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ATt0 TNV WUYOXELPOUPVLIKN...

v Antdnio Egas Moniz (1874-1955)
v’ Metwruaio AoBotopry — NoéuBploc 1935

(E Moniz - Am J Psychiatry, 1937)
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obelprize.org

v’ 1949 Nobel Prize in Physiology or Medicine.

v’ “discovery of the therapeutic value of leucotomy in certain

@

psychoses.”



When the patient

lashes out against “them"—

THORAZINE®

trend ol Ddarpromance

quickly puts an end to his
violent outburst

Theruzirmw' s e1pecelly effecive whes 1he pay.
chotic spinads B riggered by defusons o
halucirstoss.
Al the outset of trestment, Theeszins's com.
Sisation of antipaychotic and sedatve effects
provides both emationsl and plysice! cevming.
Asssultve or desiructive Datavior 3 rapicly
centrobed.
As therapy contingms, the inltis! sedetive #ffect
gadualy disappesrs. Bat the estipathosc
affect comtnues, helping 1o dispel of Moy
delusons, haltscirations snd confusion, whie
heoping the patient cadm and spproachalie
SUITH KLUING & FRCNCH LASORATORES
besders b et aglurrucacts sl 1easarch

A reevater abvartaenent - Por poesisiuing b bet saben,
Worwie wee SOF of deniurie Mwraturs

..otnv Wuxodapuoakoroyia (1)

v Henri-Marie Laborit (1914-1995) — x€LpoupyO¢ TOU VAUTLKOU
v 1949 : npopedalivn (mapdywyo dawvobelalivng)

v “lytic coctail ’f:> “pharmacological lobotomy.”

v XAwpomnpopoadivn 1952 yprion os Puxwtikd acdevr) — Jean

Delay&Pierre Deniker veupoAnntiko cuvépouo
(H.Laborit et al. Presse médicale,1952)

v/ 1958: alomeptSoAn
Paul Janssen(1926-2003)




..otnv Wuyodapuokoroyia (2)

v’ 1958: k\olartivn Swiss /
_ N v 1817 avBpakikd AiBLo, puoikd GAag
pharmaceutical company )
_ o , N v 1949 John Cade yia ofsia pavia — Mogens Schou
v 1972 Stille &Hippius Eupwrn
N— v/ 1970 kukhodopia -FDA

Cl
(Schou M. et al., Plenum, 1973)
N
H W T

v/ 1990’s : oAawvlartivn, plomeptdovn,

KOUETLATIVN
v apx€c 2000 Umnpaotdovn, aputnpalon
v naluteptddévn 2006, aosvartivn 2009

(Ramachandraiah et al., Indian J Psychiatry 2009)
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ANTIWYXQZIKA (1)

Tl GERPANEYOYN;

Alatapaxeg Tou paopatoc tne oxt{odppevelag Kot AANEC PUXWTLKEC SLATAPAXEC

. AutoAkn Slatapaxn Kol oXeTWOUEVEC

Meilova kataOAunTikg dtatapaxn Le PUXWTIKA oToLXEla

WuxwTLKESG SLatapaxeC OXETI{OMEVEG LIE YEVIKEG LATPLKEG KOTAOTACELG Il XPION OUGLWV
‘EAeyxoc emi@etikotTNTAC O L0OEVEIC e vONTLKN VOTEPNON, OLUTLOMO, LETALYXMLOKA
dlatapaxni MPOCWIILKOTNTAC Kot 0V opyaviko apaAnpnua (delirium) i avola.

AocBeveic pe Statapaxn Tourette

(Black and Andreasen ,Introductory Textbook of Psychiatry, 5t Edition, 2011)




116 TeviIag

OAINOOEIAZINEZ
YAwpomnpopualivn Largactil
npopadivn Sparine
Belopldalivn Melleril
npopebalivn Phenergan
AeBonpopalivn Nozinan

OEIO=ANGENIA
{oukAomevOLEoAn Clopixol

BOYTYPOOAINONEZ
AlomepldOAn Aloperidin

AIOAINYA-BOYTYA-NINEPIAINEZ
Myolidn Pirium
No€artivn Loxapac

ANTIWYXQSIKA (2)

NOIA EINAT;

TLKOWO €Xouv OAa Ta avTLPuXWOLKA;;;

2"S TevLag

KAoZarmivn Leponex
Plomepldovn Risperdal
OAaviartivn Zyprexa
Kouetiarivn Seroquel
Zutpaoldovn Geodon
ApurtunpaloAn Abilify
MNaAutepldovn Invega
Aocevarivn Sycrest

IAomepldovn Fanapt

Melwvouv TNV VToTaLvePYLKA veupodiaBifaon @ )\




Mewwvouv TNV VIomauLVeEPYLKA veupodlaBiaon

D2 partial agonism

2

D2 antagonism

2

(Stahl, S M. Stahl’s Essential Psychopharmacology,2008)
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OAOI NTONMAMINH2

Payiaio paPdwto cwpa
MeTwmaiog
dAo1og
\/

’
EruxAwviic nupnivac \ |

(Kothvako pafbwto cwopa) @ 1

N/ S
Oodpnrikog BoABoc @ 3
\ \ ‘
(e
Yroduon

1. MelavopaBdwtn 0606¢ : péAawva ouaia => N.Parkinson, amapxr KwhHoswv
2.  MeoodAolikn kal pecopetalypLakn 060¢: Kowhiakn kaAumtipla meploxy Ventral tegmental area: VTA =>Wixwon, avtapofn kat kivntpa
3.  Quuatoxwaviki 080¢ : => median eminence => aneAeuBépwaon TPOAAKTIVNG

L\ Y/

N4



176 Teviac Avtupuxwotkd Ko UTtoSoYELC

FGAs are D2 antagonists

* They lower
neurotransmission in the 4
dopamine pathways.

* They can also block H1, M1
and al receptors.

(Stahl, S M. Stahl’s Essential Psychopharmacology,2008)



26 Meviag Avtupuwoka Kol UTTOOOXELC

SGAs are 5HT,, Antagonists

Clozapine was the first SGA.

Very high affinity for 5-HT,,

Lower D, affinity than haloperido

SGAs Dissociate Rapidly from D, Receptors

B
Some SGAs are 5HT,, Agonists

* Ziprasidone, quetiapine and
clozapine.

* 5-HT1A agonism would increase
dopamine release (prefrontal
cortex) and reduce glutamate
release.

(Stahl, S M. Stahl’s Essential Psychopharmacology,2008)
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AvermiBuuntec Apaosic — MNpaktika {nTtRupota

-

1S yeviag

Ofela duotovia

1. ENZ EEWmMUpaitSIKA OUUITTWHOTO Aka®noia

OYun duokvnoia

yaAaktoppola
2. YniepmpoAakTtivolpia yuvaikopaotio

\l/ libido

EULNVOPPUCLAKEC SLATAUPAYEG

3. Napataon QT: 6siopidativn, ahomeptddAn, Y\wporpopalivn, Tuolisn

4. AVTLXOALVEPYLKEC SPACELC — KATAOTOAN - UTIOTAON: YAwponpopadivn, Bstoptdalivn
5. Aeppatoloylkeg dtatapaxec, odBAALOAOYIKEC SLaTAPAXES

(Schatzberg, AF, Nemeroff, C, 2010)


https://youtu.be/Gjiy1rDZpp8
https://youtu.be/Gjiy1rDZpp8

(mol/l)

107 —

1078 -

109+

10-10 -

Yuyyevela yo urtodoxeig D,

Chlorpromazin

Promazine

Trazodone

Clozapine

Molindone
Moperone

Thiothixene
Haloperidol
Fluphenazine

Droperidol

Pimozide
Trifluperidol

Benperidol

Spiroperidol

© Thioridazine
Prochlorperazine

Trifluoperazine

0.1

1 10 100
Range and average clinical dose

for controlling schizophrenia (mg/day)

1000

®




AvemBuuntec Apaosic — NMpaktika {ntnpota (2)

Neuroleptic agents
Aripiprazole
1. AT[EI.AI]T. Chlorpromazine
2. KA\wwa: Clozapine
UT[EptO\ Fluphenazine
oot Og| Haloperidol
SCI)'l5pw< Olanzapine
3. Epvaorr Paliperidone
AEUKOKL Perphenazine
ocwon e
A YLI)r]7\r']q isperidone

Thioridazine

OVTLEUET

Ziprasidone

Quetiapine

-

KakonBeg NeupoAnmtiko Z0vdpopo
Antiemetic agents

Domperidone
Droperidol
Metoclopromide
Prochlorperazine

Promethazine

Neuroleptic Malignant Syndrome (NMS)

[. | was started on an ] Differential DX:

Antincurhatic 210

® “In Parkinson's disease, when a dopaminergic drug
Is stopped, the patient can present Just like NMS?”

(Corbett, B. & Wilson, M.P., Springer, Cham. 2018)

L


https://youtu.be/Gjiy1rDZpp8

AvermiBuuntec Apaosic — MNpaktikad InTtnpata
2" yeVLAG w;_o s '

E€ oplopovu Ayltepa e§wnupaptdikd kat oPpipun duckivnoio AAAA avénon Bapoug Ko LETOBOALKO & ,,;f'.m =
oUvdpopo. Emtidoyn Cuyilovtac Ta UTEP Kal T KATA 0€ KAOE KAWLKN Tteplmtwon.

4 N

Piomepldovn

+*3-6 mg tnV nuéEpa yLa 3-6 eBSouadec oav avtlpuxwolkod

+*AboN MOV MPOKAAEL APKLIVOOVIOMO lval TiBavov po toAu upnAn doon (8mg)

s HAlklwpévol: 50% twv mapamavw n Atyotepo (ekAoyng)

*Hro  KatootoAr), umotaon, akadnoia, avénon mpoAaxtivng auénon Bdapouc KAl ENZ kat

adevwpata TG utoduong o axeon Ue AAAa 2NS YeVLAG.

< el




AveruBuuntec Apaosic — MpaKTka {nTRpato

OAaviamivn

*» Apa ypnyopotepa og €vapén 10-20 mg/d o avOeKTIKEC TEPUMTWOELG Kot 40mg

+» To KAMVIOUO LELWVEL TA ETTiMESA TOU POPUAKOU
+* HAlklwpévol 2,5mg — 5mg péxpt 10mg/d
**YapyeL evéoLpn popdn ofesiac dpaong

Metabolic syndrome
(Syndrome X)

“*A0Enon BZ, umepyAukatpia kot umepAutuSapio (MPOZOXH!!! otoug edrpc * Central obesity

KaTtaotoAn, akabnoia, umtotaon, Eénpootopia, SuokolAlotnta.

« High blood pressure

« High tnglycerides

N,CH3
<
L)
E S\ CH3;

« Low HDL-cholesterol

« Insulin resistance

Osser (2001), Package Insert, Weiss (2005), Carrillo (2003)




AvemiBuuntec Apaosic — MNpaktika {nTtrpota

/ Kouvetiamnivn \
% H

Hioela Lwn 6-12 wpec

X/

s Aodon évapéng 100-200 mg/24h. OH
{ %t
s AutoAwkn KatabAwpn: 300 mg/day Q
N

s Otela oxtlodpévela: up to 1200 mg/day Ne—
s AutoAkry Mavia: 600-800 mg/day Q\S

s Zuvtnpnon: 300-500 mg/day

s Eupela xprion ektog oxlloppEvelag

loxupn LoTapWVLKN, XOAWVEPYLKNA KAl O, adPEVEPYLKN IPOGSeDn
KataotoAn (apyikd otadia BeAtiwon e tn SLApKELA), AVTLXOALVEPYLKEG SPAOELG KOl opBoaoTatikr utotaon.
Napdtaon QT 2e cuvbuaoud pe AAAoUG tapayovteq. Alyotepa EMZ og oxéon pe AN avtiPUXWTIKA, OXL UTIEPTIPOAQKTIVALLLLAL.




AvemiBuuntec Apaosic — MNpaktika {nTtrRpoto

/ Zinpocdovn \

O/

s Oyt pe dapupoka mou mapateivouv to QTc (tricyclics, quetiapine, thioridazine,
floxacins.) Av xpelaotel emavaAdBete to HKT.

0

s Kivbuvog yla nAektpoAuTtikeg Statapaxec (e€aptnon aAkooA, BouAnuia). EAeyxog
K+, Mg++ kot mapakoAouBnon

K/

** H amoppodnon pewwvetal katd 40% av 6 AndBei pe to daynto

<

*  AlEyepon, l8kA o€ XapnAEC SOOELC

*  KoataotoAn
*  Navutia, Enpootouia, pwikn cupudopnon
w * ENXmneplotaociokd

*  MMapataon QTc

(Komossa et al., Cochrane Database Syst Rev, 2009)



AvemiBuuntec Apaosic — Mpaktika {nTtrRpota

/ AputinpaloAn \

s Movadikn ¢pappakoloyia Kot GapUAKOKLVNTIKA - OXL oUVSUACTIKA XPron He AAAa _ l
ampoxeTI | ABILIFY 10mg
**H napoéetivn kat n pAovoetivn Ba avénoouv ta enineda ( 50% tng o60ng), n z* (3 ripipraZO[ | 28Tabletten

kapBapalemnivn Ba ta eAaTTWOEL Ar /ﬁﬂd

+*15 mg eival kaAUutepa ano 30 mg, o 6Aa Ta epeuvnTika Sedopéva Kal Heta amo 1 —

eBdopada - 30 mg xpeLalovral Kamoleg GopPEG TNV KALVLKA TTPAEN ot pavia KoL tThv

\Qﬁsia Puxwon /

O

(\NWN

N
H ,
; Cl © * [ovokedpalog

Cl ¢ MiKpH KOTOOTOAN




AvermiBuuntec Apaosic — MNpaktika {ntrpoto

/ NaAutepldovn \
s Ae petafoliletal amod to CyP450 (KatadAAnAn ylo aoBeveic Le NATLK

duoAettoupyia) X
o

s Adon petaty 6-12 mg/day

o N
s Evdelén yia oxwlloovvalodnpuatikn dtatapaxn = ) J
|

< 4

YriepmpoAaKTivaluio

|
e ! Tayukapdia AOZOE=APTOMENEZ >6mg
N £ . Uor] B2
| Crs MNapdtacn QTc
7 - — r

o
t -
N

G-

¥

ft) EMZ (mopkivooviopog, duotovia, Suokwvnola, akabnoia)
Sid
ffe

€



AvermiBuuntec Apaosic — MNpaktika {ntrpoto

/ Aosvarnivn

s Xtnv Eupwnn €ykplon Hovo yla AutoAikn dtatapoxn

X/

s To povo pe umoyAwoola xopnynon

X/

s 'Evapén kat ouvtipnon ota 5mg-10mg bid

<

ANENIOYMHTEZ ENEPTEIEZ | Sycre'st’ 10mg

sublingual tablets
asenapine

T S N e

KataotoAn, avénon BZ, {aAn, ENZ(akabnoia) kot oTopatiki

urtaloBnoia. 5 s,
14 b‘ LS
MPO2OXH otic nratonaBeteg!!! 60 sublingual tablets MED. Rens

- -

— - .
et B e ® | "




What Is Clozapine And How Is It Different




AvermiBuuntec Apaosic — MNpaktika {ntrpoto

KAoZarmivn \

Dapuako ekAoyng yla avOektikn oxi{odppévela

‘EVOELEN YLO LUTOKTOVIKOTNTA KoL LEPLKN EVOELEN yia TOALS Ll

‘Evapén amnod 12,5mg kot APTH TITAOMOIHZH v

OXI EPS kat oun duokivnoia (N-_)

2toug kamvioteg AIMAAZIA AOZH I~/ N_J\//N
/NN

/ / / / /
/ * ’o 0’0 0’0 0’0 * ” \

KEEP
CALM ANNA

AND

TAKE YOUR
CLOZAPINE

L




Clozapine use is limited by a number of
troublesome adverse effects such as

Cypersalivation? drowsiness and €anstipatioD. Life-

threatening side-effects such as@ayocarditi
Gardiomyopathyx@granulocytosis) a lowered

threshold and metabolic syndrome may be

associated with increased mortality.




\/
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Long Acting Injectable Avtupuyxwtika

MetoavaAuon KATOTITPLKWY HEAETWV => OVWTEPOTNTA EVOVTL
p.os 2E
* NoonAeia
e AplBuo kot dtdpkela
Y& MANUUEAR ocuppopdwon

Zuclopenthixol Decanoate: 12.5 mg 0e50 mg ka B¢ 2 €B6.
Haloperidol Decanoate 25 mg og 200 mg kaBe 4 €36.
Risperidone consta kaBe 2 €B6 (12.5 mg, 25 mg, 37.5 mg,
50mg)

Olanzapine depot (2-4 €B6, post-injection syndrome, touAay.
3wpec napakoAovObnon)

Paliperidone Palmitate: (50mg, 75 mg, 100 mg) Mean doses
73.3 and 104.6 mg every four weeks

Aripiprazole LAl : 300/400 mg IM once a month

(Kishimoto et al.,Schizophrenia Bulletin, 2014)




2TAOEPOMNOIHTE2 TH2 AIAOE2H2

Tl GERPAMEYOVN;

1. AINOAIKH AIATAPAXH kot oXETL{OUEVEC
2. MNoapopuntikn eMBETIKA cupnepldopd
3. METAIXMIAKH AIATAPAXH MPOZQMIKOTHTAZ

I'm fin}l hate you.1
| love you. | want ice
oy weom, - cream, Come here.

§owReo 8N Get away. Oranges?

..
0000000
.........
------
.........
oooooooooo
-------
llllll
......
ooooooooooo
ooooo
oooooo

ccccccc
oooooooooooo

tttttttttttttt
-------------
oooooooooo

Enipovo potifo aotaBsiag o
Baolkoug Topelg TNG {wNG OTWC
elval n puBuon tou

ouvaloBNUATOoC, 0 EAEYXOG TWV
TLOPOPUNCEWV, OL SLATIPOCWTILKES
OXEOELG KOl N QUTOELKOVAL.

Maviako enelcodLo
*  YIopaviako enelcodlo l S
*  Meilov kataBAUTTIKO
EMELCOSL0




AITTONIKH AIATAPAXH

Mote mopanéunw o Puyiatpo;;

1 eBSopada xapag

Highs and Lows

2 eBdopadec AUTNG

€



2TAOEPOMNOIHTE2 TH2 AIAOE2H2

NOIOI EINAL;

. A\iBuwo

. AvuieruAnmnukad (BaAnpoiko ofu, Aapotpuyivn, kapBapadlemnivn, ofukapBapalemnivn,

TOTILPOLLATH, YKUTTATIEVTLVN)

. 2"S yevidg avtupuxwtikad (oAaviarivn, aputmpaloAn, Kouetiamivn)




2TAOEPOMNOIHTE2 TH2 AIAOE2H2

Q2 AEITOYPIOVN;

HOW DO THE DRUGS WORK!?

Lithi
-Manages mania by effecting
) levels of norepmephrine
. -Increases levels of

tryptophan (busding block of
Serotonin)
NE NE

Anticonvulsants
-Ongmally used to -

manage seizure
disorder

~Functioning of
substance is unclear—
possibly enhancing
actions of GABA




AI®IO- AYTOKTONIKOTHTA
BM

BMJ 2013;346:13646 doi: 10.1136/bmj.13646 (Published 27 June 2013) Page 10l 13

e
RESEARCH

mood disorders:
eta-analysis

Lithium in the prevention c
updated systematic review ar

OPEN ACCESS

Andrea Cipriani lecturer in psychiatry'®, Keith Hawton professor of psychiatry®, Sarah Stockton
senior information scientist”, John R Geddes professor of epidemiological psychiatryz

'Department of Public Health and Community Medicine, Section of Psychiatry, University of Verona, Verona, ltaly; “Department of Psychiatry,
University of Oxford, Warneford Hospital, Oxford OX3 7X. UK

Abstract Conclusions Lithium is an effective treatment for reducing the risk of

Objective To assess whether lithium has a specific preventive effect for suicide in people with mood disorders. Lithium may exert its antisuicidal
suicide and self harm in people with unipalar and bipolar mood disordars. effects by reducing relapse of mood disorder, but additional mechanisms
should also be considered bacause there is some evidence that lithium

Design Systematic review and meta-analysis. M o .
decreases aggression and possibly impulsivity, which might be another

L



AIOIO - EMITTEAA

Therapeutic Toxic
effect effect

Therapeutic
index

Oepamnevtika emnineda ABilouv 1mEqg/It -1,2mEqg/It

> TOZIKOTHTA — MPOZOXH!!!




AIOIO - MTAPENEPTEIE2

Figure 3 — Magnetic resonance image in a 68-year-old patient shows
abundant microcysts in the cortical and medullary regions of both
kidneys. Source: Farres MT, et al. Chronic lithium nephropathy: MR
imaging for diagnosis. Radiology 2003; 229: 570-574

MPOZOXH 2Tl

ZEZTEX MEPEZ TOY

Ebstein's ancmaly

KAAOKAIPIOY

Displaced tricuspid valve

Tricuspid
valve allows blood back into

right atrium
TADAM




=
D
=2

\

AIOIO - checklist

1

2

3

4

5

6

. EMIMEAA

. TENIKH AIMATO2

. HAEKTPOAYTE2

. OYPIA KPEATININH

. TSH — ©YPEOEIAIKH AEITOYPTIA

. TE2ZT ETKYMOZ2YNH2

o

=

L




BAAIMPOIKO O=Y

—

N N

. DEPAKINE®

- CHRONO 500 mg

. coveprimae o eRbIre
ot i

."\. i'l'—-'
s S AR
G A
Defect in vertebrae allows
spinal neryes to protrude

AIZXIAHZ PAXH

thyyiyrrae gl

1 e grimaie il
IR B L

OeparmnevTIKa emnimeda:
60-120pg/ml

Plteets HMATIKH NEKPQSH
NTQZH AIMOMETAAIQN EAgyXog nTIaTIKWY eviipwy @




KAPBAMAZETINH

S Ny i ——

Tegretol CR ¢ NOVARTIS
200

Cmbamazenn

—




CARBAMAZEPINE: Adverse Reactions

CNS: ataxia, dizziness, drowsiness, vertigo, worsening of seizures, confusion,
fatigue, fever, headache, syncope

CV: arrhythmias, AV Block, heart failure, aggravation of coronary artery
disease, hypertension, hypotension

EENT: blurred vision, conjunctivitis, diplopia, dry pharynx, nystagmus

Gl: nausea, vomiting, abdominal pain, anorexia, diarrhea, dry mouth, glossitis,
stomatitis

GU: albuminuria, glycosaria, impotence, urinary frequency, urine retention

Hematologic: agranulocytosis, aplastic anemia, thrombocytopenia,
eosinphils, leukocytosis

Hepatic: Hepatitis
Metabolic: hyponatremia, SIADH
Respiratory: pulmonary hypersensitivity

Skin: erythema multiforme, Stevens-Johnson Syndrome, excessive
diaphoresis, rash, urticaria,

Other: chills




O=KAPBAZETINH




NAMOTPYTINH

= [a tn AiroAikr) KatdBAiwn
= Apyn TiTAotToinon

11 NA NPOZE=Qy;

Lamotrigine: Side effects

Nausea/vomiting
Sedation, dizziness, ataxia and confusion

The most severe are toxic epidermal necrolysis and
Stevens Johnson's Syndrome. The character/severity
of the rash is not a good predictor of severity of
reaction. Therefore, if ANY rash develops,
discontinue use immediately.

Blood dyscrasias have been seen in rare cases.

Drugs that increase lamotrigine levels: VPA (doubles
concentration, so use slower dose titration),
sertraline.




TOMNIPAMATH

> 2ZUXVN Xpnon wg otabepoTrointig
» AmtwAcia B.Z — atutmn xpnon

Topiramate Side Effects

Common Rare or Serious

* Paresthesias @tabolic acidoD
* Cognitive problems * Depression
* Fatigue * _Nephrolithiasis

(Weight loss > * Glaucoma

* Dizziness * Oligohydrosis

* Nausea * Suicidal behavior
* Taste perversion




OpBOAOYLOTIKN
xopriynon

| EKAOINE 08/05/2017

2 O IaTPOr
Y |

EMNIAOFOZ

BeAtiwon
uxIKNG LYELag KoL ToLOTNTOG {wNG

TWV CX,O'GEVUI)V
®

Zuvepyaoia tou

+ bundoou pe tov

dappakomnoLo



Euxoplotw
yla TNV POGCGOXN COLC

«To ouvaigBnua Tou apdAoyou UTTopEi va XTUTTAOEI GTO TTPOOWTIO OTTOIOVONTIOTE AVOPWTIO OTh GTPOYH O0TToIOUONTTIOTE OPOHOU.
Eivar aoUAANTITO. Z € £vav avBpwTo UTtdpX el TTAVTA KATI akaBopiaTo.

AAAG a€iCel va okepTOUpE TTAVW 0" auTd.» @

Albert Camus



