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Goc¢ ve gettolasma
madde kullanimini
artirmakta ve madde
kullanimi da maddeye
bagl psikotik
bozukluklari
artirmaktadir.

Marijuana
and Madness




DENEYSEL PSIKOZ CALISMALARINDA KULLANILAN BAZ|
MADDELER VE ETKILEDIKLERI TRANSMITTERLER

A) HIPERDOPAMINERJIK PSIKOZ
e Amfetamin .......... DA agonisti etki,
e Apomorfin ....karigik D1/D2 agonisti,
e SKF38393...... secici D1 agonisti,

B) HIPOGLUTAMATERJIK PSIKOZ

MK'801(+_)-5-m_eti|-10,11-dihidro-5H-dibenzo-(a,d)--sihohepten-S,lO-imin hidrojen maleat = dizosilpin,y ... NMDA
antagonisti
PCP ( Fensiklidin) ... NMDA antagonisti...

Ketamin... NMDA antagonisti,

C)HIPERSEROTONINERJIK PSIKOZ:

LSD cavdar mahmuzu ...5HT2 agonisti

D) GABAERJIK PSIKOZ:
Muskimol ....... GABA-A resept6r agonisti
Antipsikotik Etki:
e Tumu D2 reseptdr antagonisti,
e SDA’ler D2ve 5HT2A antagonisti,
e PDA’lar Parsiyel D2 agonisti + SHT 2A,5HT2C antagonisti + 5HT1A agonisti

e M100907 (Aventis Erken Fazll) ...HT2A antagonisti X



Dopamin Hipotezi
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Inoue A, Nakata Y. Jpn J Pharmacol. 2001;86:376-380. "REWARD PATHWAY"
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Presenter
Presentation Notes
The predominant hypothesis regarding the pathophysiology of schizophrenia is that it is associated with impaired dopamine neurotransmission.1-3  Four main dopaminergic pathways have been described4:
The mesolimbic pathway originates from the midbrain ventral tegmental area and innervates the ventral striatum (nucleus accumbens), olfactory tubercle, and parts of the limbic system. 
The mesocortical pathway, also originating from the midbrain ventral tegmental area, innervates areas of the frontal cortex and has been implicated in learning and memory. 
The nigrostriatal pathway is involved in control of movement. 
The tuberoinfundibular pathway projects from the hypothalamus to the anterior pituitary gland and controls prolactin secretion. 
Overactivity of the mesolimbic pathway has been implicated in the development of positive symptoms of schizophrenia. The negative and some cognitive symptoms have been associated with a reduction of dopamine activity in the mesocortical pathways.4
There are 2 overall goals of treatment: (1) to reduce the activity of hyperactive pathways mediating psychosis and (2) to increase the activity of hypoactive pathways that seem to mediate negative and cognitive symptoms, while simultaneously preserving the activity of the pathways that regulate motor movement and prolactin secretion.
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Bilissel Defisitlerden ve Negatif Belirtilerden
Prefrontal Kortikal DA | Sorumlu Olduguna Gore
Prefrontal Kortikal DA’ Artirma Cabalari-1
Serotonin Dopamin Antagonisti Antipsikotikler

e 5-HT,, antagonistleri

DA ve NE salimini frontal
bolgede T =EPS
yapmadan:

: M —
neg atif sem pto mlar , : _ P neuron
kognisyon ve "\
duygudurumu dizeltirler.




Prefrontal Kortikal DA'I Artirma Cabalari-2:
Parsiyel Dopamin Agonist (PDA)’leri=Dopamin
Sistem Dengeleyicileri (DSD):

Post-sinaptik
Presinaptik

agonist antagonist/agonist

D, otoreseptor @ Aripiprazol

> D, reseptor

ONIST ETKIi ile kendileri B
DAN DUZELTEREK DA'i 1 =

ePDA’leri : hipofrantalite bolg
davranirlar. HHPOFRONTALITE
kognitif ve depresif belirtileri azaltifTar.
ePDA’leri ayni zamanda MLY de DA’e ANTAGONISTIK etki ile D2 reseptdrlerini
%75-80 bloke ederek => Pozitif Belirtiler + Hostilite'yi duzeltirler.

e AVANTAJ:



Antipsikotik Etki ve Yanetkilerin Temellleri-1.:
Kapur ve Seeman’in Hizli Ayrilma Hipotezi ( Hizli
Koff N Koff < Kon )

Atipik Antipsikotikler Geleneksel Antipsikotikler
|
|
HIZLI AYRILMA ORTA | YAVAS

|

Klozapin :

Ketiapin Olanzapin

Amisulprid Sertindg! Haloperidol

Remoksiprid !

@ I Rakloprid Klorpromazin
|
:
|
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D, Reseptorlerinin % 50’sinden Ayrilma Suresi (dakika)

Kapur S & Seeman P 2002



Antipsikotik Etki ve Yanetkilerin Temellleri-2:

Striatal D2 Reseptor ig%al Oranlari
Blokaj = Isgal -

% 78- 80 Uzeri Blokaj EPS ile iligkilidir

(0[0)

80l _____——__ ____ g

Antipsikotik etki egigi

D, Reseptor Blokaji (%)

antipsikotik plazma konsantrasyonu



Cesitli Antipsikotiklerin D, Reseptor Isgal
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Intrensek Aktivite
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Parsiyel Dopamin Agonizmasi(PDA) ve Dopamin
Sistemi Dengeleyiciligi(DSD):
Blokaj = Isgal - Intrensek Aktivite

100

Intrensek Agonist Aktivite

80

60 1

D, Reseptor Blokaji (%)

Aripiprazol konsantrasyonu
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Antipsikotik Tedavide Guncel Sorun
Alanlan-

Yan Etkiler:

oEPS,

e Metabolik,
e Hormonal,
e Kardiyak



‘BEL (;EVRESi TANI
Erkekte 294 cm
Kadinda 280 cm

Metabolik
Sendrom

+ Asagdakilerden en az ikis

TA 2130/ 285 mmHg

Tgliserit 2150 mg/dL
HDL Kolesterol

Erkekte <40 mg/dL
Kadinda <50 mg/dL

14 Nisan 2005 Berlin H


Presenter
Presentation Notes
Tip 2 DM
BGT
İnsülin direnci

Hipertansiyon
Obezite
Hipertrigliseridemi veya düşük HDL
Mikroalbüminüri

Hiperürisemi
Hiperkoagülabilite
Hiperleptinemi

En az biri
En az ikisi
Tanı için gerekli değil ama sendromun bir parçası olabilir

Metabolik Sendrom


Atipiklerde Tolerabilite ve Yan Etkiler Sorunu

+++
EPS
1l ++
+ .
QTc Prolaktin
0] = Aripiprazol
= Ziprasidon
= Ketiapin
=== Olanzapin
== Risperidon
= Klozapin
Lipid Vucut Agirhgi
0 Riskyok/ ++ Bazen
_ nadiren +++ Siklikla
Tandon R: Antipsychotic agents, in Current Psychotherapeutic GI I ko Z 15

Drugs, 2nd Ed. Philadelphia, Current Medicine, 1998, pp 120-154
Practice Guideline for the Treatment of Patients With SchizophrentaHaé&€Eoach&dition 2004 APA



KOMPLIYANS :CATIE Calismas: Tedaviyi Birakma:

Tum Nedenler
Hastalarin % 74'G 18 ay bitmeden tedaviyi yarim birakmistir (en az bir doz alan
1432 hastadan 1061’):

Ziprasidon [Qz145
Risperidon |)\=245
Ketiapin [gZae

Olanzapin |\=219 % 64

Perfenazin |\=192 % 75

%0 %10 %20 %30 %40 %50 %60 %70 %80 %90

e OLA>KET (p<0.001), RIS (p=0.002) anlamh

e OLA< PER (p=0.021) , ZIP (p=0.028) anlaml dedildi (istenen P degeri
<0.013).

Lieberman JA et al. N Engl J Med 2005;353:12,1209-1223.



ETKILILIK:
TAP < YAP ?
TAP 2 YAP ?

Bir RCT’lerden sistematik overview ve
metaregresyon analizine gore 12 mg/ gun
haloperidol (veya esdegerleri ) verildiginde YAP’lerle
esdeger EPS’ e neden olurken, etkinlik yoninden de
YAP’ler ile bulunmustur (Geddes et al. 2000).

Buna karsilik baska bir metaanalizde ise
klozapin , amisulprid , risperidon ve olanzapin anlaml
olarak TAP’lerden bulunmustur amisulprid ,

I’IS eridon ve olanzapin biribirine Gstnliga

bulunamamigtir. Haloperidol (veya esdegerleri)'in
dozunun bu sonuclari etkilemedigi bulunmustur
(Davis et al. 2003).
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ETKILILIK:
En son randomize kontrollu klinik galisma
CULLASS 1

Randomized Controlled Trial of the Effect of Quality of
Life of Second- vs First-GenerationAntipsychotic Drugs
In Schizophrenia (CUtLASS 1)

ost Ulility of [_atest ~ntipsychotic Drug in
chizophrenia “tudy -1
(Arch Gen Psychiatrty, October,2006)
Jones, PB, et al

12-aylik randomize kontrollu 118 tipik,
(Amisulpirid,olanzapin,ketiapin,risperidon) 109 atipik kullanan
sizofren hastalar.




CUTLASS-1

e Bir yil sonundaki degerlendirme yasam kalitesinde
TAP ve YAP kullanan gruplar arasinda fark yok.

Table 3. Primary Outcome: OLS Score®
|

FGA Arm SGA Am
IPa1iants. (LS Total Er.nre.l IFa1ients. (LS Total El:nra.l
Assessment Paint No. Mean (S0] o, Mean (SO)
Bazeline 118 £23147) {08 43.5(203)
12wk {0 402 (104) & 46.61100)
26wk 03 402 (205) & 504 (188)

52wk 1l 2012 5 51.3(108




GELECEGIN ANTIPSIKOTIKLERI



Yeni Gelistirien Antipsikotik ve Miza¢ Dengeleyicileri-1

http://www.neurotransmitter.net/newdrugs.html

llag Adi

Paliperidone IM, ER

Corlux ® (AKA
mifepristone or RU-
486)

Bifeprunox (DU-
127090)

Asenapine (ORG
5222)

Zomaril
(lloperidone)

Farmakolojik Etkisi

Risperdal’in Aktif metaboliti
Tam 5-HT2/parsiyel D2
antagonisti + 5-HT7
reseptorlerine yuksek afinite.

Glukokortikoid reseptor tip |
(GRII) antagonisti,
progesteron reseptor
antagonisti

Parsiyal D2 ve 5-HT1A
agonisti

5-HT2 antagonisti, D2 parsiyel
agonisti

Selektif DA/NE/S-HT
antagonisti

Firma

Endikasyon

Psikoz

Psikoz, depresyon

Psikoz

Psikoz

Psikoz

Gelistirilm
e Safhasi

NDA
ruhsath

Faz Ill,
FDA onayl

Faz lll

ek
deneyler
istenmis
yakinda
FDA onayi
alacak

Faz Il

Faz Il


http://www.neurotransmitter.net/newdrugs.html�
http://www.jnj.com/home.htm�
http://www.jnj.com/home.htm�
http://www.corcept.com/�
http://www.solvay.com/�
http://www.wyeth.com/�
http://www.organon.com/�
http://www.pfizer.com/�
http://www.vandapharmaceuticals.com/�
http://www.vandapharmaceuticals.com/�

Yeni Gelistirilen Antipsikotik ve Miza¢ Dengeleyicileri-2

Ocaperidone D2/5-HT2 antagonisti Psikoz Faz Il

SLV 308 D2 pgrs_lyel agonisti, 5-HT1A Psikoz, Parkinson
agonisti Hstl.

L!C477D _ _Vol_ta_Ja d"uyarl| sodyum kanal Psikoz Eaz Il

(licarbazepine) inhibitoru

Glukokortkoid reseptor tip I Depresyon,

ORG 34517/34850 (GRII) antagonisti psikoz

ORG 24448 AMPA modulatoru Psikoz

5-HT2A reseptor inverse
agonisti, D2/D3 reseptor EPS, Parkinson
parsiyel agonisti, asetilkolin M1 hstl.
reseptor agonisti

ACP-103

ACP-104 Klozapin metaboliti Psikoz

Lurasidone (SM

13496) D2, 5-HT2A antagonisti Psikoz



http://www.neuro3d.fr/�
http://www.janssen.com/�
http://www.solvay.com/�
http://www.novartis.com/�
http://www.organon.com/�
http://www.organon.com/�
http://www.cortexpharm.com/�
http://www.acadia-pharm.com/�
http://www.acadia-pharm.com/�
http://www.merck.com/�
http://www.ds-pharma.co.jp/english/�
http://www.ds-pharma.co.jp/english/�

Yeni Gelistirilen Antipsikotik ve Miza¢ Dengeleyicileri-3

RG2133
(triacetyluridine)

Lonasen
(blonanserin)

Mirapex ®
(pramipexole)

Lu-35-138

Talnetant (SB-
223412)

AVE 1625

RG1068, secretin

SLV 310,313

SSR 181507

ABT-089

GW742457

Uridinin Prodrugu

D2, 5-HT2A antagonisti

D2, D3 reseptdr agonisti

D4/5-HT antagonisti

NK-3 antagonisti

CB1 antagonisti

Endojen pankreatik hormon

5-HT2A antagonisti

D2/5-HT2 antagonisti

Asetilkolin reseptdr agonisti

5-HT6 antagonisti

Bipolar Bzkl

Psikoz

Bipolar Disorder

Psikoz

Psikoz, Irritabl
BS,

Psikoz

Psikoz, otizm,
anksiyete

Psikoz

Psikoz

Psikoz

Psikoz, Alzheimer



http://www.repligen.com/�
http://www.ds-pharma.co.jp/english/�
http://www.ds-pharma.co.jp/english/�
http://www.boehringer-ingelheim.com/�
http://www.boehringer-ingelheim.com/�
http://www.lundbeck.com/�
http://www.gsk.com/�
http://en.sanofi-aventis.com/index.asp�
http://www.repligen.com/�
http://www.solvay.com/�
http://en.sanofi-aventis.com/index.asp�
http://www.abbott.com/�
http://www.abbott.com/�
http://www.gsk.com/�

Yeni Geligtirilen Antipsikotik ve Miza¢ Dengeleyicileri-4

JNJ-
17305600

XY 2401
PNU
170413
RGH-188

MEM
3454

PDE10A

SSR
180711

SSR
103800

SSR
241586

GLYT1 inhibitor

Glycine site specific
NMDA modulator

D2, D3 antagonist

alpha7 nicotinic
acetylcholine receptor
partial agonist

PDE10A inhibitor

alpha7 nicotinic
acetylcholine receptor
partial agonist

GLYT1 (Type 1 glycine
transporter) inhibitor

NK3 antagonist

Psychosis

Psychosis

Psychosis

Psychosis

Psychosis

Psychosis

Psychosis

Psychosis

Psychosis

Phase |

Phase |

Phase |
Phase |

Late-stage
Preclinical

Late-stage
Preclinical

Preclinical

Preclinical

Preclinical


http://www.jnj.com/home.htm�
http://www.xytis.com/�
http://www.pfizer.com/�
http://www.forestpharm.com/�
http://www.memorypharma.com/�
http://www.roche.com/�
http://www.memorypharma.com/�
http://www.roche.com/�
http://en.sanofi-aventis.com/index.asp�
http://en.sanofi-aventis.com/index.asp�
http://en.sanofi-aventis.com/index.asp�

GW77381
2

TC-1827

YKP 1538

SSR
125047

MEM1003

SSR
504734

Yeni Gelistirilen Antipsikotik ve Miza¢ Dengeleyicileri-6

D2, 5-HT antagonist

Selective alphad4beta2
nicotinic acetylcholine
receptor agonist

Sigma receptor
antagonist

L-type calcium channel

modulator

GLYT1 (Type 1 glycine

transporter) inhibitor

Psychosis

Cognitive impairment
associated with
schizophrenia

Psychosis

Psychosis

Psychosis

Psychosis

Phase |

Phase |

Phase |

Phase |

Phase |

Phase |



http://www.gsk.com/�
http://www.targacept.com/�
http://www.skbp.com/�
http://en.sanofi-aventis.com/index.asp�
http://www.memorypharma.com/�
http://www.roche.com/�
http://en.sanofi-aventis.com/index.asp�

Sonuclar:

e Veriler, sizofreni ve diger psikozlarin temelinde
sadece hiperdopaminerji ve hipoglutamaterji
deqil;
5-HT'In,GABA'nin , NE, Ach’in ve hatta
kanabinoidlerin ve norotensin v.b.in rolind
gOstermektedir.

e HASTALARIN YASAM KALITELERINI
BOZMADAN ETKILI OLABILECEK ILACLARIN
GELISTIRLMEKTE OLMASI BiZLER VE
HASTALARIMIZ iCIN BIR SANSTIR.
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Daha raziasi
2. Ulusal Psikofarmakoloji Kongresi'nde
21-24 Haziran 2007 - Istanbul

2. Ulusal
Psikofarmmakoloji Kongresi
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