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NOI TENDINTE IN
TRATAMENTUL
TULBURARILOR MINTALE
SEVERE:
SCHIZOFRENIA SI
TULBURARILE BIPOLARE.

Jana Chihai, dr. in st. med., conf univ.
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Termenul "boala (tulburare) mintala severa” (TMS) reuneste doua
concepte complexe. Primul este definit in termenii a cinci grupuri
de tulburari din Clasificarea Internationala a Bolilor (CIB 10):

e Tu

e Tu
de

e Tu

burari schizofrenice si delirante

burari de dispozitie (afective), inclusiv forme
presive, maniacale si bipolare

burarile nevrotice, incluzand tulburari obsesiv-

compulsive si tulburarea de stress postraumatica

 Tulburari comportamentale, inclusiv alimentatie,
tulburari de somn si stress

 Tulburari de personalitate de opt tipuri diferite.

« http://www.birmingham.ac.uk/Documents/college-mds/haps/projects/HCNA/HCNAVol2chap13sh6L.pdf



http://www.birmingham.ac.uk/Documents/college-mds/haps/projects/HCNA/HCNAVol2chap13sh6L.pdf

< In SUA Legea defineste urmatoarele conditii ca
0 boala mintala severa:

ONa KoMnsanmeHca

» Schizofrenie

 Tulburari psihotice paranoide si alte tulburari psihotice
 Tulburari bipolare (hipomanice, manice, depresive si mixte)
* Tulburari depresive majore (episod unic sau recurent)
 Tulburari schizoafective (bipolare sau depresive)

* Tulburari de dezvoltare pervazive

* Tulburari obsesiv-compulsive

» Depresia in copilarie si adolescenta

* Tulburari de stres posttraumatic (acute, cronice sau cu debut intarziat)
« Bulimia Nervosa 307.51

* Anorexia Nervosa 307.1a

* https://www.bcbsil.com/provider/standards/serious vs non serious.html



https://www.bcbsil.com/provider/standards/serious_vs_non_serious.html

ONa KoMnsanmeHca

 Tulburarile mintale severe atrag consecinte majore atit
pentru pacienti, cit si pentru familille sau cercul de prieteni a
acestora.

 Pentru persoana, ele includ suferintele ce apar in urma
simptomelor specifice bolii respective, pierderea
independentei si a capacitatii de munca, precum si de
Integrare sociala redusa.

* Un nivel ridicat al stigmatizarii persoanelor cu probleme de
sanatate mintala poate conduce la discriminare si la
diminuarea aprecierii propriel persoane.
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Una din manifestarile comune
pentru toate tulburarile mintale
severe este PRODUCTIVITATEA

SIMPTOMATICA.




< SCHIZOFRENIA

Gedeon Richter
psihiatria

« Simptomele schizofreniei sunt caracterizate prin trei categorii principale:

Q Positive

Cognitive

U.S. department of Health and Human Services, National Institute of Health, National Institute of Mental Health. Schizophrenia>; 2009




| Modelul celor 3 complexe de
simptome ale schizofreniei

Simptome pozitive = Halucinatii
» |dei delirante
= Comportament dezorganizat

Simptome negative = Aplatizare afectiva
= Avolitie
= Alogie
= Anhedonia
= Asocialitate/retragere sociala

Simptome cognitive = Afectarea procesului de gandire
= Deficit de atentie
= Deficit de memorie

1.The Merck Manual-Second Home Edition. Schizophrenia. http//www.merckmanuals.com/en-ca/home/mental-health disorders/schizophrenia-and-delusional-disorder/schizophrenia

2.Fischer BA, Buchanan RW. Schizophrenia: clinical manifestation, course, assessment, and disgnosis. http//www.uptodate.com/contents/schizophrenia-in-adults-clinicalmanifestation-course-assessment-and-diagnosis.
3.Hales RE, Yudofsky SC eds. The American Psychiatric Publishing Textbook of Psychiatry 5th ed. American Psychiatric Publishing; 2008

4. U.S. department of Health and Human Services, National Institute of Health, National Institute of Mental Health. Schizophrenia>; 2009
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Gedeon Richter
psihiatria

Evolutia clinica a schizofreniei

Premorbida

Prodromala

Perioada de functoinare si
comportament normal. Pacientii
pot avea experiente care pot
contribui la aparitia ulterioara a
SCH (complicatii la nastere,
stresul familial in timpul
copilariei si adolescentei.)

Adesea cu afectari motorii,
sociale, dispozitie, simptome
cognitive.

Predomina simptomele negative.

Cu 5 ani pina la debut

Dureaza 2-5 ani. Primele
episoade psihotice tranzitorii.
Sufera modificari
comportamentale si psihice
vizibile altora. Probleme de
memorie si de concentrare,
comportamente si idei
neobisnuite, retragere sociala,
apatie, interes redus fata de
activitatile zilnice.

Dominata de simptomele
negative

Cu 1-3 ani inainte de aparitia
patologiei

Debut cu siptomatica pozitiva
gradual sau brusc din cauza
necunoscuta, dar poate fi
cauzata de abuz de substante
interzise sau stresul psihosocial

1/3 remisie
1/3 recidive
1/3 stare cronica

Reziduu:

Farmacoterapile/>

1.Hales RE, Yudofsky SC eds. The American Psychiatric Publishing Textbook of Psychiatry s5th ed. American Psychiatric Publishing; 2008
2. 1.American Psychiatric Association. Practice Guideline for the Treatment of Patients with Schizofrenie 2nd ed. 2010

3.Straight As in Psychiatric and Mental H
A A 2 R ie

eal
- - -l - e O

A [)

th Nursing: Areview Series 1st ed. Lippincott Williams and Wilkins; 2006
ecove i enia:toward empiri idated stage model 4. Aust N Z ] Psychiatry. 2003; 37:586-594
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simptomele
negative domina




<o Evolutia clinica ulterioara a

Gedeon Richter

schizofreniel

Evolutia poate fi continua, sau epizodica cu deficit progresiv sau stabil, sau pot
exista unul sau mai multe epizoade cu remisie completa sau incompleta.

Group 1

22%
Epizod unic-fara deteriorare

Group 2

: : , L 35%
Epizoade multiple cu deteriorare minima

sau absenta

Group 3

Deteriorare dupa primul epizod, cu
exacerbare ulterioara, lipsa revenirii la
normalitate

Group 4

Deteriorare progresiva dupa fiecare
recadere cu lipsa revenirii la normalitate

World Health Organization. International Statistical Classification of Diseases and Related Health Problems (ICD) 2016 A M D O A L _ re d é CU | Oa re Vletl I
’




<o Schizofrenia. Fiziopatologie

Gedeon Richter
psihiatria

E greu de indentificat o singura cauza a schizofreniei, dezvoltarea bolii este un
rezultat al interactiunii intre o varietate de factori care contribuie la fiziopatologia sa,
simptomele apar ca urmare a unor anomalii ale structurii si functiei creierului.

Ipoteza neurodezvoltarii

Modificari neurochimice - dereglarea neurotransmitatorilor din creier (inclusiv
dopamina, serotonina si glutamatul)

Dopamina- mediaza simptome pozitive, negative si cognitive
Serotonina- mediaza simptome afective
Glutamatul- mediaza simptomele pozitive si negative.

1.Hales RE, Yudofsky SC eds. The American Psychiatric Publishing Textbook of Psyciatry 5th ed. A

2.DiPiro JT , Talbert RL, eds Pharmacotherapy: A Pathophysiological Approach 8th ed McGraw Hill Medical; 26 A M D O A L -re d é cu | oare Vletl I
’

3.Stahl SM. Essential Psychopharmacology: Neuroscientific Basis and Practical Applications 2nd ed. Cambridge
4.Mueser KT, McGurk SR. Schizophrenia. Lancet. 2004; 363:2063-2072




<o Schizofrenia. Fiziopatologie.

Gedeon Richter

Caile dopaminergice

Exista 4 cai principale dopaminergice implicate in SCH

} Mesolimbic

diFFC

} Mesocorticala

Thalamus

vmPFC

} Nigrostriatala

Hipofiza
Hypothalamus

} Tuberoinfundibulars

dIPFC: cortexul prefrontal dorsolateral
vmPFC:cortexul prefrontal ventromedial
dsStr: striat dorsal

vStr: striat ventral

SN: substanta neagra Stahl SM. Stahl's Essential Psychopharmacology: Neuroscientific Basis and Practical Application. 4th ed. New York, NY: Cambridge
VTA: zona tegmentala ventrala University Press; 2013.




<o Schizofrenia. Fiziopatologie.

Gedeon Richter

Caile dopaminergice

Siptomele pozitive ale SCH se
creaza datorita hiperactivitatii
dopaminel in calea mezolimbica.

dIPFC

Simptomele negative ale SCH
apar din cauza hipoctivitatii
domaminei in calea
dopaminergica mezocorticala. oo "

Stahl SM. Essential Psychopharmacology: Neuroscientific Basis and Practical Applications 2nd ed. Cambridge University Press; 2000




<o Schizofrenia. Fiziopatologie.

Gedeon Richter

Receptorii dopaminergici

In creierul uman existi 5
subtipuri de receptori ai
dopaminei
(D1, D2, D3, D4, and D5)-

1
I Dopamine receptors:
(G protein-coupled)

D1-like: D1, D5
D2-like: D2, D3, D4

Subtipurile de receptori ai dopaminei
sunt distribuite in densitati diferite in
zonele specifice ale creierului, astfel
incat dopamina poate regla circuitele
neuronale in sus si in jos in mod diferit
in diferite regiuni ale creierului?

1. Image adopted from Brichta, Trends Neurosci. 2013;36(9):543-54.; 2. Stahl, CNS spec. 2017;22:305-311

AMDOAL - reda culoare vietii




<o Schizofrenia. Fiziopatologie.

Gedeon Richter

Receptorii dopaminergici

SCH este centrata in jurul
receptorilor D2, D3 si D4

Receptorul D2 este implicat in
simptomele pozitive.

Receptorii D3 si D4 sunt ‘ \ ' (mm
considerati a fi legati de functiile /AL
cognitive, emotionale si , \ W < B
comportamentale.

D3 receptorii- simptomele
negative, cognitive si starea de
spirit.

Stahl SM. Essential Psychopharmacology: Neuroscientific Basis and Practical Applications 2nd ed. Cambridge University Press; 2000
Strange PG , Neve K. Dopamine Receptors.http//www.tocris.com/pdf_downloads/dopamine_receptors_review,pdf

Massale C, Fiorentini C, et al,. The neurobiology of dopamine receptors:evolution from the dual concept to heterodimer complexes. J Recept




<o Schizofrenia. Fiziopatologie

Gedeon Richter
psihiatria

Serotonina- mediaza simptome afective.

Exista dovezi care sustin implicarea 5-HT (5-hidroxitriptamina) in
imbunatatirea starii de spirit.

Receptori ai serotoninei: 5-HT2C, 5-HT1A, 5-HT2A (implicati in SCH)

In zonele creierului implicate Tn simptomele cognitive si emotionale au
concentratii ridicate de receptori serotoninici.

1.Hales RE, Yudofsky SC eds. The American Psychiatric Publishing Textbook of Psychiatry 5th ed. American Psychiatric Publishing; 2008

2.Brunton LL, Chabner BA, eds. Goodman & Gilman”s The Pharmacological Basis of therapeutics 12th ed. Mc—Graw-Hill Companies;2011

3.Abi-Dargham A, Laruele M, et al The role of serotonin in the pathophysiology and treatment of schizophrenia. J Neuropsychiatry Clin Neurosci 1997;9:1-7
4.Roth BL Biologic mechanisms of psychosis and antipsychotic drug actions: from dopamine excess to dopamine stabilization. Adv Stud Med 2003; 3(8C):5775781

AMDOAL - reda culoare vietii




Schizofrenia. Diagnhostic

Gedeon Richter
psihiatria

Diagnosticul se bazeaza pe o evaluare psihiatrica aprofundata, un examen
fizic si teste de laborator pentru a exclude comorbiditatile, inclusiv abuzul de
substante si conditii medicale generale.

Criteriile clinice se refera la:

DSM — manual de Diagnostic si Clasificare Statistica a Tulburarilor Mintale
al Asociatiei Americane de Psihiatrie (V)

ICD — Clasificarea Internationala a Bolilor si Problemelor se Sanatate (10)

1.DiPiro JT , Talbert RL, eds Pharmacotherapy: A Pathophysiological Approach 8th ed McGraw Hill Medical; 2008




Esential este stabilirea unui diagnostic corect

Algoritmul primar de tratament este adresat

simptomelor pozitive

Conditile comorbide:

@ « Comorbiditati medicalr

« Comorbiditati psihiatrice
« Situatii speciale (sarcina)




-9 caracteristici care interfereaza cu

tratamentul

Suicidalitatea
Comportament agresiv
Agitatie

Simptome negative

Depresie majora

Varsta reproductiva la femei
Abuz de substante
Prelungirea QT intervalului la ECG

Persoane in varsta
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*Tulburarea bipolara tip | — Pacientul a indeplinit criteriile pentru un episod
maniacal sau mixt complet, de obicel suficient de sever pentru a necesita
spitalizarea. Pot sa apara si episoade depresive majore sau episoade
hipomaniacale.

*Tulburarea bipolara tip Il - Pacientul a avut cel putin un episod depresiv
major si cel putin un episod hipomaniacal, dar fara episoade maniacale in
anamneza.

*Tulburarea bipolara cu ciclare rapida — 4 (patru) sau mai multe episoade
depresive, maniacale sau mixte in decurs de 12 luni.

+[Kaplan Sadock].

Ciclotimia — este o instabilitate persistenta a dispozitiei, implicand
numeroase perioade de depresie si elatie usoara, nici una dintre ele nefiind
suficient de severa sau de prelungita pentru a intruni criteriile pentru
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Lifetime Rates/100
Overall Females Males F/M Ratio Mean Age at Onset

United States (ECA 1980) 0.9 1.0 0.8 1.2 18.1
United States (NCS 1990) 1.6 1.7 1.6 1.1 21.0
Canada, Edmonton 0.6 0.5 0.7 0.7 17.1
Puerto Rico 0.6 0.5 0.8 0.6 27.2
Germany® 0.5 1.0 0.0 NA 29.0
Taiwan 0.3 0.3 0.3 1.0 22.5
Korea 04 0.2 0.6 0.3 23.0
New Zealand 1.5 1.2 1.7 0.7 18.2




:‘ Patologia dispozitiei in tulburarea bipolara
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dispozitie euforica/iritabila Manie
activitate / energie sporita
se sime foarte bine
comportament nechibzuit
necesitate redusa de somn
lipsa discernamintului

dispozitie deprimata
lipsa energiei/ activitatii/ placeri

sentiment de inutilitate si de lipsa de valoare
lipsa initiativeli
nu poate dormi

Depresie

icidal




— Tulburarile de dispozitie in DSM-5
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depresie hipomanie manie

Ciclotimie l

Distimie

Tulburare
Depresie unipolara bipolara I

Tulburare
bipolara |




<o Tulburarile psihotice.

Gedeon Richter

Profilul farmacologic

Profilul farmacologic

Antipsihotice de Antipsihotice de

generatia I generatia Il

Antagonisti




| Clasificarea antipsihoticelor in
“peiiatra baza profilului receptorilor

Antipsihotice tipice Antipsihotice atipice
D, 5-HT,, & D, D, partial
antagonist antagonisti agonist?
risperidone
olanzapine .
haloperidol quetiapine aripiprazole
chlorpromazine ziprazidone brexpiprazole
perphenazine clozapine . . D,
paliperidone cariprazine preferential
asenapine
iloperidone
lurasidone

Reference: 1. Stahl. CNS Spectr. 2017 Oct;22(5):375-384; Citrome L. Int J Clin Pract. 2015 Nov;69(11):1211-20.




<o
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Agonist

Agonist—@

Antagonist —@)

Receptor
inhibition

Agonistii: se leaga de
receptor si il activeaza.

Ele imita efectele

dopaminei prin legarea si
stimularea receptorului.t

1. Lambert DG. Br J Anaesth. 2004;4(6):181-184; 2. Liebermann JA. CNS Drugs. 2004;18(4):251-67

Antagonisti

© &
= YW

receptor
activation

Antagonistii se leaga de
receptor, dar nu il

activeaza.

Acestea impiedica
agonistul sa activeze

receptorul.l

Agonisti Partiali

Agonist—@

Partial agonist —
Q

Decreased
receptor

activation

Agonisti Partiali: Efectul
unui agonist partial depinde de
mediul din imprejurime.
Ei au activitate antagonista
atunci cand exista niveluri
ridicate ale unui
neurotransmitator.

Ei au activitate agonista
functionala in medii in care
exista niveluri scazute de
neurotransmitator.?

AMDOAL - reda culoare vietii
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Cum alegem antipsihoticul???

Pentru alegere facem diferenta in:

 Efectele adverse
 Abilitatea de a preveni viitoarele recaderi

* Risperidone

* Aripiprazole
 Ziprasidone
« Amisulpride

« Olanzapine, quetiapine, clozapine




' Aripiprazol vs risperidon

Pentru PEP
. Parcurs recurent
first-onset treatment
« In egald masura » Some advantage
efective - for risperidone

Different responses in first-onset patients vs other

T T




’ Aripiprazole vs risperidone '

Aripiprazol — mal
mic risc de:

MBvEtonia Arlplprazoll: cea mal buna
« Lipid increase SOIUtle In PEP

* Prolactin increase
* QTc prolongation

parison of aripiprazole and risperidone for the acute




<o Aripiprazol (AMDOAL)

Gedeon Richter

Mecanism de actiune
o Agonist partial al receptorilor D2

c Agonist part,lal al receptorilor 5—-HT 1A AMDOALE? (aripiprazol) este un antipsihotic modern, eficient
. ; N . . A datorita mecanismului sau unic de actiune’
ca agonist partial moduleaza neurotransmisia in

calea dopaminergica mezolimbica.
Hiperactivitatea dopaminei in calea mezolimbica
cauzeaza simptomele pozitive ale schizofreniei.

ARIPIPRAZOL ARIPIPRAZOL ARIPIPRAZOL

_ _ D2 5-HT,, 5-HT,,
Antagonist al receptorilor 5 - HT 2A receptori receptori receptori
ca antagonist determina cresterea eliberarii T '\ /‘
dopaminei in sistemul mezocortical (este deficit - |
eceptori Receptori
dopaminici serotoninici

de dopamina) si produc ameliorarea functiilor
cognitive si emotionale.

http://psyhopharmacologyinstitute.com/antipsychotics/aripiprazole/mechanism-of-action-aripiprazole/



http://psyhopharmacologyinstitute.com/antipsychotics/aripiprazole/mechanism-of-action-aripiprazole/

Aripiprazole therapy

Dopaminergic neurotransmission

Mesolimbic pathway

Maximal
NA PR Activity | Schizophrenia
[ NA <
b TA
EEEEEEER EEEEEER
Basal [ ™
Activity
log [drug]
Courtesy of Richard Mailman, modified from Mailman RB, Murthy V. Current @ PSYCHOPHARMACOLOGY
pharmaceutical design 2010;16:488-501. INSTITUTE



Aripiprazole Therapy

Dopaminergic neurotransmission

Maximal

Mesocortical Pathway ACtIVIty’

VTA

Normal Activity

Schizophrenia

Basal @ [
Activity

PSYCHOPHARMACOLOGY

Courtesy of Richard Mailman, modified from Mailman RB, Murthy V. Current
@ INSTITUTE

pharmaceutical design 2010;16:488-501.
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* Aripiprazolum este agonist partialal receptorului D2.

» El actioneaza ca un antipsihotic asupra:

0 Scaderii transmisiel dopaminergice in parcursul mesolimbic.
0 Sporeste activitatea dopaminergica in parcursul mesocortical.

0 Exista un risc scazut la CEP si hyperprolactinemia de cat in
cazul altor antipsychotice.




Sstudii pe termen scurt 1n faza acuta; 1 studiu pe termen lung pentru prevenirea
recaderilor.

Eficacitatea aripiprazolului in tratamentul schizofreniei a fost evaluata pe cinci studii
controlate pe perioade scurte

(4 s1 6 saptamani) cu placebo de pacienti in stationare (1 studiu cu risperidona, 3 studii cu
haloperidol)

Eficacitatea a fost, de asemenea, documentata pe termen lung (52 de saptamani) la pacienti
din ambulatoriu, care au comparat

Summary of the design of five short-term, randomized, double-blind, placebo-comtrolled anpiprazole studies used m the pooled factor analysis

aripipraZOIul Cu halop erid()l. Study Patients Dhosing Treatment Treatment arms (randomized patients)

duration

Anpprazole Halopendol Placcho

o d' : 1. (Petne et al., 1997) Schizophrenia Ascending 4 weeks 5=30 mg/day (n=34) 520 mgfday (n=34) n=35
Trel Stu 11 pe termen Scurt, 2. (Draniel et al., 20080 Schazophrenia Fixed® 4 wecks 2 mgfday {(p=59)" 10 mgfday (n=063) n=i
10 mgiday (n=060)
30 mgfday (n=61)

Cu dOZé ﬁXé au fO St ContrOIate §i alimentate 1. {Kanc et al., 2002} Schizophrenia or Fixed 4 woeks 15 mg/day (n=102}) 10 mg/day (n=104) =106

schizoattective disorder® 30 mg/day (=102}
4. (Potkin et al., 2003) Schizophrenia or Fixed 4 weeks 20 mgfday (m=101} - r=103

demonstreaza statistic eficacitatea fatd de  ceocw o Shmmme 7 dnet cuese  0miomio

15 mgiday (n=1046)
20 mgyrday (=100}

lacebo.

* Half randomized dose on Day 1.
b Aripiprazole, 2 mg/day, arm was not included in the factor analysis.

en} f\pﬁmé:mﬁ@Pf?‘::ﬂgrgﬁ?@:ﬁﬁﬁﬁfﬁ?ﬁ%ﬁi@%ﬁE:,I:ﬁ:nm included m these analyses.




< Aripiprazole: Eficacitatea in tulburari bipolare vs placebc

FEOEOH PUXTEP MNCUXUATPU

Aripiprazole vs. placebo in continuation
treatment after a manic or mixed episode

Eficacitatea versus placebo:

When euthymic:
randomisation

Aripiprazole

Aripiprazole

smda e aamn, ‘ Placebo

Other LR Stable

psychotropics I/ = 6 weeks
| 6-18 weeks ~——* 26/100 weeks

Keck et al, 2006/2007

Eficacitatea Aripiprazolului ca monoterapie a fost stabilita versus placebo intr-un studiu de 100
de saptamani.

Prevenirea maniei cu aripiprazol a fost superioara versus placebo insa nu a prevenit depresia.

Keck PE, Jr, Calabrese JR, MclIntyre RS, et al. for the Aripiprazole Study Group. Aripiprazole monotherapy for

maintenance therapy in bipolar I disorder: a 100-week, double-blind study versus placebo. J Clin
Psychiatry. 2007;68(10):1480—-1491.




e Aripiprazole: Eficacitatea in alte indicatii

ONa KoMnsanmeHca

[ritabilitatea asociata cu tulburarea autista la copii si adolescenti
Aripiprazolul a fost studiat la pacienti cu varsta cuprinsa intre 6 s1 17

an1 in doua studn clinice controlate cu placebo, efectuate pe durata a 8
saptamani.

Aripiprazolul a demonstrat eficacitate statistic superioara comparativ
cu placebo IN SUBSCALA DE IRITABILITATE A LISTEI DE VERIFICARE A
COMPORTAMENTULUI ABERANT.

Ticuri asociate cu tulburarea Tourette la copii si adolescenti — se
reduc.

Weber J et als. Aripiprazole: in major depressive disorder. CNS Drugs. 2008;22(10):807-13.




< Aripiprazole: tolerabilitatea generala

FEAEOH PUXTEP MNCUXUATPUSA
ONS KoMrsiaeHca

Siguranta generala si1 tolerabilitatea aripiprazolului sunt favorabile in comparatie cu alte
antipsihotice atipice in cadrul indicatiilor aprobate.

Aripiprazolul a prezentat o tendinta minima de crestere semnificativa clinic a greutatii si a
perturbarii metabolice.

Efecte secundare extrapiramidale, cum ar fi acatizia, sunt raportate si pot limita utilizarea
clinica in unele cazuri, in special la pacientii cu tulburare bipolara.

Intrucat siguranta si tolerabilitatea comparativa a aripiprazolului nu a fost evaluata sistematic
in studiile comparative, problemele cum ar fi cresterea in greutate s1 sindromul metabolic, sunt
mai putin proeminente cu aripiprazolul.

Cele mai frecvente reactii adverse raportate sunt insomnia s1 anxietatea, dureri de cap si
agitatie.
Retragerea aripiprazolului trebuie sa fie graduala pentru a evita reaparitia ssmptomelor




e | UlDUTArarile afective — evaluarea
ghidurilor clinice internationale

Avantaje

* Aripiprazol este eficient ca monoterapie si tratament adjuvant.

 Evidentele din SCR ne sugereaza ca aripiprazolul este mai

efectiv in prevenirea maniel li a epizoadelor mixte decat a
depresiel.

Dezavantaje
 Risc de akatizie
* Locul in Clinical Guidelines
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ONa KoMnsanmeHca

« WFSBP 2012 (World Federation of Societies of Biological Psychiatry) :

« Grad de recomandare 1. Cu toate acestea, acest lucru se aplica numai pacientilor cu un
episod de maniei si a raspunsului rapid la arlplprazol

. Pentru toate celelalte grupuri de pacienti, utilizarea pe termen lung nu este sustinuta de
dovezi solide, insa nu trebuie exclusa in anumite scenarii clinice specifice cum ar fi: lipsa
de raspuns, toleranta sau probleme de siguranta cu alte tratamente pe termen lung

« CANMAT 2013 - Canadian Network for Mood and Anxiety Treatments (CANMAT) and
International Society for Bipolar Disorders (ISBD):

* Prima linie de tratament ca monoterapie si ca terapie adjuvanta cu litiu sau acid valproic

 BAP 2016 -British Association for Psychopharmacology :

* Antagonistii / agonistii partiali ai dopaminei pot fi adecvati pentru administrarea pe termen
lung a pacientilor bipolari, in special in cazul in care caracteristicile psihotice congruente
nonconforme sunt proeminente. Antagonistii / agonistii partiali ai dopaminei pot fi utili in
cazuri dificile de tratare a ciclului rapid.




Table 1: Overview of SGAs approved for bipolar disorder

Depression Manic/mixed episodes Maintenance

Arnpiprazole X X
Asenapine X

Canprazine X

Lurasidone X

Olanzapine X X
Olanzapine-fluoxetine combination X

et « x x
Rispendone X

Rispendone LAI X
Ziprasidone X




Table 3: FDA-approved SGAs for mania and mixed episodes (adults)

Dirug T'iirp?;,fgﬁ Al:'i:ﬂ'g;ﬂ;;;;:'lanic Initial dose and fitration Recommended dose Maximum dose
Aszenapine 2009 - Monotherapy - Monotherapy: 10 mg sublingually twice a day 2 to 10 mg sublingually twice a day | 10 mg sublingually twice a
- Adjunctive therapy |- Adjunctive: 5 mg sublingually twice a day day
Aripiprazole 2004 - Monotherapy - Monotherapy: 15 mg once daily 15 mofdayw 30 mgidany
- Adjunctive therapy |- Adjunctive: 10 mg to 15 mg once daily
Cariprazine 215 - Monotherapy - Day 1: 1.5 mg once daily 36 mglday & mgiday
- Day 2: 3 mg once daily
- Further dose adjustments can be made in 1.5 or 3 mg increments
Olanzapine 2000 - Monotherapy - Monotherapy: 10 or 15 mg once daiky 5 mg to 20 mgfday 20 mgiday
- Adjunctive therapy |- Adjunctive: 10 mg once daily
Risperidone 2003 - Monotherapy -2 to 3 mg per day 1-6 mg/day 6 mgiday
- Adjunctive therapy |- Increments of 0.5 or 1 mg per day
Quetiapine 2004 - Monotherapy - Day 1: twice daily dosing totaling 100 mg 400-2300 mgiday 800 mgiday
- Adjunctive therapy |- Day 2: twice daily desing totaling 200 mg
- Day 3: twice daily dosing totaling 300 mg
- Day 4 : twice daily dosing totaling 400 myg
- Dozage adjusiments up to 800 mglday by day & should be in
increments of no greater than 200 mg/day
Quetiapine XR | 2008 - Monotherapy - Day 1: 300 mg/day 400-800 mag/day 800 mg/day
- Adjunctive therapy |- Day 2: 600 mgiday
- Day 3: between 400 and 800 mg/day
Ziprasidone 2004 - Monotherapy - Day 1: 40 mg twice daily with food 20-160 mglday 160 mgiday
- Day 2: 60myg or 80 myg twice daily with food




Table 4: FDA-approved agents for mania and mixed episodes (children and adolescents)

Initial dose and fitration Recommended  Maximum

dose dose

Asenapine i0yearsor |- Staring dose: 2510 10mg 10mg Table 5: F_I:m-apprnve_d intramuscular antipsychotics for agitation associated with
older 2.5 mg sublingually twice a day | sublingually sublingualky bipolar | mania
) twice a day twice a day
- After 3 days: increase to 5 mg R ded Eff :
sunfingually twice daily ecomnenae Icacy shown in - }
- After additional 3 days: Drug e a dose range of. Maximum
increase to 10 mg witce daily,
as needed and tolerated Arnpiprazole |9.75mg 525t0 15 mg 30 mg/day - No additional benefit was
Aripiprazol 10 Starting dose: 2 mgld 10 10 demonsirated for 15 mg
piprazale Dld‘;:rem or i g B mg/day ma/day mg/day compared to 9.75 mg.
- After 2 days: 5 mog/day
- - If agitation warranting
- After 2 additional days: .
10 ma/day a second dose persists
folloming the inhal dose,
cumulative doses up to a
Olanzapine Adolescents - Starting dose: 25 mgor 3mg | 10 mg/day 20 mgiday
(ages 13.17) total of 30 mg/day may be
given.
Quetiapine 10 years or - Day 1: 25 mg twice daily 400-600 mg/day | 400-500 mg/ Olanzapine |10 mg 2510 10 mg 30 mg/day - In elderly patients and
older o : day special clinical situations: a
- Day 2: twice daily d
! tnt;?ngﬂflr;ﬂ?rzng lower dose n_fErﬂrT.Emg
o : may be considered.
- Day 3 t‘umg daily dosing
totaling 200 mg - If agitation persists:
- Day 4 : twice daily dosing subsequent doses up to 10
totaling 300 mg mg may be administered
- Day 5 : twice daily dosing 2 hours after the first dose
totaling 400 mg and 4 hours after the
- Further dosage adjustments second dose.
should be in increments no .
greater than 100 mg/day within - Maximum number of
the recommended dose range doses: 3 doses in 24 huur'.—'.;
of 400-600 mg/day. additional doses in patients
Rizperidone 10 years or - Starting dose: 0.5 mg once 1-6 mg/day 6 mg/day with [:lini::alh_.r Signiﬁcam
older daily postural hypotension are
- Dose may be in - not recommended.
intervals of 24 hours or greater
in increments of 0.5 mg or 1mg
per day




Table 6: FDA-approved SGAs for maintenance treatment in bipolar | disorder

Drug

Olanzapine

Aripiprazole

FDA-approved as:

Monotherapy only

Monotherapy

Adjunctive therapy

Dosing

Continue treatment at the
dosage required to maintain
symptom remission

Starting dose: 10 mg once daily
Dose range: 5-20 mg/day

Maximum dose: 20 mg/day

Continue treatment at the
dosage required to maintain
symptom remission

Starting dose for manic and
mixed episodes:

Monotherapy: 15 mg once daily

Adjunctive: 10 mg to 15 mg
once daily

Target dose: 15 mg/day

ttps://1rdzx12vhw3j205r0f?

Ppinsa-wpengine.netdna-ssl.con

Maximum dose: 30 mg/day
n/wp-content/uploads/2016/02/Using-SGAS-1.pdf

Comments

Good evidence for efficacy,
but there are significant
concerns about long-term
metabolic effects.

Evidence from randomized
trials suggests aripiprazole is
more effective at preventing
manic and mixed episodes
than depressive episodes.




Clozapine-Aripiprazole

Switch medication from Clozapine to Aripiprazole.

e Stop Clozapine

» Day 1: Decrease daily dose with 25 mg every 2 days

Start Aripiprazole

» Day 1: Start drug at target dose

[i] More information

s Clozapine is generally considered to be more effective than other antipsychotic drugs. Clozapine is often used in treatment-resistant schizophrenia {poor treatment response to 2

or more antipsychotic drugs). So a switch from clozapine to ancther antipsychotic drug could cause problems regarding effectiveness. ! [21 18]

» During this switch you could monitor ECG, especially in patients prone to QT-conduction problems.

= There is a possibility of QT interval prolongation.[#!
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Clozapine
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ikizpsychiatrienet.nl/index.php/Clozapine-Aripiprazole
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Previous Antipsychotic )

Previous antipsychotic
and target Aripiprazole
dose are used together for

2 weeks.

30mg - .

"E. Target Aripiprazole Dose  :
T It is recommended to waitat = =
=) 20 mg/day dose for at least2 = &
E weeks before increasing the | =
'5,._,,: dose to 3.f.'l mg/day.
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If patients with first attack psychosis
require sedation, lit is recommended to
start lorazepam (2.5-7.5 mg/day) or
clonazepam (1-4 mg/day) treatment in
addition to Aripiprazale.

(DAL RN ALY I‘III*III‘IIIIIIIIIIIIII.I

Previous antipsychotic
treatment is
discontinued by
reducing the dose by
25% every 15 days.

2 Weeks

2 Weeks

>

Weeks

I
1

https://www.researchgate.net/figure/Switching-to-aripiprazole-in-the-inpatient-setting_fig3 324952761
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B Previous antipsychotic treatment

I W Aripiprazole




In rare cases, Aripiprazole dose should be increased
to 30 mg/day. Then, the dose should be kept constant

at 15-20 mg/day for at least 2 weeks, and If needed,
= = can be increased further to 30 day.
Previous Antipsychotic mg/day
3['-'“""9— -.!IIIIIIIIIII.-
-
— '.i
) Previous antipsychotic and target *."
%‘I Ari plp:la:-n-le ced ’
_ dose (10-15mg/day) are used in
E 20mg . combination for at least 2 weeks, |
U
= Min. 2 weeks
% 15mg — Target Dose
= 10-15 mg/day S
a antipsychotic is
hﬁi 1Dmg— 5 IIIIIIII'III‘IIIIIIIII.* ﬂiﬁfﬂlmi“UEdb}'
—= + + ! reducing the dose by
] I : % 25% every 15 days. _
] i
{ i 2 Weeks
5mg e TT T Trpmpupege ' | |
2.5-5mg/day | 5 i
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B Aripiprazole
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Aripiprazole dose is rarely increased to a maximum dose of 10 mgfday by 2.5 mg/day increments eviery 2 woeks.

*A dase of 2.5-5 mg/day is recommended to augment antidepressant effect.
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<o AMDOAL. Indicatii terapeutice

Gedeon Richter
psihiatria

Amdoal este indicat pentru tratamentul schizofreniei la adulti si adolescenti cu
varsta de 15 ani si peste.

Amdoal este indicat pentru tratamentul episoadelor maniacale moderate pana
la severe in tulburarea bipolara | si pentru prevenirea unui nou episod
maniacal la adulfii care au avut episoade predominant maniacale si au
raspuns la tratamentul cu aripiprazol.

Amdoal este indicat pentru tratamentul cu durata de pana la 12 saptamani al
episoadelor maniacale moderate pana la severe in tulburarea bipolara | la
adolescenti cu varsta de 13 ani si peste.

RCP Amdoal




ngzt AMDOAL

psihiatria

« AMDOAL - un antipsihotic modern, primul aripiprazol lansat in
Republica Moldova.

* Forme de eliberare: AMDOAL 10 mg N30
AMDOAL 15 mg N30

» In anul 2002 aripiprazol a fost aprobat de FDA pentru tratamentul
schizofreniei si in 2004 pentru tratamentul TAB.




