die

Pri recidive kontinuacia v podavani, analyza

recidivy, analyza cravingu

Akamprosat optimalny aj pri ,,relief” / ,,reward”
cravingu pri zachovanej introspekcii

Sucasne podporna, racionalna psychoterapia,
KBT

De Witte et al: Neuroprotective and Abstinence-Promoting Effects of
Acamprosate, CNS Drugs 2011; 19 (6): 517-537




Ako?

EU, USA, Japonsku:

Pocas jedla / po jedle / 3 x 666 mg -pri
hmotnosti nad 60 kg

Do 60 kg - denne 1332 mg v davkovani 2-

1-1 a 333 mg tbl

Davkovanie p.p. zvysovat’ prechodne na
2997 mg/die

Pri recidive kontinuacia v podavani,
analyza recidivy, analyza cravingu
Sudasne podporna, racionalna
psychoterapia, prvky z KBT

Plosker, GR: Acamprosate: A Review of Its Use in Alcohol Dependence ADIS
DRUG EVALUATION 2015, 1255 - 1268



Ako?

EU - odporucena doba liecenia je aspor
jeden rok, v Japonsku - 24 tyzdnov, resp.
mozné predlzit uzivanie

v USA - preskripcna informacie pre pacientov

S miernou az stredne zavaznou renalnou
insuficienciou (CLCR 30-50 mL/

min) - Startovacia davka 3 x 333 mg/die

KI: u Rl u pacientov v tazkom stupni (CLCR
30 mL/min)

Plosker, GR: Acamprosate: A Review
of Its Use in Alcohol Dependence
ADIS DRUG EVALUATION 2015,

1255 - 1268




Ako?

Odporucuje sa vysadenie akamprosratu, ak
po jeho nasadeni nedochadza k zastaveniu
pitia do 4 - 6 tyzdnov

Neznizovat davkovanie pod klinicky
zodpovedajuce davky ( inefektivita )

Vplyv aj na komplikacie alkoholove]
dependencie vratane poruch spanku

Plosker, GR: Acamprosate: A Review of Its Use in Alcohol Dependence ADIS DRUG
EVALUATION 2015, 1255 - 1268




13 rokov liecby akamprosatom

Za 13 ro¢né obdobie zahajilo liecbu
akamprosatom 2042 pacientov

Z nich bez akejkorvek PA hospitalizacie 613
pacientov ( 30,01 % )

Abstinovalo aspoin 1 rok 46,2 % pacientov
Priemerny vek 43,8 u muzov/ 41,2 u zZien
Priemerna dizka uzivania 14,2 mesiaca

Pokracovanie , napriek recidive - 169 pacientov




Zavery:

akamprosat u prvovysetreného s neznamou
anamnézou odvykania, rizika uzitia opioidu
Prednostne u pacientov s anamnézou

vyrazného odvykacieho stavu (s krémi,
deliriom )

Prednostne u plne - viac symptoémovo -
rozvinutej alkoholovej zavislosti

U uvedomovaného cravingu

U , protracted withdrawal®, ak sa manifestuje
U pritomnych poruch spanku, komorbidity
uzkostného spektra a depresie




Zavery:

Popisovany ako ucinnejsi u stredného veku,
rovhako u zien ako muzov, u BMI - norma a
nizsim

Nasadit bezprostredne po odvykani, resp.
pocas

Moznost komedikcdie s pacifikacnhou
terapiou aj somatickymi liekmi

Dobra tolerabilita

Moznost podavanie aj u hepatalneho
poskodenia




Dakujem za pozornost

%\




