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Dusledky:

BPSD 5= rychlejSi progrese demence
soubor heterogennich behavics (hlavné psychotické pf., por. chovani)
ruznych etiologii zvyseni disability

predcCasne hospitalizace

psychdéza (bludy, halucinac Castejsi hospitalizace
agitovanost, agresivita, im financni naklady

g 9 F zatez pro pacienta i peCovatele
desinhibované chovani (vCEaasam"
zmény nalady (deprese, manie, uzkost fobie)
bloudeni
poruchy rytmu spanek/bdéni, sundowing
perseverace, vykfikovani, samomluva, koprofagie, odmitani

pece, patol. sberatelstvi...

50-98 % pacientu s demenci (90 %)

Finkel, 1996; Lyketsos et al., 2002; Sink et al., 2005



BPSD: PRVNiI KROK

Patient factors Environmental factors

- medikace — anticholine

Unmet needs (m) Knowledge about condition (m)
Pain (m) Caregiver distress (m)

. p0|yfarmacie Acute medical problems (m) Over-/understimulation (m)
Comorbidities (pm) Lack of routines (m)
Type of dementia (u) Caregiving quantity (pm)

. 7 » | Dementia stage (u) Caregiving quality (pm)

* |nfekCe, bOIGSta telesna Brain changes (u) Caregiver's knowledge (m)
Neurotransmitter changes (pm) Infrastructure of care facility (u)
Genetic makeup (u) Life event / separation (u)

« metabolické zmény, de | Personality (u) Family dynamics (pm)

Life history (u)

- senzoricke vady

W

Behavioural and psychological symptoms of dementia

- nediagnostikovana deg

- Zmeéna prostredi/rezimi

Ballard a Corbett, 2010; Taylor et al., 2018; Tible et al., 2017



BPSD: POSTUP

Behavioural and psychological symptoms of dementia
| |

"‘-;.\-—-f
: Which behaviour? When? What? How? How severe?
Describe & Depressive disorder? Emotional dysregulation? Insomnia?
measure Safety concerns?
Which context? Which trigger factors ? Family dynamics?
| [
~ =

Can you explain this BPSD?
Analyze What have you learned about the patient?
Which etiopathogenetic factors ? Comorbidities?

I I
- =

Work on modifiable factors.

Explain unmodifiable factors to caregivers,
Support caregivers.

Treat Provide comfort to patient.

Apply non-pharmacological interventions.
Provide empiric pain treatment.

Consider psychopharmacological treatment.

I I
.

Feasibility?

Effectiveness? Sleep quality? Quality of life?
Caregiver stress?

Unintended consequences or side effects?

Evaluate

Tible et al., 2017



BPSD: LECBA

Nefarmakologické postupy

Psychofarmaka v [éCbé BPSD:
pouze 10 % vhodné pouZito!

akoterapie

(indikace, davka, interakce, délka
podavani, duplikace = APID index) Sraz (|CHE)

Psychofarmaka u pacientu
dlouhodobe léCenych pro demenci:
25-40 % antipsychotika

- antipsychotika, antidepresiva, 25-30 % antidepresiva
hypnotika 15-30 % benzodiazepiny

- paracetamol — efekt u pacientd bez zjevné bolesti

Taylor et al., 2018; Brodaty a Arasartnam, 2012; van der Spek et al., 2016 5



NEFARMAKOLOGICKE POSTUPY =i

Prvni volba v Ié€bé BPSD (dle klinickych voditek)

behavioralni terapie
+ pravidelnég, strukturované, casové omezena sezeni

+ efekt trva mesice po ukonceni léCby

muzikoterapie
+ efekt Casové omezeny

aromaterapie (levandule, medunka)

masaze
terapie jasnym svétlem

Arzemai et al. 2012, Ballard a Corbett 2010, Taylor et al. 2018



BPSD: VOLBA LECBY

« pfitomné symptomy BPSD
- typ demence (AD, VaD, PN, LBD)

- zavaznost demence a BPSD (NPI)

- komorbidity a souCasna medikace

- farmakologicka anamnéza

- u€innost (BPSD, ale i kognice)

- bezpecCnost a snasenlivost leku

- zasady farmakoterapie ve vysSim véku! (,start low, go slow®)

Ballard a Corbett, 2010; Reus et al., 2016
7



BPSD: VOLBA LECBY

Physical restraints and associations with neuropsychiatric
symptoms and personal characteristics in residential care:
a cross-sectional study

Marja Kuronen', Hannu Kautiainen™”, Pertti Karppi', Sirpa Hartikainen®” and Hannu Koponen®

'South Savo Hospital District, Mikkeli Central Hospital, Mikkeli, Finland
*University of Helsinki and Helsinki University Hospital, Primary Care, Finland
*Unit of Primary Health Care, Kuopio University Hospital, Mikkeli, Finland
15chool of Pharmacy, University of Fastern Finland, Kuopio, Finland

:.'Ku{}pi{} Research Centre of Geriatric Care, HUS, Finland

“University of Helsinki and Helsinki University Hospital, Psychiatry, Finland
Correspondence to: M. Kuronen, MD, E-mail: marjakuronen®@esshp.fi

52 % pacientu fyzicky omezeno/24 h

1 rizika: psychotické priznaky, BZD

Background: Physical restraints are widely used in residential care. The objective was to inve l r|Z|ka ADL, ant|psyChOt|ka,
restraint use and its associations with neuropsychiatric symptoms and personal characteris . .

residential care. an“depreSlva
Methods: Data were collected in the South Savo Hospital District from 66 of 68 public or privat
tutions providing long-term residential care. Nurses assessed the use of physical restraints and S555°
psychiatric symptoms (NPS) included in the symptom list of the Neuropsychiatric Inventory (NPI).
Drug use was obtained from medical records, and activities of daily living (ADL) were assessed by
the nurses according to the Barthel Index.

Results: The total number of persons in residential care was 1386. Any restraint was used for 721
patients (52%) in the preceding 24 h. Bedrails were the most common restraints. In the multivariate
analysis, psychotic symptoms (OR 1.94, 95% CI 1.14-3.31) and use of benzodiazepines (OR 1.69,
95% CI 1.18-2.41) were positively associated with restraint use, whereas antipsychotic (OR 0.62, 95%
CI 0.44-0.87) and antidepressant drug use (OR 0.64, 95% CI 0.45-0.90) and higher ADL score (OR
0.9, 95% CI 0.92-0.93) were negatively associated. Concomitant use of at least two restraints was asso-
ciated with high prevalence of hyperactivity NPS symptoms.

Conclusions: More than half of the residents were exposed to some physical restraint, most frequently
bedprails, within the last 24h. Psychotic symptoms and benzodiazepine use increased while good ADL
and antipsychotic or antidepressant use decreased the risk of restraint use. Bedridden persons were
the most frequently restrained which may pose an ethical problem. Copyright © 2016 John Wiley &
Sons, Ltd.

Key words: physical restraints; residential care; neuropsychiatric symptoms;, psychotropics; antipsychotics; antidepressants;
benzodiazepines bedridden

History: Receved 08 June 2016; Accepted 26 October 2016; Published online in Wiley Online Library (wileyonlinelibrary.com)

DOI: 10.1002/gps.4629



KOGNITIVA

Medicine Placebo Std. Mean Difference Std. Mean Difference

Mean Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 ChEls vs Placebo
Black et al, 2007 -1.91 1645 176 -3.31 1656 167 8.0% 0.08 [-0.13, 0.30] CEEE
Brodaty et al, 2005 -09 11.36 326 06 996 320 9.5% -0.14 [-0.29, 0.01) —7
Courtney et al, 2004 -48 103 283 -6.7 103 283 9.2% 0.18[0.02, 0.35) e
Feldman et al, 2001 46 133 144 1 133 1486 7.5% -0.42[-0.65,-019) —
Holmes et al, 2004 -2.9 1024 41 3.3 15.57 55 4.2% -0.45 [-0.86,-0.04]) *
Howard et al, 2007 -3586 17.73 128 -3.78 17.75 131 7.2% 0.01 [-0.23, 0.26]) e,
Johannsen et al, 2006 -2.08 892 99 0.79 8986 103 6.5% -0.32 [-0.60, -0.04) s "
Kaufer et al, 1998 0.83 10.41 273 3.84 1041 135 8.1% -0.28 [-0.50, -0.08)
Lyketsos et al, 2004 1] 0 0 0 0 0 Not estimable
Morris et al,1998 1.15 1083 273 3.9 1083 135 8.1% -0.25 [-0.46, -0.05)
Raskind et al, 1999 0 ] ] 0 0 0 Not estimable
Rockwood et al, 2001 -0.3 1087 261 05 7.21 125 8.0% -0.08 [-0.29,0.13)
Tariot et al,2000 0.42 11.87 692 2 11.3 286 10.0% -0.13 [-0.27, 0.00) — 1
Tariot et al,2001 -23 1928 103 -49 195 105 6.6% 0.13[-0.14,0.41) _—
Winblad et al, 2006 -3.8 1245 128 -21 1205 120 7.1% -0.14 [-0.39,0.11) 6
Subtotal (95% CI) 2927 2111 100.0% -0.12 [-0.23, -0.02] - )
Heterogeneity: Tau*= 0.02; Chi*= 36.29, df=12 (P = 0.0003); F=67%
Testfor overall effect: Z= 2.37 (P = 0.02) + : ' +

-0.5 -0.25 C 025 05

Favours [Medicine] Favours [Placebo]

* ICHE — nizky ES oproti placebu, nastup uc€inku za tydny az mésice,
u tézkych demenci a vyraznych BPSD efekt ICHE ~ placebo

* memantin: agitovanost, agrese, bludy x ICHE: apatie, uzkost, nete¢nost »
kombo u BPSD — RCT: kombinace > donepezil (kognice, BPSD, global fung.)

« pouze u LBD nebo AD, pokud nefarmakologické postupy nebo antipsychotika
nejsou mozné/ucinné (NICE)

* memantin — uCinek zejména u vaskularni demence (Cochrane Dat Syst Rev)

Campbell et al, 2008; Wilcock et al., 2009; Rodda et al., 2009; NICE, 2011; Wang et al., 2014; Chen et al., 2017 9



BENZODIAZEPINY

BZD zvySuji GABAergni tr,

Ach systém = naru
kumulace v organi:

prodlouzeni a proh

provokace zmaten
paradoxni reakce

interakce s léky a ¢
(utlum dech. centra)

pady, fraktury krcku

GABA tonicky inhibuje

BZD pokud mozno vilbec

nespavost, uzkost, neklid

PHARMACY

“WARNING»

Benzo d/azepines
FALLING 4 ELDERLY

Risk Ratio
Random, 85% Cl

pfechodné/jednorazové

kratce a stfedné pusobici
(midazolam, tofizopam, cinolazepam,
oxazepam, alprazolam)

Heterogeneity: df = 13 (P = 0.0002); I¥ = 66%
Test for overall affect: £ =541 (P < 0.00001)

Hay THHs |34 1007 40-2.00]
Wagner 2004 [35) 1.24 [1.07-1.44]
Sgadari 2000 [54] 1.09 [0.99-1.20]
Total (85% C1) 1.40 [1.24-1.58]

0.2

Verdoux et al., 2005; Chang et al., 2008; Khong et al., 2012



ANTIDEPRESIVA

« TCA - ortostaticka hypotenze, zmatenost, kardiotoxicita, interakce
« trazodon — nedostateCna evidence, prehlizené nezadouci ucinky

SSRI (citalopram, escitalopram, sertralin)
ucinnost na depresi a emocni labilitu ,
citalopram — agitovanost, podrazdénost, uzkost, bludy, halucinace (x spanek)
dobra snasenlivost |
v kombinaci s ICHE — synergisticky uc€inek Ci nezavisly?

ovlivnéni kognice zlepSenim deprese nebo pfimym pusobenim na NT?
CAVE: hyponatrémie, krvaceni, Iékové interakce

oooooo s

riziko demence pfi uzivani SSRI?? — HR=2,26 (wang et al., 2016)

CitAD study — citalopram 30 mg p.d. (efekt na agitovanost a dalSi BPSD, snizeni
stresu pecovatelli, ale zhorseni kognice a prodlouzeni QTc na EKG)

Martinon-Torres et al., 2004; Seitz et al., 2011; Henry et al., 2011; Porsteinsson et al., 2014; Leonpacher et al, 2016



ANTIDEPRESIVA A STABILIZATORY NALADY Vo
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Medicine Placebo Std. Mean Difference Std. Mean Difference

__Study or Subaroup Mean SD _Total Mean  SD Total Weiaht V. Random, 95% CI V. Random, 95% CI

1.1.3 Amtidepressanmts vs Placebo

Finkel et als 2004 -47 176 124 -6.5 12 120 72.6% 012 [-0.13, 0.37) —.—
Lyketsos et al, 2003 -89 175 24 =37 17.5 20 27.4% -0.29 [-0.89,0.31] * -

Subtotal (95% CI) 148 140 100.0% 0.01 [-0.35, 0.37] e —
Heterogeneity Tau®= 0.03;: ChiF=1.54 df=1({(P=0.21) F= 35%

Test for overall effect: Z= 0.03 (P=0.97)

1.1.4 Mood stabilizers vs Placebo

Herrmann et al, 2007 125 1839 14 -577 1852 13 100.0% 0.96 [0.16, 1.786) —_—
Subtotal (95% CI) 14 13 100.0% 0.96 [0.16, 1.76] ———————
Heterogeneity: Mot applicable . ) I . X

Test for overall effect £=2.34 (P =0.02) 05 -025 0 025 05

Favours [Medicine] Favours [Placebo]

antiepileptika — nelze doporucit pro bézné pouzivani; VAL = PL
(agitovanost), nez. uc€inky a drop-outy; CBZ — ucinny, ale maly pocCet

pacientu, nez. ucinky, induktor P450 (jako posledni volba pfi agitovanosti
a hostilité)

limitovana data, Ize uzit pokud jsou jina farmaka neucinna nebo
kontraindikovana

Lonergan, 2009; Wang et al, 2014; Taylor et al., 2018 12



ANTIPSYCHOTIKA

antipsychotika maji nejvy$si miru ddkazu pro ucinnost v [é¢bé BPSD
A2G = A1G v ucinnosti na BPSD (1 studie risperidon > haloperidol)

A1G: 11 RCTs (3 metaanalyzy), vétSinou malé pocty pacientt
A1G (haloperidol) > placebo s malym ES a jen nékteré priznaky BPSD

A2G: 18 RCTs (od roku 1995), délka 6-12 tydnu;
A2G = Al1G

ucinné —risperidon, olanzapin, aripiprazol, amisulprid, quetiapin (?)
ostatni malo dat

AP: efekt nizky az stredni, Spatna snasenlivost, zvysena mortalita

melperon (3 studie), tiaprid (5 studii; uCinnost na psychozu?)

Ballard a Corbett, 2010; Steinberg et al., 2012; Taylor et al., 2018



ANTIPSYCHOTIKA

A1G — pravdépodobné stejné ucinna, ale horsi snasenlivost nez A2G (?)

AP — u nemocnych s demenci zvyseneé riziko:
mortalita (1,5 — 1,7 X) (A2G <A1G)
cerebrovaskularni pfihody (CVAE): nizké riziko 2-4 %, 1 prvni 3 mésice (A2G = A1G)
Zilni tromboembolizmus (A2G > A1G)
metabolickeé pfiznaky (A2G > A1G)
extrapyramidové pfiznaky (A2G < A1G)
arytmie, nahla smrt (A2G < A1G)
pady (A2G = A1G)
zhorseni kognitivnich funkci (A2G < A1G)
pneumonie (A2G > Al1G)

(N Ny Iy Iy Ny N N[y Ny

ANTIPSYCHOTIKA NEZHORSUJi KOGNITIVNI FUNKCE (metaanalyza 2016)

Ballard a Corbett, 2010; Seitz et al., 2011; Steinberg a Lyketsos, 2012; Guthrie et al., 2013; Triffiro et al., 2014; Wolf et al., 2016
14



ANTIPSYCHOTIKA: MORTALITA

pneumonie pri lé€bé AP CVAE pri lécbé AP
ASPIRACE taticka hypotenze — zhorSeni deficitu perfuze

EPS tachykardie — sniZeni perfuze
sedace (ev. uvolnéni trombu pfi Fis)
suchost sliznic — ztizené polykani echolamind po epizodé hypotenze — vazokonstrikce
hyperprolaktinémie

varovani FDA (EMA, SUKL):

nejCastejSi pricinou umrti pri IéCbeé BPSD antipsychotiky jsou
kardiovaskularni, cerebrovaskularni a respiracni (pneumonie) priciny

- otazky:

Q rozdily mezi jednotlivymi A2G?
mechanizmy vedouci ke zvySené mortalité?
moznosti prevence?

(.

FDA, 2005; Schneider et al., 2005; Kales et al., 2007; Triffiro et al., 2009; Ballard et al., 2009; Kales et al., 2012; Triffiro et al., 20



ANTIPSYCHOTIKA: MORTALITA S
R
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velka kohortova studie, nemocni s demenci > 65 let, n = 33 604

- riziko mortality po 180 dnech

LI A0 &N 4

- haloperidol: riziko hlavné prvnich 30 dnu, ostatni 120 dnu (poté pokles)

- quetiapin nejbezpecnejsi (ale malo ucinny na agresivitu, agitovanost a psychozu)

1.00

0.95 ..
M Quetiapine

M Valproate

Survival Probability

Risperidone
M Olanzapine
M Haloperidol

0.90

0 30 60 90 120 150 180
Days of Exposure for Patients With Dementia Kales et al., 2012



ANTIPSYCHOTIKA: MORTALITA

- velka kohortova studie, nemocni s demenci > 65 let, n = 46 008
- riziko mortality po 180 dnech

- NNH (number needed to harm) = pocet |é€enych na jedno umrti

Death, No. (%)

Medication No. of Pair? Users Nonusers  Risk Difference, %o (95% (ZI]I"’ NNH (95% (ZI}IFJ
Haloperidol 1921 398 (20.7) 162(8.4) 334 (1.0t0 6.6)° 26 (15 to 99)
Olanzapine 1908  265(13.9) 187(9.8) 15 (0.3 to 4.7 40 (21 to 312)
Quetiapine 4621  545(11.8) 378(8.2) 29 (0.7 to 3.3)¢ 50 (30 to 150)
Risperidone 6338 883 (13.9) 538(8.5) 37 (2.210 5.3 27 (19 to 46)
Valproic acid 901 110(12.2) 65(7.2) 4.1(-1.0t09.2) NAE
Antidepressant 29704 2472(8.3) 2367(8.0) g4 (0.3 to 0.9)¢ 166 (107 to 362)

Maust et al., 2015



ANTIPSYCHOTIKA: ZASADY LECBY 1

oveérit zda je antipsychotikum opravdu potreba (odstranitelné priciny)

AP pouzit jen kdyZ selhavaji nefarmakologické pFistupy, pacient ohroZuje sebe
nebo okoli a pfiznaky znamenaji stres pro nemocného a pecovatele
(American Geriatrics Society — Beers Criteria Update Expert Panel 2012)

zvazit uziti méné ucinnych, ale bezpecnéjsich latek (ICHE, antidepresiva)
pfi komorbiditach a potencialnich NU antipsychotik volit ,mensi zlo*
nizké pocatecni davky AP, velmi pomala titrace, patrat po nez. ucincich

hodnotit stav po 1 mésici (1 tyden pokud je stav zavazny a vysoke riziko
dale nejménée kazdé 3 meésice i

pravidelné sledovani télesnych parametru, odbéry (zacatek, 3 M, 6 M,
dale po 6 M), EKG

Ballard, 2008; Jeste et al., 2008; Steinberg a Lyketsos, 2012 18



ANTIPSYCHOTIKA: ZASADY LECBY 2

halucinace (sluchové)

pri nezlepseni stavu po 2-4 tydnech zvySeizAE s R IR 174l R = EloE N1
pul roku po vysazeni risperidonu po

pred navySenim davky nebo zménou AP z 16T oproti pokracovani v lecbe

na nemocného a pecCovatele (Castecny efe

pfi kompenzovaném stavu po 6-12 tydnech zvazit vysazeni anti

oD &l

Denni davky AP pri léébé BPSD
risperidon 0,25-2 mg
pimavanserin — selektivni olanzapin 2,5-10 mg

inverzni agonista 5-HT2A aripiprazol 5-15 mg
receptor(l (neni dostupny v amisulprid 25-50 mg

CR) quetiapin 12,5-300 mg
haloperidol 0,5-5 mg
tiaprid 200-800 mg
melperon 25-100 mg

Ballard, 2008; Jeste et al., 2008; Steinberg a Lyketsos, 2012; Patel et al., 2016



APA PRACTICE GUIDELINE (AP x BPSD). ?f“?fw
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American Psychiatric Association

GRADE (Grading of Recommendations Assessment, Development and Evaluation),
Guyatt et al., 2013; Andrews et al., 2013

1 = doporuceno (benefity intervence jisté prevysuji Skody)
2 = nejisty pomér mezi benefitem a potencialnim poskozenim

SILA DUKAZU: A — vysoka, B — stfedni, C - nizka

Vysetreni BPSD
1. pacient s demenci musi byt vySetrfen a urCen typ, frekvence, zavaznost,
klinicky obraz a ¢asova souvislost symptomu (1C)

2. patrat po bolesti a jinych potencialné ovlivnitelnych faktorech a také
subtypech demenci, které mohou ovlivnit volbu IéCby (1C)

3. pfi pritomnosti agitovanosti nebo psychozy pouzit kvantitativni
nastroje (1C)

Reus et al., 2016



Vytvoreni uceleného terapeutického planu
4.

Porovnani benefitl a rizik antipsychotické Iééby pro pacienta
5.

APA PRACTICE GUIDELINE (AP x BPSD) 2

American Psychiatric Association

\\ \\

(4\.! Oﬁ "

6’,-*\ >

individualizovany |éCebny plan obsahuje vhodné nefarmakologicke a
farmakologické intervence (1C)

antipsychotikum pouzit jen pro lécbu agitovanosti nebo psychozy, pokud jsou =
pfiznaky zavazné, nebezpecné a/nebo zpusobuji vyrazny stres pacientovi (1B) ‘;}’

pred pouzitim antipsychotika zhodnotit efekt nefarmakologickych intervenci
(1C)

pokud to je mozne, probrat risk/benefit s pacientem a ziskat jeho souhlas, | i
pfipadné pecovatele (1C) )

Reus et al., 2016



AP Iéc':ba dévkovéni délka trvani a monitorovéni

8.

10.

11.

12.

13.

APA PRACTICE GUIDELINE (AP x BPSD) 2

{4 \oﬁ"’t
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American Psychiatric Association AR
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LI A 4N 4

pri vyraznych nezadoucich ucincich zhodnotit stav a pripadne snizit davku
nebo vysadit antipsychotikum (1C)

pfi nevyznamném efektu po 4T adekvatni davky AP postupné vysadit (1B)

pri efektu AP zvazit a probrat s pacientem/peCovatelem snizeni davky
s prihlédnutim k pfedchozi zkuSenosti se snizovanim davky (1C) A

pfi adekvatni odpovédi na |IéEbu muze byt AP snizena davka az vysazeno
pokud v minulosti nedoslo k navratu pfiznaku pfi tomto postupu (1C)

pfi snizovani davky AP min. 1x mésicné sledovat vyskyt pfiznaku
a min. 4M po vysazeni vySetfeni se zamérenim na rekurenci pfiznaku (

Reus et al., 2016 ‘ ,:“22\_5-/”"



APA PRACTICE GUIDELINE (AP x BPSD). ?léf« ‘§,‘~:

| - e n':v\g
American Psychiatric Association : , ,

5 f—

Pouziti specifickych AP v zavislosti na klinickém kontextu
14. pokud neni pfitomno delirium, nepouzivat haloperidol jako Iék prvni linie (1B)

15. nepouzivat dlouhodobé pusobici injekéni antipsychotika, jestlize neni ph’tomna
chronicka psychoticka porucha s opakovanymi relapsy (1B)

Reus et al., 2016



PSYCHOFARMAKA V LECBE BPSD

Medicine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Heterogeneity: Tau®= 0.00; Chi*= 5.58, df=7 (P = 0.59); F=0%
Test for overall effect: Z= 4.65 (P < 0.00001)

1.1.1 ChEls vs Placebo

Black etals 2007 -1.91 1645 176 -3.31 1656 167  8.0% 0.08 [0.13, 0.30) —

Brodaty et al, 2005 -08 1136 326 06 986 320 95% -0.14 [-0.29, 0.01] —

Courtney et al, 2004 -48 103 283 -67 103 283 9.2% 0.18[0.02,0.35)

Feldman et al,2001 -46 133 144 1 133 146 7.5% -0.42 [0.65,-019) ———————

Holmes et al,2004 -29 1024 41 33 1557 55  42%  -0.45[0.86,-0.04) ¥

Howard et al,2007 -3.56 17.73 128 -378 17.75 131  7.2% 0.01 [-0.23, 0.26] S

Johannsen et al,2006 -208 892 89 079 3886 103 6.5% -0.32[0.60,-0.04) —

Kaufer et al,1998 083 1041 273 384 1041 135 81% -0.20 [-0.50,-0.08) —=—

Lyketsos et al, 2004 0 0 0 0 0 0 Not estimable

Morris et al, 1998 115 1083 273 3.9 1083 135 8.1% -0.25 [-0.46,-0.05]

Raskind et al,1999 1] 1] ] 1] 1} 1] Mot estimable

Rockwood et al, 2001 -0.3 1087 261 05 721 125 8.0% -0.08 [-0.29, 0.13] e

Tariot et al, 2000 042 11.87 692 2 113 286 10.0% -0.13 [-0.27, 0.00] —

Tariot et al, 2001 -2.3 19.28 103 -49 195 105 6.6% 0.13[-0.14,0.41] S

winblad et al, 2006 -38 1245 128 -21 1205 120 7.14% -0.14 [0.39, 0.11] 6

Subtotal (95% CI) 2927 2111 100.0%  -0.12[-0.23,.0.02] -~ >

Heterogeneity: Tau® = 0.02; Chi*= 36.29, df= 12 (P = 0.0003); I*= 67% , .
Test for overall effect: Z= 2.37 (P = 0.02) metaanalyza 32 studii (n_
1.1.2 Atypical antipsychotics vs Placebo

De Deyn et al,2004 1613 1584 520 -137 203 128 20.2% -0.14 [-0.34, 0.05] —

De Deyn et al, 2005 -11.2 18.81 106 -9.75 1881 102 101% -0.08 [-0.35, 0.20] - .1

Mintzer et al, 2007 4159 1818 366  -13 164 121 17.7% -0.16 [-0.37, 0.04] —_— I' N4 N PI

Street et al,2000 623 724 158 37 103 47  7.0% -0.31 [0B4,001] ———— oviinenli

Streim etal, 2008 -16.43 1732 131 -10.01 18.83 125 12.3%  -0.35[0.60,-0.11] —————

Sultzer et al,2008 116 154 85 -4.2 20 142 10.2% -0.40 [-0.67,-0.13] +——————

Sultzer et al, 2008 73 202 94 -42 20 142 11.0% -0.15 [0.41,0.11] ——T

Sultzer et al, 2008 -7 181 100  -42 20 142 11.4% -0.15 [-0.40, 0.11 T .

Subtotal (95% CI) 1561 950 100.0%  -0.21 [.lo.zg, 4:.12]l o ucinna po uze IC H E a A2 G

1.1.3 Antidepressants vs Placebo

Finkel et al, 2004 -47 176 124 -6.5 12 120 72.6% 0.12[-0.13,0.37) i
Lyketsos et al,2003 -89 175 24 -3.7 175 20 27.4% -0.29 [-0.89,0.31] *
Subtotal (95% CI) 148 140 100.0% 0.01[-0.35,0.37] e R ——
Heterogeneity: Tau®= 0.03; Chi*=1.54, df=1 (P=0.21); F= 35%
Test for overall effect: Z=0.03 (P = 0.97)
1.1.4 Mood stabilizers vs Placebo
Herrmann et al, 2007 125 18.39 14 -577 18.52 13 100.0% 0.96 [0.16,1.76] —
Subtotal (95% CI) 14 13  100.0% 0.96 [0.16, 1.76] ——
Heterogeneity: Not applicable
Test for overall effect: Z= 2.34 (P =0.02)
1.1.5 Memantine vs Placebo
Bakchine et al, 2008 -1.45 857 318 -273 857 152 133% 0.15 [-0.04, 0.34] N
Foxetal,2012 -18.7 16 72 -8.3 16 77 9.4% -0.65[-0.98,-0.32) +——
Herrmann et al, 2013 -39 1564 182 -513 158 187 13.0% 0.08 [-0.13,0.28] -1
Peskind et al,2006 -1.4 16.58 201 21 16.82 202 13.2% -0.21 [-0.40,-0.01) - |
Porsteinsson et al, 2008 1.1 252 217 0.3 252 216 13.4% 0.03 [-0.16,0.22] B b
Reisberg etal, 2003 05 1576 126 3.8 16.06 126 11.7% -0.21 [-0.45, 0.04] - 1
Tariot et al,2004 -0.1 11.2 202 3.7 14 201 13.2% -0.30 [-0.50,-0.10] e
Van Dyck et al,2007 1 165 178 1.1 1365 172 12.8% -0.01 [-0.22,0.20] e
Subtotal (95% CI) 1496 1333 100.0% -0.12 [-0.27, 0.03] i
Heterogeneity: Tau®= 0.04; Chi*= 28.26, df= 7 (P = 0.0002), I*= 75%
Test for overall effect: Z=1.53 (P=0.13)
+ + + U
-05 -0.25 0 025 05

Test for subaroup differences: ChiF=10.02. df= 4 (P = 0.04). F=601% Favours [Medicine] Favours [Placebo] Wang et al., 2014



Lék Metabolizmus Zvy3uji hladinu SniZuji hladinu Farmakodynamické interakce
Donepezil CYP3A4 a2 2D6 Fluoxetin Rifampicin Anticholinergni léky - A
Ketokonazol Fenytoin Cholinomimetika (succinylcholin) — S
ltrakonazol Karbamazepin Periferni ChE-1 (neostigmin) — S
Erythromycin Alkohol Betablokatory — KV
Chinidin Amiodaron — KV
Blokatory Ca kandld - KV
Rivastigmin mimo jatra — — Anticholinergni léky - A
Cholinomimetika (succinylcholin) — S
Periferni ChE-I (neostigmin) — S
Betablokatory — KV
Amiodaron — KV
Blokatory Ca kanald - KV
Galantamin CYP3A4 a2 2D6 Paroxetin Anticholinergni léky - A
Fluoxetin Cholinomimetika (succinylcholin) — S
Fluvoxamin Periferni ChE-I (neostigmin) — S
Amitriptylin ? Betablokatory — KV
Ketokonazol Amiodaron — KV
Erythromycin Blokatory Ca kanald - KV
Ritonavir
Chinidin
Memantin primarné mimo jatra, Cimetidin Zvyieni tginku L-dopa, dopaminergik
vylucovan ledvinami Ranitidin a anticholinergik
Prokainamid Amantadin, ketamin,
Chinidin dextromethorphan — FTP
Nikotin ? Nutnost Upravy davky spasmolytik,

Leky alkalizujici
moc*

dantrolenu a baclofenu

* Inhibitory karboanhydrazy (diuretika), hydrogenuhlicitan sodny

A —antagonisticky ucinek, S — synergicky ucinek, KV — vliv na srdecni akci - zpomaleni prevodu, FTP — riziko farmakotoxické

psychdézy
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Abstract: Behavioral and psychological symptoms represent common complications in patients
with different types of dementia. Predominantly, they comprise psychosis, agitation and mood
disorders, disinhibited behavior, impairment of the sleep and wakefulness thythm, wandering,
perseveration, pathological collecting, or shouting. Their appearance is related to more rapid
progression of the disease, earlier institutionalization, use of physical restraints, and higher risk
of mortality. Consequently, appearance of behavioral and psychological symptoms of dementia
leads to higher costs of care provided and greater distress for caregivers. Clinical guidelines
recommend nonpharmacological approaches as the first choice in the treatment of behavioral and
psychological symptoms. Pharmacological therapy should be initiated only if the symptoms were
not the result of somatic causes, did not respond to nonpharmacological interventions, or were not
caused by the prior medication. Acetylcholinesterase inhibitors, memantine, antipsychotic drugs,
antidepressants, mood stabilizers, and benzodiazepines are used. This review summarizes the
current findings about the efficacy and safety of the treatment of the neuropsychiatric symptoms
in dementias with psychopharmaceuticals. Recommendations for treatment with antipsychotics
for this indication are described in detail as this drug group is prescribed most often and, at the
same time, is related to the highest risk of adverse effects and increased mortality.
Keywords: dementia, behavioral and psychological symptoms, treatment, psychopharmaceuticals,
adverse effects
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BPSD = Casta komplikace u pacientu s demenci
. odstranitelné priCiny a nefarmakologické postupy
- nejvice dukazu pro antipsychotika

- volba [éCby podle pfitomnych pfiznaku

- nizké davky, monoterapie, sledovani nezadoucich udinku,
podavani po prechodnou dobu



