Epappoyn tng AY
Ocpameiac. EmiAoyn
®appudkou. TTpopAnuara
oThv BepameuTIKA
AVTIHETWTION TNG

2. x1oppéveldc
TouAoupuncg X.




ARAwON oUPPEPOVTWV

Eidoc

Etaipeia - 'Tdpupa

Popéag epyaoiacg

Yuxiatpikd Noookopegio TG
ABnvac (5° YTE)

EpcuvnTikd TTpwTéKOAAG

Eli Lilly, Janssen, Sanofi,
Actelion

OuiAieg, 2UUPOUAEUTIKEC
Ymnpeaieg

Eli Lilly, Specifar, Lundbeck,
Astra Zeneca, BMS, Actelion

AMec YTinpeaieg




"Though this
be madness,
yet there is
method in it"

Shakespeare

11/5/2021


//upload.wikimedia.org/wikipedia/commons/a/a2/Shakespeare.jpg

“In life,
as in chess,
forethought wins”

Charles Buxton

11/5/2021



Noel To TparTopevov

(va KaTéxelg auTo TTou KAvVeIg)
Biac




2. X1Coppévela

¢ Ioopia emkpdtnon : 1%
. 0,727% median lifetime risk

. 0,3-2,7 gc dlapopeTIKOUC
mAnBuapouc

¢ Epgavion cuvnbwc yupw
oThv nAikia Twy 20 eTwyv
¢ To idl0 ouxvn ota OUo pUAa

. 1,4 popéc auvnBéatepn oc
APPEVEC

John Nash



2. X1Coppévela

¢ 2uvnBéoTepn o€ AOTIKEC
(ouxvd uttopadpuiopévec)
TTEPIOXEC HE HEYAAN
TTANOUOHIAKA TTUKVOTNTA
. [évvnon / dwaplwan ge aogtikn
mePLOXN
- 1,9 popég peyaAutepog
Kl{vduvoc ae appevec
* 1,3 popég peyaAutepog
klvduvoc avamtuénc oe
OnAcic




2. X1Coppévela

¢ TTepipaAAovTikoi
TTAdpAYoVTEC KIvOUVOU

Evdountpla Aoluwén :
/TAQOAONOC KIVOUVOU

Kunon oe Ao : 2mAaclaouoc

2 TpEC eyKUou (ToAepog,
Bavatoc owkelov) : 507
avénaon Kwouvou

Mateutikéc emmAokéc (KUpla
ol guvemayouae¢ umoéia) :
2TAAaaUoC Kvduvou

Latitude effect

Fetus in Utero

- Placenta

_ Umbilical Cord




The impact of
Schizophrenia

¢ /n aitia avikavoTntag oe
TTAYKOOUI0 £TTITTEDO

¢ 45 ekaroppupia ol
VOOOUVTEC TTAYKOOMIWC

¢ TTeproodTepol Tou 50% TWV
TTAOXOVTWY 0EV €XOUV
KaTdAAnAn gpovTida

¢ Mg eTROI0 KOOTOC OTIC
HTTA yUpw ota 60 dic $

Syd Barrett



AuCnuévn OvnoipyoTnra
oThv ZXi1(oppéveld

¢ H ©vnoipotnra civar 1,6-
2,6 popéc peyaAUtepn amo
TOV YN oxX1oPpPEVIKO
TTANBUGUO

¢ To TpoadoKIUo TNG
emiPpiwong eivar kata 20%
HIKPOTEPO ATIO EKEIVO TOU
YEVIKOU TTAnBuaopoU

¢ H péon nAikia BavdTtou
givar 61 avti 76 eTwy



SCHIZ and Death

¢ O1 tapatnpnOévrec Bavarol 3wAaoiol

TWV AVAHEVOUEVWY
(Saha et al 2007)

¢ 13 popéc peyaAUtepoc o kivouvocg
©avdrou amd autokTovid

¢ O kivOuvocg vid dauToKTovid HeYaAUTEPOC
KaTd Thv avdppwaon amo 1o 1° emeigddio

¢ 21wAdo10¢ 0 KivOUVOG YId dTUXNHATIKO
©davaro

¢ 2mwAdoio¢ o Kivouvog Bavdrou atmo
puoikd aiTia (CV, DM, veupovomdOeia)



http://www.google.gr/url?sa=i&rct=j&q=cleopatra+suicide&source=images&cd=&cad=rja&docid=94sjCkyecv_r4M&tbnid=ih7c4AtIYEk8_M:&ved=0CAUQjRw&url=http://factsanddetails.com/world.php?itemid=2032&catid=56&ei=2lpVUefuOMLFPd_qgOgG&bvm=bv.44442042,d.ZGU&psig=AFQjCNEqq6jiTpFK92YAgu0PPiNJl3jSMA&ust=1364634694721666

TTpoodokipo emiPpiwong

¢ US life expectancy
. 51 étn 10 1910
. 79 étn 10 2010

- 81 éTn, yuvaikeg
« 76 €Tn, Avdpeg
« Htoi oe 100 é1n
- TTpooTéOnkav mepitou 3 £Tn vid

kdOe 10¢eTia, R 4 ynvec yia kABe
XpOvo

NIMH, 24.2.15
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TTpoodokipo emiPpiwong

¢ H mapdraon oT1o TpoodOKIHO TNC
emipiwong Oev givai n idid oTIC
PUAETIKEG, €OVIKEC Kal
KOIVWVIKOOIKOVOUIKEC opadeg Twyv HITA
. Afroamericans : 75 éTn
« 78 yia yuvaikeg
« 72 yia avopeg

NIMH, 24.2.15
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Yuxikéc NiaTapaxéc &
TTpoodokipo emiPpiwong

¢ Walker et al, JAMA 2015 Feb 11

» TTpoadokipo emIPiwonc o€ YUXIKEC
d1aTapaxeC
* AvdAuon 203 peAeTwyv
* ATo 29 xWwpeg

- H didpeon eAatTtwon Atav 10,1 étn
(r-ange : 1,4-32years)

» To HeyaAUTEpPO HEPOC TNC Ppdxuvong
AUTAC oPeIAOTAV 0€ YUOIKA aiTid
(ofeicc N XpOVIEC OUVUTIAPXOUCEC
TaBOnoei¢ : kapdiomddelec,
TIVeUHOVOTIdOeiec, Aotpwieig)

NIMH, 24.2.15
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Yuxikéc NiaTapaxéc &
TTpoodokipo emiPpiwong

¢ Walker et al, JAMA 2015 Feb 11

. To 17,5% Tnc Ppdxuvonc opeiAdTav
0g Un YUOIKd aiTia (auToKTovid,
akoUaiol TPAUKATIOHOI)

. 8 ekaToppUpia dropa ammoOvAoKoUV
ava £To¢ amo Yuxikd voonuara

. H mepioxn tng peAétng (avamruypévn
n 0x1 Xwpa) dev emnpéale 10
TTPoadOKIUo ThC emipiwong

» O Xpovo¢ TNC HEAETNC OHWC val

NIMH, 24.2.15
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Yuxikéc NiaTapaxéc &
TTpoodokipo emiPpiwong

¢ Walker et al, JAMA 2015 Feb 11

. AuoTuxwc, ol TTAéov TTPHOPATEC
HeEAETEC €0e1xvav HeyaAuTepn
ppdaxuvon!!

. Tadropa pe YUuxIKEC OlaTapaxEC Oev
KaTaAyouv amod auTéC, aAAd amod Ta
ouvnon aiTia ©avdrou Tou uTtoAoiTrou
TAnBuaopoU (kapdiomdBeiec,
TIVEUHOVOTIAOEIEC)

NIMH, 24.2.15
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Lab Tests for SCHIZ

¢ 365 biomarkers ¢éxouv avakaAugOci
« 273 avixvéuaoipol ato TAdopa
. 81 diayvwoTikoi
o /7 @APUAKEUTIKAC AVTATIOKPIONG

. 115 diayvwoTikoi + @ApUAKEUTIKAG
AvTATOKPIONG

. Kavévacg dev epypaviletal oto DSM 5
« AOYOC : n eTepoyéveld TG VOOOU




DSM b petapoAéc

* ATdAgiyn Tou KpIThpiou TWV aAAOKOTWYV TTapdAnpnTIKWY
10ewv Kai Schneiderian first rank akouoTikwy
pevdaioOnoswyv

¢ Tiari?
* EAAciyn allomoTiac oTnv diapopoTmoinon Twv

dAAOKOTWYV attd TIC U AAAOKOTEC TTAPAANPNTIKEC
10€€C

* Nonspecificity of Schneiderian
symptoms

11/5/2021 oyloppévela.



DSM b petapoAéc

¢ Oa mpémel To dTopo va gppavilel Touhaxiotov 1 amé Ta
3 OeTIKA oupTtTwpaTa ThG oxi{oppéveldg

* Yeudaiobnoeig
* TTapaAnpnTikég 10€€C
* ATodiopyavwpévoc AoyocC

11/5/2021 oyloppévela.



SCHI - DSM 5 kpithpia

* A Ao ( n tepioodTepa ) amd Ta akdAouBa, To kaBéva
amd Ta oTroid €ival TApoOV yid onpavTiko THAUA Tou
XPOVoU KATd Thv OldpKeld Hiag TTEpIOoOoU eVOC UNVOC
(R AlyoTepo av avTIHeETWTIOOET emITUXNKEVA).
TouAdxioTov éva amo autd Ba mpémel va givai 1o 1, 2,
n 3 amd Ta akdéAouBa :

1. TTapaAnpnTikéc 10€€C
2. Yeudaiobnoeic
3. Amodiopyavwpévoc Adyoc¢ (aocuvaprtnaia)

11/5/2021 oyloppévela.



SCHI - DSM 5 kpithpia

* A Ao ( n tepioodTepa ) amd Ta akdAouBa, To kaBéva
amd Ta oTroid €ival TApoOV yid onpavTiko THAUA Tou
XPOVoU KATd Thv OldpKeld Hiag TTEpIOoOoU eVOC UNVOC
(R AlyoTepo av avTIHeETWTIOOET emITUXNKEVA).
TouAdxioTov éva amo autd Ba mpémel va givai 1o 1, 2,
N 3 amod Ta akoAouBa :

4. ‘Evrova amodiopyavwpévn A KATATOVIKA
ouUTTEPIPOPd
5. ApvnTikd cupntwpara (apouAnaia,

Helwpévn ouvaiodnuaTikh EKgppacnh)
11/5/2021 oyloppévela.




SCHI - DSM b5 kpithpia

¢ Clarification of negative symptoms
= Avolition

= Diminished emotional expression
e TTpoTIUNONKE amd TNV ouvaicOnuaTIKA emITEdWON

11/5/2021 oyloppévela.



SCHI - DSM 5 kpiThpia

¢ Clarification of criterion F

= Av ugioTarai 1I0Topiko 01dTdpdaxh¢ Tou dopaToC Tou
auTiopoU h communication disorder pe évapin tnv
TaidIkA nAIKia, n TPoadOnkn T diIdyvwong TN
ox1(oppévelac Ba yivetal yovo av PoeCApXoUTEC
TTapadAnpnTIKEG 10€eC N YeudaioOnaoeIg emITTAEOV TWV
AAAWV CUPTTTWHATWY TRC OX vgioTavrai

Otherwise Specified

11/5/2021 oyloppévela.



SCHI - DSM b kpiThpia

¢+ DSM 5 raises the symptom threshold

11/5/2021 oyloppévela.



SCHIZ kai Etepoyéveia otnv Ekpaon

¢ OgpciheTal oc
. YTokeipevn maBoAoyia
. EEwTeEpIKOUC / TPOTIOTTIOINGIHOUG

TAPAYOVTEC
- BéATioTh aywyh (optimal
treatment) S
* YTooTnpIKTIKO TTEpIPdAAov % <
- AiaBeoipéTnTa THPWY YIda 0, Sl S~l~ﬂ,
avdppwaon (recovery) ¥ =1
y P NASH
1 72 W
. A

\Ear N i
) , editedt by
X HAROLD W. KUHN and

\4\',).\\‘1.\'1.\ NASAR
¢ of A Beautiful Mind



H oxiCoppévela amaiTei Eykaipeg
Ttapepupdoeic agpou:

¢ NeupoAoyikq amoppUBuion?

¢ AUTOKTOVid / amOTEIpEC AUTOKTOVIAc? 3

¢ YmoTpomh / voonAeia3

¢ Incarceration*

¢ EAAg1yn oTéync®

¢ Emi Ta xcipw e€£AMEN ouvuTtdpxouoacg véoou®

¢ O anava/\agbavéusvsg UTTOTPOTTEC £CavTAoUV Kal
koaTiCouv’-

1. Lieberman JA, et al. Biol Psychiatry. 2001;49(6):487-499.

2. APA. DSM-IV-TR; 2000.

3. Palmer BA, et al. Arch Gen Psychiatry 2005:62(32:247-253.

4. Modestin J, Ammann R. Schizophr Bull. 1996;22(1):69-82.

5. Olfson M, et al. Psychiatr Serv. 1999;50(5):667-673.

6. Sokal J, et al. J Nerv Ment Dis. 2004;192(6):421-427.

7. Lieberman JA, et al. J Clin PsBychopharmaco . 1998;18(2 suppl 1):20S5-24S.
8. Weiden PJ, et al. Schizophr Bull. 1995;21(3)419-429.



Disabling effects of Schizophrenia

¢ 2Tiyua

¢ Avepyia /Aegpyia

¢ TTTwxela

¢ Movalia

¢ EAAcyn oTéync

¢ OQuuartoToinon

¢ TTapamTwpaTikA cupTTEPIPOPd
¢ Kakn diatpopn

¢ Noipwén

¢ Koivwvikh amopoévwon

¢ Aidkpion, epiBwplomoinon

Current Psychiatry Feb 2011



Disabling effects of Schizophrenia

¢ Ostracism

¢ AUTOKTOVid

¢ Kakn katdoTtaon vyeiac

¢ TTapapéAnon amé To ouoThua vyeiag
¢ TTpowpoc Bavarocg

Current Psychiatry Feb 2011



Proportion of subjects with short and long duration
of untreated psychosis (DUP) meeting remission
criteria for at least 4 weeks.

* short DUT
o long DUT
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THE BRITISH JOURNAL
Perkins, D. et al. Br J Psychiatry 2004;185:18-24 OF PSYCHIATRY




H onpacgia The amoTeAEOUATIKAC
Ocpameiac oThv 2Xx1(oppéveld

¢ H oxiCoppévela amaitei TPWIHEC KAl ATTOTEAEOUATIKEC
mapepupdoeic ka®' 6An Thv TopEia TNE VOGOU YId TIC
KaAuTepeC ekpaoeig

¢ H peATioTommoinon TG avrTamokpiong oTnv aywyn 000
VWPITEPA YIVETAI €ival Hid Kpioiun OTPATNYIKA Yid ThY
gvioxuon ThC oUppoOppwaong, Thv kabuaTépnon TG
UTTOTPOTING KdIl ThV €TTITEUEN TWV KAAUTEPWY eKPATEWY

APA Practice Guidelines. Am J
Psychiatry. 2004;161(suppl 2):1-56.




Natural course of schizophrenia

Stages of lliness

Premorbid Prodromal Onset/ Chronic/Residual
Deterioration

P e e, Critical period
?ealthy i Deterioration r
! Schizophrenia is 8 \genelcEs

_ neurodevelopmente
Worsening | with environmenta!
Severity of | interactions that bEGITSY0}
Signs and | manifest its symp{oris
Symptoms predominantly in thesECoNd
and third decadesant FTS e
progressive course

Abnormal Brain Neuroeremi \ 'degenerative
Development ' :

Gestation/Bith _ Puberty 0 | 40

Lieberman JA, et al. Biol Psychiatry. 2001;50(11):884-897.
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FIGURE 31.1-2. Benjamin Rush’s gyrator, also known as the “tran-
quilizing chair.” (Courtesy of the New York Academy of Medicine.)



Hydrotherapy

Exposing patients to baths or showers of warm water for an extended period
of time often had a calming effect on them. For this reason, mental hospitals
used hydrotherapy as a tool for treating mental illness.



Antonio Caetano de Abreu Freire
Egas Moniz (29 November 1874 - 13
December 1955), known as Egas
Moniz was a Portuguese neurologist
and the developer of cerebral
angiography. He is regarded as one
of the founders of modern
psychosurgery, having developed the
surgical procedure leucotomy
(lobotomy), for which he became the
first Portuguese national to receive
a Nobel Prize (1949)


//upload.wikimedia.org/wikipedia/commons/c/c2/Moniz.jpg
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Jean Delay
14.11.1907-29.5.1987



Pierre Denicker
(1917-1998)




Paul Jannsen




AVTIYUXWTIKA

1ns yeviac 2" yevidg 3 yevidc
(kAaoika) (atuna) :
. xAwpoTpopadivn * kKAoCamivn °apm;npaZéAn

* pI1OTTEPIOOVN

* oAav{aTrivn

* KOUETIATTIVN

» (Impaaidovn

* dUIOOVATTIPION
* 0epTIVOOAN

* TaAitepiddvn
* dogvdamivn

* dAoTrep100AN
* TpIpOoplomepalivn




When Kraepelin first described the
concept of Schizophrenia

The treatment of dementia praecox offer
few points of intervention




...... For a sufferer and their friends and family
schizophrenia can be a devastating and
bewildering condition; for the clinician, it's a
continuous and complex challenge ,as well as being
fascinating and puzzling from the social,
biological and philosophical angles

schizophrenia

P. Jones
ELSEVIER Editions




2 uvduaopoc PappakoAoyikwy &
Yuxokoivwvikwy TTapepupacewy

PappakoOeparteia

YuxoKkoIVWVIKEC
TTapeppdocic

@EITIK('I OUUTTTWHATA \

*ApvNnTiKd cuuTTWHATd

- A1d6¢eon

‘EAAcippaTa amo yVWoTIKEC
AEITOUPYIEC

‘TTpoonAwan oTnv aywyn
*YTIOKEIHEVIKA avTaTOKpIon

*Katdaxpnon ouoiwv
\ J




2.TOXOl OoThV avnue'rwman NG

> x1{oppéveiac
¢ BpaxumpdOeapol
« SMART
- Specific
* Measurable

 Achievable ¥ g

* Realistic .

* Time-limited
¢ MakpoTrp6Oeopol




NICE guidelines
Psychological interventions

» Offer cognitive behavioural therapy (CBT) to all
people with schizophrenia.

» Offer family intervention to all families who live
with or are in close contact with the service user.

* Both can be started either during the acute phase or
later, including in inpatient settings.




Schizophrenia PORT Recommendations
PSYChOSOCial Treatments (evidence based)

¢ TTapeppdocic oThv oikoyévela (dudpkewa 6-9 prvec)
o KHOPYWON» yid Thv dlaTdpaxni
« AVTIHETWTION KpioNnC
. 2Uvaigbnuartikh utoaThpién

. Ekmaidesuon avagopikd pe TNV AVTIHETWTION TWV
OUHTTTWHATWY KTA

PORT : Patient Outcomes Research Team



Schizophrenia PORT Recommendations
PSYChOSOCial Treatments (evidence based)

¢ Ymootnpi{opevn atacxoAnon yia kaBe aogBevih
. Bpaxeia mepiodoc ekTipnong
. 'pAyopn TomoBéTNnon oec appolovoa epyacia
« 2UVEXNC UTTOOTHPIEN

- O gpyoBepameuTthg HéAog Thg multidisciplinary
OepaTeUTIKAG opddac

PORT : Patient Outcomes Research Team



Schizophrenia PORT Recommendations
PSYChOSOCial Treatments (evidence based)

¢ Assertive Community Treatment

« Tia agBeveic pe duokoAieg TPooapUOYAC OTNV KOIVOTNTA,
OUXVEC voonAgieC A AdoTEYoUS

- Multidisciplinary ©epameuTiki oudda pe xaunAn avaioyia
TPOOWTIIKOU TIPO¢ doOeveic

o 2UXVN eTtagh pe Tov aoBevin oc 24wpn pdon

PORT : Patient Outcomes Research Team



Schizophrenia PORT Recommendations
PSYChOSOCIal Treatments (evidence based)

¢ Social Skills Training

- la aoBeveig pe emnpeaopevn Thv . .
KOIVWVIKA AEITOUPYIKOTNTA 5003.' '-_5k|"5
Training

¢ Cognitive Behavioral Therapy P

. Tia Toug €xovTeg emipévovTa : ,
YUXWTIKA OUNTTTWHATA Ttapd Thv Schizophrenia

AMyn AY A Step-by-Step Guide

. Eotiaon otnv eAdTTwWon TnC évraong
TWV OETIKWY CUUTTTWHATWY

Alan S. Bellack
Kim T. Mueser

Susan Gingerich

Julie Agresta

PORT : Patient Outcomes Research Team



NICE guidelines . . .
Pharmacological interventions

*For people with newly diaghosed schizophrenia of fer oral
antipsychotic medication

* Provide information and discuss the benefits and side-effect
profile of each drug offered with the service user

* The choice of particular antipsychotic drug should be made by
the service user and healthcare professional together,
considering:

- the relative potential to cause extrapyramidal,
metabolic and other side effects

- the views of the carer (if the service user agrees).




The 5 Symptom Dimensions

Schizophrenia Positive Symptoms
Negative Symptoms

Anxiety & Depression

Cognitive Symptoms

Aggressive Symptoms

Stahl's Essential Psychopharmacology, Third Edition, Cambridge Medicine



MeTpnoeic Ekpaonc

H ékpaon AEN opileTai povodidorara

(mx oTo KAIVIKO medio), aAA@ moAvdidoTara

¢ 20PapoTNTA YUXWTIKWY CUUTTTWHATWY 0TV TTEPiIodO
TTapakoAoluBnong

ApVNTIKA CUUTITWHATA KAl KOIVWVIKA AEITOUPYIKOTNTA
ATtaogxoAnon

Xpovoc¢ avelapTnTng diapiwong

®uAdkion, dokoTtn TTepITTAdvhon

¢ KardaOAiyn, Taceic autokataoTpoPhc

¢ YToKeIgevIKA eKTipnon To1otTnTa¢ CWAC

¢ Ikavomoinon amo TapeXOUEVEC UTTNPETIEC LYEIaC




2.TOXO0I OThV AVTIHETWTION TNC
2 X1(oppéveiac

Eniteu§n avranokpiong (Response)

TTpoAnyn umoTtponing (Relapse)

EwiteuEn Upeonc (Remission)

AeiToupyIKR arokaraoraon




Avranokpion (Response)

¢ KAvika onpavtikn PeAtiwon Twv oUPTTWHATWY

¢ O1 avTamokpIOEvTEC
. E€akoAouBoUv va €xouv cupmTwara
. Ailatpéxouv kivBuvo UTTOTPOTIAC
. Aev emiTUyXdvouv 6Ao1 Upeon

¢ 2uvhOwg BewpolvTal avTamoKpIBEvTEg r
ekeivol TTou epgpavioav 20-60% L e,
ToUAdx10Tov eAaTTwon otnv paBuohoyia
ThG PANSS h ThG BPRS av Kal 0gv
UTTApX €l oOHoYwYVia o€ tva %




Avranokpion (Response)

¢ O S Leucht xpnouuonouwvmg dcdouéva amo 3
TPOOPATEC 6nuoo|suoslg 3 ue mAéov Twyv 1000
aoesveué Kal XpAon equuper'cenhle linking,
TPOOTIABNCE va AToodhVioe! TTo10 7% ©a nTav TAéov
OOKIHO YId ThV avTamokpion

¢ AiamoTwOnke 671 6TAV N eAdTTwon otnv BPRS A Tnv
PANSS Atav TouAdxiotov 25%, auté avTioToiXxouoe
oTnv minimal improvement Tng 'C6I

¢ Av n eAdtTwon Atav 50%, autéd avtigToixouae aThv
much improvement tng CGI

¢ Apa yia ToucC pHn eepaneunxa avBioTdpevoug acBeveig
T0 cutoff point 50% civai To TAéov aidAoyo y/

o5

v, - ;

1. Leucht S et al Br J Psychiatry, 2005: 187; 366-71. “\\\& )
2. Leucht S et al Schizophren Res, 2005: 79; 231-38. \\\ { vl

3. Leucht S et al Neuropsychopharmacology, 2006: 31; 2318-25.



Avranokpion (Response)

¢ Na Touc BepameuTika avBioTapevoug OpHWC aocBeveic
éva cutoff point 25% TouAdxioTov eAdTTWON OTNV
paBuoAoyia Tng PANSS n tng BPRS, Bewpcital
onpavTiko (kai 6x1 ekeivo oo 20%)

¢ Emiong, avri va sppaviovral Ta amoteAéopara pe
emihoyh auBaipeTa evég cutoff point, eivar kaAUTEpa
va avagépovral TToAAd Enx <25% ehdTTwWon, 25-507%
eAdTTwon, 50-75% eAdTTWON) E Avagopd Kal Tou
ap1Byol Kai % Twv acBevyv avd cutoff point

¢ H péBodoc auth xpnoipoToleiTal OTIC
KivE(IKEC HEAETEC TWV AVTIYUXWTIKWVL

1. Wang SL et al Chinese J Behav Med Sci, 2001: 10; 565-7.




Yrnotponn (Relapse)

¢ Aev vpigtatat opogwvia gto Tl ouviotd
urrotponn otV oxWoPpevelal (mx oc mpoogarn
avaokoTTNoN TTOU GUYKPIVOTAV h 0uvaToTnTd TTIPOANWNG
uttoTpoTNG pe dtumta AV, évavTi ekeivng pe kAaaiké n PLC, oe 17
HeAETEC XpnoigotolouvTav 11 diapopeTIKA KPITHPIA UTTOTPOTIAG?)

¢ AAAoiI BewpoUlv UTTOTPOTIA TNV eTIdEIiVWAN TNC
oupmtTwparoAoyiag (mx av€énon katd 20% otnv
paBuoAoyia Tnc KAigakac PANSS)

¢ EvWw daAAoi Oswpolv uTtoTpoTA THY
£10aYWYAC OTO VOGOKOHEIO

1. Leucht S et al J Clin Psychiatry 2006: 67; 1813-4
2. Leucht S et al Am J Psychiatry 2003: 160; 1209-22
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2. UVETTEIEC TNC UTTOTPOTINAC

¢ Cerebrotoxic

. EAdTTWON TOU PaBpol Kai The diIdpKEIAC ThC ETTOHEVNG
Upeonc!

. Emdcivwon avikavoTntacl emitaon eykepaAikAg
artpowiac

. AUCnon avBeKTIKOTATAC ThC VOooul
¢ Psychotoxic
. Emidpaon ThC YUXWTIKAC EPTTEIPiAC
. EmimAéov ameAmioia KAl amwAEId AUTOTTETTOIONONG

. EmBeTIKOTNTA TTPOC €auTO / dAAOUC, auToKToVvid,
av€non KiIvdUvou Katdxpnonc aAkooA / ouaiwyv, aspyia

. Oogo kaAUTepa ATav o aoOevAg, TO0O APVNTIKOTEPT
emtnpedlel TNV KATAOTACGH TOU h UTTOTPOTIA

1 Wyatt R, Schizophr Bull, 1991: 17: 325-51 2 Gilbert et al Arch Gen Psych 1995: 52: 173-188



2. UVETTEIEC TNC UTTOTPOTIAC

¢ Sociotoxic

. EEdvTAnon oikoyévelac, aioOARuaTa evoxAc,
0IKOVOUIKEG emIdpdoelg, augnon Expressed
Emotion, eAdTTwon KoivwvikoU UTTOGTNPIKTIKOU
OIKTUOU

- Emidpaon oto medical staff: disillusionment,
interactions with family

. TeTpamAaciaopuoc KOOTOUC?

1 Gilbert et al Arch Gen Psych 1995: 52: 173-188 2 Almond et al, Br J Psych 2004: 184; 346-51



Impact of Multiple Relapses™

140 - 130

120 -
100 -

) 76,5

60 - 47
40 -

Days to Remission

First Second Third

*Average time to remission in 3 successive episodes (N=10)

Adapted from Lieberman JA, et al. J Clin Psychiatry. 199657 Suppl 9:5-9.



Relapse is Cos’rlE Total Annual Direct Mental
PHealTh Cost of Relapsed and Non-Relapsed
atients

$35.000 - $33.296

$30.000 -

+ $25.000 [ Relapsed
@ Non-Relapsed

$20.000 -

tal Co

© $15.000 $11.823

¥ $10.000

$5.000 -

$0

T

Total Cost
Based on US-SCAP 1-year data, Relapsed n=310; non-relapsed n=1247

Ascher-Svanum H, et al. Value in Health 2005;8:400



Martin Knapp!

The primary aim of a health system is to alleviate
symptoms and so improve personal and social
functioning, and quality of life. But pursuit of such
a laudable, widely accepted objective cannot
proceed without regard for the economic
consequences of the therapies, support
arrangements or broad policy s‘rr'a‘refgies put in
place. Consequently, money is never far from the
surface in policy and practice discussions. For
example, the psychiatrist prescribing a course of
antipsychotic medication might not have to be
concerned about the associated costs at the point
of taking the treatment decision...... However,
there will always be someone further along the
management chain who does have to watch
expenditure levels ......

1. Schizophrenia, 2" edition, S.Kasper & G Papadimitriou, Informa, p 347
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"Yoeon (Remission)

¢ O adBevric éxet eAdxwta (av Exey)
oUUTTTWHATA
¢ YTmdpxel avaykn diapopoTroinon¢ amo Thv

o1aBepoTnTa (stability), apou oTnv TeAeuTaia givai
mOavh n UTtapln CUUTTTWHATWY

¢ Exouv diatutwOei kpiThpIal

1. Andreasen NC et al, Am J Psychiatry 2005: 162:
441-49




Reviews and Overviews

Remission in Schizophrenia:

-

Proposed Criteria and Rationale for Consensus

Nancy C. Andreasen, M.D., Ph.D.
William T. Carpenter, Jr., M.D.
John M. Kane, M.D.

Robert A. Lasser, M.D.

Stephen R. Marder, M.D.

Daniel R. Weinberger, M.D.

(Am J Psychiatry 2005; 162:441-449)

New advances in the understanding of
schizophrenia etiology, course, and treat-
ment have increased interest on the part
of patients, families, advocates, and pro-
fessionals in the development of consen-
sus-defined standards for clinical status
and improvement, including illness remis-
sion and recovery. As demonstrated in the
area of mood disorders, such standards
provide greater clarity around treatment
goals, as well as an improved framework
for the design and comparison of investi-
gational trials and the subsequent evalua-
tion of the effectiveness of interventions.
Unlike the approach to mood disorders,
however, the novel application of the
concept of standard outcome criteria to
schizophrenia must reflect the wide heter-
ogeneity of its long-term course and out-
come, as well as the variable effects of
different treatments on schizophrenia
symptoms. As an initial step in developing
operational criteria, an expert working

group reviewed available definitions and
assessment instruments to provide a con-
ceptual framework for symptomatic, func-
tional, and cognitive domains in schizo-
phrenia as they relate to remission of
illness. The first consensus-based opera-
tional criteria for symptomatic remission
in schizophrenia are based on distinct
thresholds for reaching and maintaining
improvement, as opposed to change crite-
ria, allowing for alignment with traditional
concepts of remission in both psychiatric
and nonpsychiatric illness. This innovative
approach for standardizing the definition
for outcome in schizophrenia will require
further examination of its validity and util-
ity, as well as future refinement, particu-
larly in relation to psychosocial and cog-
nitive function and dysfunction. These
criteria should facilitate research and sup-
port a positive, longer-term approach to
studying outcome in patients with schizo-
phrenia.



Remission Criteria in Schizophrenia
Patient Achieves Intensity Level

On All 8 Symptom Items
¢ P, : Delusions
¢ P, : Conceptual 1. Absent T

PANSS scale level of mild or less

disorganization 2. Minimal

¢ P5 : Hallucinatory behavior .
3. Mild

¢ Gy : Unusual thought
content 4. Moderate
¢ 65 : Mannerisms & pos‘rur'ing 5. Moderate severe
¢ N : Blunted affect 6. Severe
¢ N, : Social withdrawal
7. Extreme
¢ N : Lack of

spontaneity/flow of
conversation

+ Time Criteria : Severity Criteria Sustained for at least 6 months




Aiapkovoa 'Yeean (Recovery)

¢ Sustained asymptomatic functioning without
relapse

¢ Auvati n emdvodoc as oxoAcio / amaoxdAnon
¢ AuvaTti n eykartdotaon d1ATPOOWTTIKWY OXECEWV
¢ Epeuvntéc oto UCLA avémTuCav kpiThpial

1. Libermann RP et al, Int Rev Psychiatry 2002: 14; 2563-61




UCLA Recovery Criteria!

¢ AnapTifovral amd TIC adkoAouBec 4 meploxEC
(domains)

- Symptom remission
. Appropriate role functioning

. Ability fo perform day-to-day living tasks
without supervision

. Engagement in social interaction

¢ H peAtiwon o kaBe meploxn Ba Tp el
va OldpKei TouAdxioTov 2 €Th
(TauTtoxpova)

Louis Wain

1. Libermann RP et al, Int Rev Psychiatry 2002: 14; 2563-61




UCLA Recovery Criteria!

¢ EmeidA Ta kp1Thpla TepiAauPpdvouy Thv TApGUETPO
TOU XpOvou Twy 2 eTWv, kKABe acBevig Tou
uttoTpoTidCel Oa TP£ETEl OUCIACTIKA va apXiCel TTAAl
Tnv 01adiIKagia ThG eykaTaoTadong mayiwpéevng upeong

¢ Apad n eAax10ToTOINCN TOU EVOEXOHEVOU TNG
UTTOTPOTING €ival Kpigido PApa oThv eykataoTaon Tng
TTayiwpéEvng UYeong

1. Libermann RP et al, Int Rev Psychiatry 2002: 14; 2563-61




Recovery : TTogo E@QIKTOC 2TOX0G
Eivai?

¢ Oi1 Robinson et al! pe xpAon Twv mpoavapepOEVTWYV
KpIThpiwv diepelivnoav Tnv mOaAvoTNTa £MITEUENC
Upeong peTall aoBevwy 1V eTreicodiou pe
oxiCoppévela h axi{oouvaioOnpuaTikh diarapaxh

¢ D étnuerd 13,7% Twv aoOeviv ekTTARpWvav Td
KpITAPIA Yid 2 €Th

o é)oa, av Kat amawte{tal PeATiwan Tou avwTEpw
o, N TAYWUEVN UPeDN elvat EVag ETTEVEIOC B

/

aToX0C

1. Robinson DG et al, Am J Psychiatry 2004: 161; 473-479.




Treatment Models

¢ Maintenance model
¢ Recovery model




Treatment Models

¢ Maintenance model
« 2TOXOC N eTiTEUEN Kal d1ATAPNON 6TABePOTNTAC

- AvTavakAd Thv damoyn 0TI h ox1{oppévela
xapakThpileTal amd mpoodeUTIKA €T Ta Xeipw eCEAICN

- H ékpaon Tou Beswpeital kaAh av o aoBevA¢ d1aTnpPEi
TNV AvTATOKPIoN OThV aYywyn Xwpi¢ emdeivwon

- H o1aBepdTnTa dev Ba mpemer va diakivduveveTal pe
ATOTIEIPEG nspalTEpw BPeATiwoNC TWV CUUTTTWHATWY R
eAdTTWONG TWV A




Treatment Models

¢ Recovery model

« AvTavakAd Tnv TiaTn OTI €ival EPIKTA N PeATIiwon Twv
OUUTTTWHATWY d1axpoVvikd, av n otaBepoTnTa
ETTEUXONKE

. EvWn EMITEUEN TNG 0TABEPOTNTAG KAl N ATTOYUYA TNG
UTTOTPOTING €ival 0UCIADTIKA KdI avaykdid TpwTa
PAuaTa, dev cival o TEAIKOC 0TOX0C, aAAd HAaAAov n apxni

. YTdpxel Yia ouveXng TpoomdOceia yia TepaIiTEPW
PeATiwon oTo OINVEKEC




Deteriorating course, brain tissue loss, and treatment resistance
with repetitive relapses after the first episode in schizophrenia

100 -

Level of functioning (relative percentage)

Chronic relapsing/residual symptoms

Progressive brain tissue loss \ Treatment resistance
L I J

Fist Second Thid  Forth

20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40

Age (years)

Source: Referance 27



H pappakoBOepameia
TNC 2X1CoppEVEIAC

Stabilization Maintenance

@als of treatment \
 Prevent harm.

« Control disturbed behavior.

* Reduce the severity of psychosis and associated symptoms
(e.g., agitation, aggression, negative symptoms, affective
symptoms).

- Defermine and address the factors that led to the
occurrence of the acute episode.

« Effect a rapid return to the best level of functioning.

* Develop an alliance with the patient and family.

* Formulate short- and long-term treatment plans.

« Connect the patient with appropriate aftercare in the
wmmunh‘y. j




H pappakoBOepameia
TNC 2X1CoppEVEIAC

/ Goals of treatment \

* Minimize stress on the patient and provide
support o minimize the likelihood of relapse.

- Enhance the patient's adaptation to life in the
community.

* Facilitate continued reduction in symptoms and
consolidation of remission, and promote the

process of recovery.
o /




H pappakoBOepameia
TNC 2X1CoppEVEIAC

/Goals of treatment
* TEPAITEPW UPECN TWV CUUTITWHATWY
n diaTApnon ThG emiTeuxBOeioac Upeang
* PeAtiwon moioTnTag CWAG
* KOIVWVIKA emavévTaln
\° dTTOYUYR UTTOTPOTIAG

N

J




H pappakoBOepameia
TNC 2X1CoppEVEIAC

Stabilization

Maintenance

-

indefinitely

Aidpkela aywyng
* 1o eme106d10 : 12-18 phveg

N

« 20 £TTE100010 N OTTOIOONTTOTE AAAO :

TouAdxioTov 5 £€1n

J




Doctors’ and patients' knowledge of the
duration of maintenance therapy

50 doctors in state hospitals
100 patients (before discharge)

100
90
#4100
70 75
60
50
40
30
20 —
10
0 . : .

Optimal situation Physicians' knowledge Physicians' Patients' knowledge
(100% of the patients  about the optimal  recommendations to about relapse
receive relapse duration of relapse the patients agree with prevention agrees with
prevention according prevention agrees with guidelines in 33% of  guidelines in 11% of
to guideline guidelines in 75% of the cases the cases

recommendations) the cases

Hamann et al. Psychiatric Services, in press



H pappakoBOepameia
TNC 2X1CoppEVEIAC

e OepaneEUTIKEC TPAKTIKEC )
* targeted administration of drug
- microdose strategy
« Xxophynon BepateuTIkKWyY 000EWV
( HIKPOTEPWY OUWC EKEIVWYV TNC

acute treatment ) Y,
optimization




Treatment of SCHIZOPHRENIA

Acute phase
*Treatment response
*Symptom resolution

Long term maintenance phase
*TTpoAnYn UTTOTPOTTIAC
«2716x€UON symptomatic / syndromal remission

Recovery phase

EmtavdkTnon mpovoonpoU emITEdOU AEITOUPYIKOTNTAC
*TkavoTnTa YpovTidac eauTtou

*Koivwvikn (wn




Drug selection for SCHIZOPHRENIA

Illness profile

« HAIkia ékgpavaong

 TTopeia véoou

* Past treatment response

* Presenting signs /symptoms

.

Patient profile

« 2 UVUTtdpXouaoa diatapaxh

« EuntdB¢c1a o AE

« 'Ytap&n n 06X evaioOnaiac

* Preference yia aywyn

« 'Ytap&n n 60X UTOOTNPIKTIKOU GUOTAHATOC




"It is much more important
to know what sort of patient
has a disease than what sort
of disease a patient has”

Sir William Osler



//upload.wikimedia.org/wikipedia/commons/1/17/Sir_William_Osler.jpg

Drug selection for SCHIZOPHRENIA

Medication profile

« Risk/benefit ratio

« AidBéoipec Hopwéc

* Ydpx el avdykn tapakoAouBnong
emiTéOWY TTAdopaToC

« PappakoKIVNTIKEC/ papHaAKOOUVAHIKEC
aAAnAemidpdocic
» KéoTog

S afety
T olerability

E fficacy
P ayment
S implicity of use




All models are wrong;

Some models are useful
Edwards Deming

11/5/2021


//upload.wikimedia.org/wikipedia/en/a/a3/W._Edwards_Deming.gif

FONyg Y\
The truth is rarely E ‘ |
simple YA

and never pure
Oscar Wilde





http://www.cfssquared.com/wp-content/uploads/2008/04/2108185915_4c19e7af27.jpg

EniAoyn AvTiguxwTikoU

¢ Safety
¢ Tolerability

¢ Efficacy

¢ Payment

Tolerability

¢ Simplicity of Use Efficacy Safety

Y




EniAoyn AvTiguxwTikoU

» Tpéxouoa cupmtTwpaTtoAoyia
2 UvuTtdpxouoa KaTdoTtaon/voooc
STE P S + * AvapvnoTiko OeTIKAC avTamokpiong
(aTopiké R KANPOVOUIKO)

 TTpoTipnon Tou aogBevoug




Common psychiatric and physical
comorbidities

Diabetes Diabetes

. mellitus S:S'g_:ﬁl} Pain e vC:srch:ﬁa;
espiratory

disorders disorders

Obesity
Panic .
disorder Migraine
ubstance B | PO I ar Substance

abuse : disorder3 abuse
Personality

Schizophrenia!-2(S

Depression disorders

Eating

Cancer disorders

Anxiety Anxiety
ocd disorders Impulse disorders
control

OCD-=obsessive-convulsive disorder; 1Buckley et al. Schizophr Bull 2009;35(2):383-402;
PTSD=post-traumatic stress disorder; ’Lambert et al. Med J Aust 2003;178(Suppl):S567-S70;
ADHD-=attention deficit hyperactivity disorder 3McIntyre et al. Hum Psychopharmacol 2004;19(6):369-386




EmiAoyR AVTIQUXWTIKOU

- Safety

* Tolerability

* Cost

- Simplicity of use



http://www.google.gr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://commons.wikimedia.org/wiki/File:Scale_(PSF).png&ei=WsDVVK2YA8fwaP3vgpgJ&bvm=bv.85464276,d.d2s&psig=AFQjCNFvNk4jfvXTJceQEK57MtZaI6J8bQ&ust=1423380916731888

The Concept of Treatment
Effectiveness

Tolerability
and Safety

Treatment
Effectiveness

Patient
Acceptance

Lehman AF, et al. Am J Psychiatry. 2004;161(2 suzfgl):l-56. Lieberman JA, et al. N Engl J Med. 2005;353(12):1209-1223.
Swartz MS, et al. Schizophr Bull. 2003;29(1):33-43.



The Concept of Treatment
Effectiveness

Lehman AF, et al. Am J Psychiatry. 2004;161(2 SLfgl):l—56. Lieberman JA, et al. N Engl J Med. 2005;353(12):1209-1223.
Swartz MS, et al. Schizophr Bull. 2003;29(1):33-43.



Sponsorship

¢ 3 gpeuvnTéc amo To XdppapvT kail To TTavemioTApio Tou
TopovTo

¢ AvalATtnoav 0AeC TIC HEAETEC TTOU €ixav vivel o D amo TIg
KUPIOTEPEC KATNYOPIeC wapudkwy (avTikaTtaBAITITIKA,
pdppHaka yia 1o €AKoC, KTA)

¢ EoTtiaoav ot dUo oToixeia
. OeTIKO amoTéAsopa
« XpnpatodoTng

¢ Avw Twy D00 peAéTeg

¢ OeTIKO amoTéAeoua
. 85% oTIc XpnUATOdOTOUHEVEC ATIO ETAIPEIEC HEAETEC
. 50% av n xpnuatodoTnon ATav KpaTIkA

Bourgeois F T et al. Annals of Inter MEDICINE 2010; 153 : 158-66



KAaoiko n atumo?



http://www.google.gr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://newprwordsandmusic.com/2011/07/11/short-post-on-facebook-vs-google-is-the-new-solving-old-problems/&ei=XMXVVNeEJ4XeapHjgNgJ&bvm=bv.85464276,d.d2s&psig=AFQjCNEKg_reG8ILKxzMY839TG51qzuqmw&ust=1423382184365414

Second generation
versus Tirst generation
antipsychotic drugs for
schizophrenia: a meta-

analysis

Stephan Leucht, Caroline Corves, Dieter Arbter,
Rolf R Engel, Chunbo Li, John M Davis

The Lancet Volume 373, issue 9657, pages 31-41, Jan 2009.


https://www.google.gr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&ved=0CAcQjRw&url=https://portal.mytum.de/index_test/pressestelle/pressemitteilungen/news_article.2005-06-10.4122784978&ei=_sLVVMDALo7yaLHlgagM&bvm=bv.85464276,d.d2s&psig=AFQjCNEHZbG1vFM4rxTu67aeatk9lqUrxw&ust=1423381622541542
https://www.google.gr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&ved=0CAcQjRw&url=https://portal.mytum.de/index_test/pressestelle/pressemitteilungen/news_article.2005-06-10.4122784978&ei=_sLVVMDALo7yaLHlgagM&bvm=bv.85464276,d.d2s&psig=AFQjCNEHZbG1vFM4rxTu67aeatk9lqUrxw&ust=1423381622541542
https://www.google.gr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=https://portal.mytum.de/index_test/pressestelle/pressemitteilungen/news_article.2005-06-10.4122784978&ei=HcPVVMHSC9XuaIi9gPAE&bvm=bv.85464276,d.d2s&psig=AFQjCNEHZbG1vFM4rxTu67aeatk9lqUrxw&ust=1423381622541542

Methods

¢ O1 akoAouBec Tpamelec dedopévwy epeuvnOnkav yia
TUXAIOTIOINHEVNC KATAvoHnG, eAcyxopeveg peAétec (RCTs),
OTIC OTIOIEC ATTO TOU OTOHATOC Xopnyoupeva SGAs
ouykpivovTav ye FGAs yia Tnv avTIHETWTION TNC
oxiI(oppévelac R ouvapwy d1aTapaxwy.

- The register of the Cochrane Schizophrenia Group
- US Food & Drugs Administration website

. TTponyoUpevec avaokomNoeIC

- Medline up to October 2006

Tuxatomoinon) & B (dnAwvoTav Tuxaiomoinon Xwpic
AemtTopépeiec) ouppwva pe 1o Cochrane Handbook

¢ Movo us)\:én:a2 oV EKTTARpwvav T1a KpiThpia A (ETAPKAG
oupTTEPIANYPONKAV.

Leucht et al. Lancet 2009; 373 : 31-41



Methods

¢ Ta peAéteg otaBepnc dogoAoyiag, HOVOV EKEIVEG TTOU
gixav optimum doses Twv SGAs emiAéxOnkav.

. amisulpride 50-300 mg per day for predominantly
negative symptoms and 400-800 mg per day for
positive symptoms,

. aripiprazole 10-30 mg per day,
. olanzapine 10-20 mg per day,

. quetiapine >250 mg per day,

. risperidone 4-6 mg per day,

. sertindole 16-24 mg per day,

. ziprasidone 120-160 mg per day

Leucht et al. Lancet 2009; 373 : 31-41



Results - Number of Studies

B Overall Sx
B +ve Sx

O -ve Sx

O Depression

n
2
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150 RCTs were included. 35 studies were of oriental origin, 5 studies
were of first episode schizophrenia, 81% of studies lasted 12 weeks
or less, 11% up to 6 months and 8% longer than 6 months.

Leucht et al. Lancet 2009; 373 : 31-41



Results - Comparator Drugs

Number of Studies with Comparator Drug
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* All other drugs includes clopenthixol, zuclopenthixol, mosapramine, tiothixene, clocapramine,
trifluoperazine, periciacine, and any first-generation antipsychotic drugs. 1 study each.

Leucht et al. Lancet 2009; 373 : 31-41



Results - Participants in Studies
Measuring Overall Symptoms

1344 1125 1017 980
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OLZ RIS QUET ARI CLOZ SERT ZOT AMI ZIP

The mean age of patients was 36.2 years and the mean duration of illness was
11.8 years.

Leucht et al. Lancet 2009; 373 : 31-41



Efficacy - Overall Symptoms

SGA Better
o
N
+_
——

Hedges g (95% CI)

0.4 | | | | | | |

AMI ARI CLOZ OLZ | QUET RIS ~ SERT |

SGA Worse

ZIP | 0T

Four second generation drugs, amisulpride, clozapine, olanzapine and
risperidone were more efficacious for the treatment of overall
schizophrenia symptoms than first generation drugs

Leucht et al. Lancet 2009; 373 : 31-41



Efficacy - Positive Symptoms
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SGA Worse

Four second generation drugs, amisulpride, clozapine, olanzapine and
risperidone were more efficacious for the treatment of positive
symptoms than first generation drugs. Quetiapine was less effective

than first generation antipsychotics.
Leucht et al. Lancet 2009; 373 : 31-41



Efficacy - Negative Symptoms
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Four second generation drugs, amisulpride, clozapine, olanzapine and
risperidone were more efficacious for the treatment of negative
symptoms than first generation drugs.

Leucht et al. Lancet 2009; 373 : 31-41



Efficacy - Depressive Symptoms
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Amisulpride, aripiprazole, clozapine, olanzapine and quetiapine were
more efficacious for the treatment of depressive symptoms than first
generation antipsychotics.

Leucht et al. Lancet 2009; 373 : 31-41



Haloperidol: Selective Conventional

Haloperidol clearly is neurotoxic.

28 dnpoaieupéveg HEAETEC

Should it be banned?

Why use an old and harmful anti-
psychotic when safer alternatives

are available?

Few medications remain in use 50 years
after they were launched. Advances in
drug development often render older
drugs obsolete because newer drugs
are more efficacious or safer, or both.
Consider reserpine: Nowadays, no

of knowledge has emerged over the
past 15 years about the neurotoxicity of
older neuroleptics, especially haloperi-
dol—knowledge that was completely
unknown before.* Second-generation
been

to be much safer for the brain than

antipsychotics  have shown
their older-generation counterparts

(although they are not more efficacious).

Henry A. Nasrallah, MD
Editor-in-Chief

Current Psychiatry July 2013



Molecular mechanisms of haloperidol
heurotoXicity

Increase in intracellular calcium

Cytochrome c release

Increase in reactive oxygen species (free radicals)
Decrease in the anti-oxidant glutathione

Sigma 2-receptor agonism

Apoptosis-inducing factor

Akt (protein kinase B) inhibition

Decrease in brain-derived neurotrophic factor

Increqse in m.e.rallopr'o.l-e!.nase inhibi.l-or' Haloperidol: Selective Conventional
(associated with apoptosis)
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Current Psychiatry July 2013



Molecular mechanisms of haloperidol
heurotoXicity

¢ Increased Jun kinase (a protein kinase that
mediates cell death)

¢ Increase in T-BOX (a transcription factor)
¢ Decrease in anti-apoptotic protein BclL-2

¢ Increase in P53 (activates apoptosis) and
increased poly(ADP-ribose) polymerase (PARP)
cleavage (by caspase during apoptosis)

¢ Decrease in p-catenin (requlates cell growth)
¢ Decrease in GSK-3beta phosphorylation

Haloperidol: Selective Conventional

Current Psychiatry July 2013



Archival Report

The Effect of Antipsychotic Treatment on
Cortical Gray Matter Changes in Schizophrenia:
Does the Class Matter? A Meta-analysis and
Meta- regressmn of Longitudinal Magnetic
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« 18 MRI studies

e a6 1983 éwc 2014

* aoOevWwyv UTtO KAAo1KO N dtutto AV

* eAdTTWON TG PAOIWOOUC YpaIdC ouaidcg i
Tapatetapévnge AY aywync
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follow-up were analyzed. Meta-regression statistics were applied to investigate the role of potential moderators of
the effect sizes.

RESULTS: Eighteen studies involving 1155 patients with schizophrenia and 911 healthy control subjects were
included. Over time, patients with schizophrenia showed a significantly higher loss of total cortical GM volume. This

Vita A et al Biol Psychiatry 2015; 78 (6) : 403 -12



Vita et al

e OTav Opwce avéAuaav exwploTd Ta KAAOIKA Kal Td
atumta AY, diaioTwoav onuavTikEC HEIWTEIC TNV
eAoiwdn paid ouaia pe Ta KAAGOIKA, OX! OHWC HE TA
daTuTda
*  O1uynAéc AZ Twv KAAOOIKWY oXETioONKav He
HeEYaAUTEPEC HEIWOEIC aTnV pAoiwdn paid ouaida,
eVvW o1 UPnAéc AZ Twyv ATUTTWY HE HIKPOTEPEC
Kdl o€ KATIOIEC TTEPITITWOEIC HE aunon Tou
OYKOU TNC @aid¢ ouaiac

« YméBeoav 0TI Ta KAAOIKA €ival VEUPOTOCIKA Kdal
Td ATUTIA VEUPOTIPOOTATEUTIKA

Vita A et al Biol Psychiatry 2015; 78 (6) : 403 -12



The Effect of Antipsychotic Treatment on
Cortical Gray Matter Changes in Schizophrenia:
Does the Class Matter? A Meta-analysis and
Meta-regression of Longitudinal Magnetic

Resonance Imaging Studies
Antonio Vita et al

RESULTS: Eighteen studies involving 1155 patients with schizophrenia and 911 healthy
control subjects were included. Over time, patients with schizophrenia showed a
significantly higher loss of total cortical GM volume. This was related to cumulative
antipsychotic intake during the interval between scans in the whole study sample.
Subgroup meta-analyses of studies on patients freated with second-generation
antipsychotics and first-generation antipsychotics revealed a different and contrasting

moderating role of medication intake on cortical GM changes: more progressive
GM loss correlated with higher mean daily antipsychotic intake in
patients treated with at least one first-generation antipsychotic and
less progressive GM loss with higher mean daily antipsychotic intake
in patients treated only with second-generation antipsychotics.

Vita A et al Biol Psychiatry 2015; 78 (6) : 403 -12



Meta-regression analyses. GM volume changes and mean daily
dose (MDD) of antipsychotic medication administered to

patients during the interscan interval : in the whole sample
Regression of MDD (CPZ- Eq) on Hedges' g

0.80
0.64 - O
0.48 - O
0.32 -

o O

- 016 T

% 0.00 -
k=

O
©
-0.16 - ) /—TE

el C@O 7
-0.64 - | | | | | | | | Q

-0.80
116.30 168.74 221.18 273.62 326.06 378.50 430.94 483.38 535.82 588.26 640.70

MDD (CPZ- Eq)
Vita A et al Biol Psychiatry 2015; 78 (6) : 403 -12




Meta-regression analyses. GM volume changes and mean daily dose
(MDD) of antipsychotic medication administered fo patients during
the interscan interval : in the subgroup of patients treated with
first-generation antipsychotics or mixed treatment

Regression of MDD (CPZ- Eq) on Hedges' ¢
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Meta-regression analyses. GM volume changes and mean daily dose (MDD) of
antipsychotic medication administered to patients during the interscan
interval : in the studies including patients treated exclusively with SGAs

Regression of MDD (CPZ- Eq) on Hedges'g
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