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«It is a miserable state of
mind to have few things
to desire, and many
things to fear»

Alfred Lord Tennyson




«If there be a hell
upon earth,

it's to be found in a
melanholy

man's heart»
Robert Burton, 1621
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http://www.answers.com/main/ntquery;jsessionid=x0rs0jdl0go4?method=4&dsname=Wikipedia+Images&dekey=Aomelancholy.jpg&gwp=8&sbid=lc04a

MDD IoTopikd 2ZToIXEia

+ 0 ImmokpdTnc Tnv Bcwpoloe (6TTwe AAAWOTE Kal
KdBe Yuxikh diatapaxn) amoTéAeopa duoAsiToupyiag
Tou opyaviopoU (kai 6x1 amoéppola daiHovoKaToxXnc N

OciKAC TIHwpiIacg)
¢ n OUCAEITOUpPYid ouvioTaTo 0€ avWwpaAn €Kkpion,
Oepuokpaaia, | cUOTACN TWV XUHWY TOU OWHATOC

+ 0l Xupoi Tou owpartog (kard Tov Immokpdrn) ATav :
- To aipa
- H Aépgoc
- H mpaagivn xoAn
- H péAaiva xoAn (ekkpiveTal amod Tov oTARva)
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//upload.wikimedia.org/wikipedia/commons/1/1b/Gautier_-_Salpetriere.JPG

Lifetime Prevalence of DSM IV disorders
National Comorbidity Survey Replication

(n=9282)
Any anxiety dis 31,20%
Any mood dis 21,40%
MDD 16,90%

12,50%

12,10%

9,20%
6,80%

5,70%

4,70%

Specific phobia

Social phobia

Adult/child separation anxiety dis
PTSD

GAD

Panic dis

BD type I & II 4,40%
Dysthymia 2,50%
OCD 2,30%

1,30%

0,00% 10,00% 20,00% 30,00% 40,00% 50,00% 60,00% 70,00%

agoraphobia without panic

Kessler RC et al Arch Gen Psychiatry 2005; 62: 593-602
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Percentage contribution of underlying health
conditions to the number of years lived with
disability in the European Region in 2004

The global burden of disease: 2004 update. Geneva, World Health Organization, 2008



Contribution of Non-communicable diseases disability-
adjusted life years

Musculoskeletal Disorders
4%

Digestive Disorders

6%
Rispiratory
Disease
8%

Endocrine

Other Non-communicable 4%

Diseases
7%

Unipolar Affective
Dis 10%

Schizophrenia 2%
Neuropsychiatric Bipolar Affective Dis 2%
Disorders Dementia 2%

29% .
Substance-use Dis 4%
Other Mental Dis 3%
Epilepsy 1%

Other Neurol Dis 2%
Other Neuropsych Dis 3%

Dis = Disorder/s; Neurol = Neurologic;
Neuropsych = Neuropsychiatric

Prince et al. Lancet 2007; 370: 859-877 T Cabeckinstitute



MDD : EmidnuioAoyika XapakTnpioTiKa

= Aia piou emikpdathon : 16.6% w 12.7%

* ETAoia emikpdtnon : 6.7% ®

= 52% Twv TTAOXOVTWV giXav Tov Q 21.3%
TIPONYOUKEVO XpOVO AiTnoOn ApWYAC

yid avakoug@ion dmod Td CUUTTTWHATA
TWV
= KUpld amo 1aTpo TpwToPAduIac
mepiBaAyncg (32,5%) mapd
yuxiaTtpo (20.6%)

National Comorbidity Survey R L



12 month prevelance of mental disorders in
Europe in 2011#

Opioid dependence
ocD

Bipolar disorder :

Eating disorder
Mental retardation

Cannabis dependence |

Psychotic disorders
Personality disorders
PTSD

Conduct disorder
Alcohol dependence
Somatoform disorders
ADHD

Major depression
Anxiety disorders

0.4 (1.0)
0.7 (2.9)
0.9 (3.0)
0.9 (1.5)
1.0(4.2)
1.0 (1.4)
1.2 (5)
1.3 (4.3)
2.0 (7.7)
3.0(2.1)
3.4 (14.6)
4.9 (20.4)
5.0 (3.3)
:_ 6.9 (30.3)

14 (61.5)

14

0 2 4 6 8 10 12

12-month prevalence in percent (no. persons affected)

# Prevalence "best estimate”, conducted in EU-27 countries, plus Iceland, Norway and Switzerland
* More details available in the speaker notes

Wittchen, H.-U. et al, 2011. Eur. Neuropsychopharmacology (2011) 21, 655-679

B Lundbeck Institute

? Campus



Contents lists available at SciVerse ScienceDirect
Journal of Affective Disorders
journal homepage: www.elsevier.com/locate/jad \

Major depression in the Era of economic crisis: A replication
of a cross-sectional study across Greece

Research report

Marina Economou **, Michael Madianos, Lily E. Peppou ?, Athanasios Patelakis?, Costas N. Stefanis*

* University Mental Health Research Institute (UMMRL), Athens, Greece
® First Department of Psychiatry, Medical School, University of Athens, Eginition Mospiml, Athens, Greece
£ Depariment of Menial Health and Behavioral Sciences, School of Health Sciences. University of Athens. Athens, Greece

ARTICLEINFO ABSTRACT

In 2011, one-month prevalence rate of major depression was found
to be 8.2%, as compared to the corresponding rate in 2008, which

was 3.3%. Significant increases in prevalence rates were observed
for the majority of the population subgroups. A significant

association was recorded between major depression and economic
hardship.



MDD in Greece

One month prevalence : 12,3%

AUEnon amo 2011 puéxpr 2013 : 50%

EumaBéoTepec opddec :
* yuvaikeg (15,6% vs 9 oToug avdpecg)
« £XOVTEC XAHNAG poppwTiké emimedo (20,9 vs 7,2%)
* £1000npa <400€ 1o pnva (50%)
* dvepyor (19,8% vs 9,8 oTouc epyaldpevouc)
* utoamtaoxoAoupevot (16,9% vs 7,2% aToug
TTANPWC amaocxoAoUpEvoUC)

3.10.2013



MDD in Greece

14,00%
12,30%
12,00%
10,00%
8,00%
6,00%
4,00% 3,30%

2,00%

0,00%

2008 2013

ETTIVY, 3.10.2013



MDD : AutokTtovikoTnTa

e ¢w¢ Kal 15% Twv aoBevwyv pe MDD
KATAAAYOUV ATtO ATTOTTEIPA AUTOKTOVIAC

« 6" aiTia BavdaTou n auToKToVvid

oto UK kai 3" via dropa 15-44 etwy

« 11" aitia ©avdrou n auTokToVvid

oe USA (8" oToug dvdpec kai 19" gTig
yuvaikecg) kai 3" yia dtopa 15-24 stwyv
+ 10-15% TWV amomeipa®évrwy
auTokTovia Ba karaAnfouv amo

aqa U} 4Ibld DIAIAS

89XV UOA

UTTINL 848

;'SyL\/i @

véa amomeipa (peydhoc Kiveuvog PL(]th
TOV TIPWTO XPOVO UETA ThV iNn Devon
amomelpa) :

ELIZABETH SIGMUND
AND GAIL CROWTHER




AUTOKTOVIA

e 877.000 dropa o Taykoouio
emitedo autokTévnoav To 20021

* pyia autokTovia ava 30 sec oTnv
upnAio

*105 tnv nuépa otic USA

% BOavdTwv
*AuTtokTovia 1,3%

*Kakonon veomAdopata 23%
*AEE 6,8%

Mann JJ at al: Suicide prevention strategies:
A systematic review JAMA 2005;294:2064-74



Time trend analysis of suicide rate in 50 US states &
District Columbia between 1999 and 2010

125
Onset of
recession
12-0
o
S Excess deaths: 4750
© 11.54
=
]
=N
m ]
& :
§ 11.0- |
3 E
]
105 - ;
/ 5
The Lancet Y E
0 | I I I I I I I I
NOV 24/ 2012 1999 ZOIOO 2C'|01 2002 2003 2004 2005 2006 2007 2008 2009 2010
Year

Aaron Reeves, David Stuckler, Martin McKee, David Gunnell, Shu-Sen Chang, Sanjay Basu



EmikpdTnon tn¢ MDD aTa duo ®UAa
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Kessler RC, et al. J Affect Disord. 1993;29(2-3):85-96.



Mia pépa pac Maipng

Eipai n Maipn TTavayiwTtapd pia epyalopevn pntépa pia KaAf
VOIKOKUpPA.

Acev gipal TimoTa To oTéoIdA, TO KATATTANKTIKO, Eildl AuTé
TToU Aépe deiypd TUTTIKO.

MoAic Eumtvhow To Tpwi, TOAU Ttpwi, Ttpiv Enpepwacl dnAadh
KaAd-kaAd,

Aéw amoé péoa Hou HouAdpl onkw vTUOOU YIdTi edW o€
TepIHEVOUvVE TTOAAd

Kal TOTE TpéXW va EUTTVAOW, va Tdiow, va TToTiow Kdai va
vTUow Ta Ttaidid

evw TtapdAAnAa etoipalw Tpwivo yid Tov Ttdad.

Tou To Thydivw aTo KpePdTi KI auTopdTwe Katepalw Ta
Taid1d 0To OXO0AIKO,

TTdw YpdHUn Yid va Yywviow Ki 0 Xaodmh¢ Heg aTh gwouplia va
HOU TTIAVEI KAl TOV KW...

va 'XWw TO VoU Hou KABe pépa yid TTOUKAHIoo Kdl owPpako
KaivoUpio kaBapo

KI aAipovo pou av To {exdow Kai dev Pppel {£0TO vePO.




KoIVWwVIKOOIKOVOUIKEC ETTIITITWOEIC TNC
KaTdOAiyng

Annual Cost of Depression in

the US: $83.1 billion?

31%
. $26.Lbi|lion in
/ , irect
¢ 167 d1a piou emikpdTnon e
The MDD, otic HTTA/! 62%
$51.5 billion in
/4 4 14 reduc-ed-
¢ 2UVOAIKO €TACIO KOOTOC productivity
=$83 billion
- 62% amo anwAeia $5.4 billion
TAPAYWYIKOTNTAG morltnality
1. Kessler, RC JAMA. 2003; 289:3095-3105. 8 |

Greenberg PE, et al. J Clin Psychiatry. 2003;64:1465-1475. 2004



Mood disorders bears the highest total costs of mental
disorders in Europe 2010#

#27 EU countries plus Switzerland, Norway, and Iceland

Eating disorders
Somatoform disorder
Child/Adolescent disorders
Personality disorders
Mental Retardation
Addiction

Anxiety disorders
Psychotic disorders

113405

I I I I I I 1

0 20000 40000 60000 80000 100000 120000
Total cost per disorder (million € PPP 2010)

* Mood disorders includes major depression and (prevalence 6.9%) and bipolar (prevalence 0.9%)
PPP = purchasing power parity

Mood disorders

Gustavsson et al., Eur Neuropsychopharm (2011)21,718-779 % t‘;’:::&ck Institute



H TTAcioyngia Twv AagBevwv pe MDD Avagépouv
2 npavTikn Ekmrwon Tng AsiToupyikoTnTac

2 UVOAIKA €KTITWON TNC AEITOUPYIKOTNTAG, OTIWCG
avagpépeTal amod Toug aoBeveic* pe MDD (n=622)

KaBoAou 3% 87% Twv aoOevidv avépepav
"Hmia 10% HETPIa Ewg oAU goPaph
OUVOAIKN EKTTWON TNC
AEITOUPYIKOTNTAC

H ocopapotarn n woAU ocoPpapn
EKTTWON avaPepOnke oe
peyaAUtepo Ppabuo otov Topéa/
TEDIO «KOIVWVIKOG pOAOC»
(43%)

* EkmTrwon Tng AsiToupyikoTNTACg, EKTIHWHEVN Ppdoel TG KAipakag
AvikavoTnTa¢ Sheehan

Kessler RC, et al. TAMA. 2003;289(23):3095-3105.



MDD : Enidpaon oTo mpoodOoKIHO

TNG Emipiwong

e eAdTTWoN Katd 10 £1n



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

Emikpdarnon Tng MDD oe Xpovia
2 wpatikd Noonpara

[Mevikoc TANBUaUOC 5.8%
Xpoviw¢ TAoxovTeC 9.4%
NoanAguopevol 33.0%
Older Inpatients 36.0%

TTepimarnTikoi e CA 33.0%
NoaonAcudpevor ue CA | 42.0%
AEE 47.0%
Euopaypa 45.0%

Noaoo¢ Parkinson 39.0%

0% 10% 20% 30% 40% 50%

g‘red from: WPA/PTD Educational Program on Depressive Disorders. Gavard JA, et al. Diabetes Care.
199 16(8):1167-1178.



EvykepaAikn arpoyia otnv MDD?

ATPo@id TOU ITTTOKAUTIOU OThV KATAOAIyn

PuaioAoyIkoC KaTtaOAImTIKOG

Bremner JD, et al. Am J Psychiatry 2000;157(1):115-118.
Reprinted with permission from JD Bremner.



MDD Patients May Have a Lower
Hippocampal Volume at Disease Onset

.
o

Whole Brain Volume (cm?3)

0.0

3.5
3.0 1

2.5 1
2.0 1
1.5
1.0 7
0.5 1

N-HV Left

N-HV Right

0 MDD

BHC
*p<0.000

MRT comparison of N-HV in non-medicated first episode MDD patients

(n=20) versus healthy subjects (n=15)

HC=Healthy controls; MDD=Major depressive disorder; MRI=Magnetic resonance imaging;
N-HV=Normalized hippocampal volume (hippocampal volume/whole brain volume x 100).

Kaymak et al. Eur Arch Psychiatry Clin Neurosci 2009; Sept 12 2009. [Epub ahead of print].
doi: 10.1007/s00406-009-0045.



Areas of the Brain Implicated in MDD

Prefrontal
cortex?

Insular
cortex!
Anterior cingulate
cortex3
Hippocampus®

1. Kennedy SE, et al. Arch Gen Psychiatry. 2006,;63:1199-1208. 2. Drevets WC. Curr Oﬁ}in Neurobiol. 2001;11:240-249.
3. Whittle S, et al. Neurosci Biobehav Rev. 2006;30:511-525. 4. Schlaepfer TE, et al. Neuropsychopharmacology.
2008;33:368-377. 5. Gaughran F, et al. Brain Res Bull. 2006;70:221-227. Brain image courtesy of ATL.



Decreased Activity in DLPFC
and dACC in Patients With MDD

¢ Areas of increased activation in patients with MDD at rest and
decreased activation|blue Jcompared with controls

. : LOPFC, VMPFC, amygdala, thalamus, caudate

¢ Decreased activity: DLPFC, insula, pregenual and dACC, superior
temporal gyrus

dACC=Dorsal anterior cingulate cortex; DLPFC=Dorsolateral prefrontal cortex; LOPFC=Lateral orbital
prefrontal cortex; MDD=Major depressive disorder; VMPFC=Ventromedial prefrontal cortex.

Fitzgerald. Hum Brain Mapp 2008;29(6):683-95.

ATCYMO00010 Nov 2009



Patients with MDD May Have Smaller Medial
Orbitofrontal Cortices than Controls

800
*P=.02 vs comparison by ANOVA
700 -
W Comparison subjects (N=20)

600 - Major depression (N=15)

gyrus

o
o

rectus)

v&lum%(mm?-.)
o

o
o

Orbitofrontal cortical (

Image reprinted with permission from Elsevier

o Patients with MDD had 32% smaller MOFC (VMPFC) than controls

ANOVA=analysis of variance; MOFC=medial orbitofrontal cortices; VMPFC=ventromedial prefrontal cortex.

Bremner JD, et al. Biol Psychiatry. 2002;51:273-279. Copyright © 2002, by permission from Elsevier.



Katd®OAiyn : Mia kKAivikd eTepoyevic diatapaxni

-

— -

. OAiyn? Auokoliec otnv: AN
/! Ayxog 1.2 Mpoooxn, ouykévipwonl34

)/ EuepebioTotnTal Mvrjun 2 34 *

) Avnodovia 12 AQyn atro@doewv?2 \
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\ AuTrvial /]
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‘ Kepahayia> )/
JWUOTIKOL  ZTopaxika mpopAdpartats 7
N OwpakaAyios Rl

e = = =

(1) American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition. Arlington, VA: APA; 2013. ; (2) World
Federation for Mental Health. Depression: a global crisis. 10 October 2012. Available at http://www.who.int; (3) Fehnel et al. CNS spectrums 2013
(1-10); (4) Hammar et al. Front in Hum Neurosci 3 (2009); (5) Bair M. Archives of internal medicine 163.20 (2003): 2433-2445; (6)Clayton A. Effects
of Psychiatric lliness and Medication on Sexual Function http://www.medscape.org/viewarticle/482059 3; accessed 29 September 2014



Depression — the Diagnostic and Statistical Manual (DSM-
IV) criteria for major depression?

represent a change from previous functioning: at least one of the symptoms is either 1) depressed
mood or 2) loss of interest or pleasure:

Depressed mood for most of the day,

based on self-report or observation of

others See next slide for criteria
Marked reduction or loss of interest or B-E

pleasure

in nearly all activities for most of the day

- At least five of the following symptoms have been present during the same 2-week period and

Significant non-dieting weight loss or
weight gain

4 Insomnia or hypersomnia

5 Psychomotor agitation or retardation Any 5 MaJ or

(observable by others)

6 Fatigue / loss of energy

7 Feeling of worthlessness or excessive /

inappropriate guilt

Depression

Qa6

8 Diminished cognitive function
(reduced ability to think or concentrate)

Recurrent thoughts of death and/or

suicide,
Suicide planning, or a suicide attempt

. .
(1) American Psychiatric Association. Diagnostic and statistical manual of mental disorders: DSM-IV. 4th edition: American ? g:;#gue:k Institute

Psychiatric Association. 1994:866



AiayvwoTikéc Auoxépelec

» Protean clinical manifestations
+ TTARBoC KAIVIKWY pHoppwv
- MDD
- AvoBupia
- KatdOAiyn pe yuxwTIKA XAPAKT.
- MeAayxoAikoc umtoTumtoc MDD
- AimtoAIkA KaTtddAiyn
- Minor depression
- Subtrheshold depression
- ATUTIN KATABAIYN.....




2 UPTTTWHATA otnv KardaBAiyn

2. uvoda
* OAiyn * MeTtapoAn oTtnv « Ayxog, popieg
- AUTOKTOVIKOTNTA opegn / pdpog - EUKoAo KAQupa
- Avndovia * EMeyn , » MeAayxoAikéc
. AlgBAuaTa EVEPYNTIKOTNTAC OKEVEIC
aval16TnTac * MeTapoAn othv /@\VOC//

YUXOKIVNTIKA

- ATtpoopopn eVoxn )
dpaoThplOoTNTA

+ IdeoUNPUKACHOC
- EuepeBioTdTNTA

+ EAdTtTwon ’
IKavoTNTAG Yid YTTCPDC{A'KH
OUYKEVTPWON avnouxia yia tnv

e, , OWHATIKA uyeia
- AUTvia, uttepuTtvida




Ta emwduva cwHaTIKA CUUTTTWHATA €ivai
ouvhBn oTnv KaTdOAiyn

Kata®OAimTikoi , , ,
O1 peAéTec apopouoav KaTdOAIyn Kai

£TTWOUVA CUUTITWHATA
TepiAapuPavopEvwy Twy:

¢+ KepaAaAyia
OoyuaAyia
AuxevaAyia
ApBpaAyia
AAyoC dkpwyv
OwpakaAyia
TTueAiké dAyoc
KoiAlaké dAyocg
AAyoc, vevikd

MDD without
PPS 35%

MDD with PPS
65%

® & & & O o o o

Méan emikpdTnon amé 14 peAéteg mou
goTialav ota emwoéuva CUUTITWHATA
Twyv acOevwy pe KatddAiyn

Bair et al. Arch Intern Med 2003;163(20):2433-45.



Ta ocwpdaTika cUPTITWHATA €ival ouxvd To KUpI1o
evoxAnua Twv aocBevwy pe peiCova katdOAiyn

KUpio aiTio emiokeyng, 6TTwe
avapépOnke amd Toug
KataOMITTTIKoUGC aoBeveic

31%

Eixav yuxika
KAl owpaTIKA , , )
ouUUTITWATA ¢ 2¢ 01€0vN peAéTn 1146 aoBevv pe
MDD, 69% avépepav povo
2,9/" , oWUATIKA CUUTTITWHATA Gav diTid ThG
ixav poévo , , '1
S EMIOKEYAC TWV OTOV 1ATPO
OUHTTWHATA ¢ 2¢& dAANn peAéTn, 76 % Twyv aoBeviv

TTou dlayvwodnkav pe KatabAiyn f
dyxo¢ €ixav owWHaTIKd evoxAhuaTa?

1. Simonet al. N Engl J Med 1999;341(18):1329-35.
2. Kirmayer et al. Am J Psychiatry 1993;150(5):734-41.



Ta YmoAeippatikd Zupntwparta tng MDD 2uxvad
TTepiAaupdvouv 2wpaTika 2ZUPTTWHATA

EmikpdTnon Twv owpdaTIKWyY UTTOAEIUHATIKWY CUUTTTWHATWY

Nonphysical Symptoms

n/N =
>90% 18/19

Physical Symptoms

¢ ATO6 Toug aoBeveic pe umoAsippaTikd oupmtwpara, >90% éxouv AMa £wg
HETPIA CWHATIKA CUUTTTWHATA

Physical symptoms measured by HAMD17 item 13 (somatic symptoms general)

Paykel et al. Psychol Med 1995;25(6):1171-80.



2 uvapn Emwouva ZupumtwuaTta othv ApXIKA
EkTipnon amé Tou Iatpouc

O No Pain
(N = 551) >710 72.1% TWV doBevv
W Relevant Pain He dAyog dev UTTpXE
(N = 3957) opyavikh e¢Aynon yia To
dAyoc Twv

~

@ Organic Pain
(N = 551)

Number of nonmissing
observations = 4508

B Nonorganic Pain
(N = 3957)

Number of nonmissing
observations = 3892

Schneider et al. Poster presented at DGPPN, Berlin Nov 2008



Evdexopevn Emidpaon Tne katdOAiync kai
Tou dAyouc othv TTapaywyikoTnTta

14
N = 21,425

12 -

S

210 - 9,4

)

o

2 8 -

8

5 ©° 45

;' 4 - 3,6

5

0 l

PPS Without MDD MDD Without PPS MDD and PPS

Demyttenaere et al. J Affect Dis 2006;92(2-3):185-93.



Identifying Bipolar Depression:
Hints From Current Symptoms

BIPOLAR DEPRESSION
More:
Time sleeping
Overeating
Comorbid anxiety
Motor retardation
Mood lability during episode
Psychotic symptoms
Suicidal thoughts




Bipolar Spectrum Disorders

TTépav Tou evocg emeicodiov kKaTdOAIyng

1. AimoAikA diatapaxh oc 1°v paBuol ouyyevA Kai/n
2. Bpaxeia umropavia (didpkeiac 1-3H)

3. EmmAfov TouAdxioTov 2 amo Ta :

1.

KukAoBupikn R utepBupikh TpoowmikoTNTA (TTPO TG
KaTdeAiync)

Ymotpomidlovra kataBAImTikd emeigédia (>3)

Bpaxéa, umotpomidlovra kataOAITITIKA £TTe10001d
(ouvnBéaTepa amo 1 oTo Tpipnvo)

2 UUTTTWHATa dtumng kata@Aiyne (umeppayia, umepumvia)
Emei06d1a YuxwTIKAC KaTd®Aiyng
TTpwipn eppdvion katddAiyng (<25 eTwv)

The faces of Manic-Depressive Illness, Janusz Rybakowski, page 60



Bipolar Spectrum Disorders

TTépav Tou evocg emeicodiov kaTdOAiyng
1. AimoAikA diatapaxh oc 1°v paBuol ouyyevA Kai/n
2. Bpaxeia umropavia (didpkeiac 1-3H)
3. EmmA£ov TouAdxioTov 2 amo Ta :
7. KardOAiyn tnc Aoxeiac

8. [I'pAyopn amwAeia Tng 0pdong Twv avTIKATABAITTTIKWY

9. Amouaia PeAtiwong evog dedopévou KaTaBAITTTIKoU
eTelgodiov Ttdpd TIC 3 N TTEPITOOTEPEG AVTIKATAOAITITIKEG
OOKIMEC

The faces of Manic-Depressive Illness, Janusz Rybakowski, page 60



The Hidden Cost of not Treating Major
Depression

o Mor"raln'y
30.000 éwc 35.000 auTtokToviec avd £Toc!

- Moipaia atuxnpata Adyw emnpeacpol mTpodoxhc /
OUYKEVTPWONG

- ©Odvarto¢ amo diatapax€EC Tou miOava cival uttoAcippara
NG KaTddAyng (Ttx katdxpnon dAKooAIKR)

+ Patient morbidity
- ATOTTEIPEC AUTOKTOVIAG
ATUXAHATA
ATtoppEoVUoeC Vool
ATIWAEId epyaaciag
Katdaxpnon ouoiwv
AToTuxia emiTeuEng oToxwyv (kapiépa)

1.Janicak PG et al: Principles & Practice of Psychopharmacotherapy 4™ ed


http://www.google.gr/url?sa=i&rct=j&q=depression&source=images&cd=&cad=rja&docid=ijbSUEh1-5zqjM&tbnid=DrvgbYr20_u22M:&ved=0CAUQjRw&url=http://en.wikipedia.org/wiki/Great_Depression&ei=1eRWUcEfgdw636aAyAo&bvm=bv.44442042,d.ZGU&psig=AFQjCNHfnR6ZDbdCkQ-Mnr2iG88TSTulmQ&ust=1364735538781146

The Hidden Cost of not Treating Major
Depression

+ Societal cost
- AUOAEITOUPYIKEC OIKOYEVEIEC
- ATTOXN aTo epyaoia
- Meiwpévn TapaywyikoTnTa
- Epyatiké atuxnua

- EAATTWON TOI10TIKAC amédoong
OoThv £pyaaida

1.Janicak PG et al: Principles & Practice of Psychopharmacotherapy 4™ ed



AVTIHETWTTION
Tn¢ KatdOAiyng

.




MDD - AvTigeTwmion

¢ YuxoOepameuTika

- Cognitive-Behavioral Therapy ( CBT )
* Interpersonal psychotherapy ( IPT )

- Cognitive Behavioral-Analysis System of Psychotherapy (
CBASP)

* Psychodynamic-Interpersonal ( PI )

¢ ®appakeuTIKA
*  avTIKATaOMITITIKA




Tapdooel Toug avBpwIouC

OV Ta TpAypHartda, aAAa Ta mep!

TWV TTpadypUdTwy doyuaTd
EmikTnToC

e

2SRl ST denrainl zw\mcht‘:-ll WABL
Ne 2ATThHuaR % zulﬁq)&’é( czesl wiivar '\b){“‘* S




TToAAoi kaTtaBAiITtTIKOI agBeveic, OTOUC OTTOIOUC
avayvwpiobnke n katdBAiyn, Tapapévouv Xwpic
aywyn

Xwpic aywyn
Y10 omoladnmoTE
aywyn

Kessler RC, et al. JAMA. 2003;289:3095-3105.
Results from the National Comorbidity Survey Replication



NT petaPpoAéc oTnv
KaTdOAiyn

Picasso


//upload.wikimedia.org/wikipedia/en/0/07/Pablo_Picasso,_1902-03,_Femme_assise_(Melancholy_Woman),_oil_on_canvas,_100_x_69.2_cm,_The_Detroit_Museum_of_Art.jpg

Movoapivikh Yo0eon tng
KaTtaOAiync

H katda®Aiyn opeileTal oe Hovoapiviki
évoeia (EAAeiyn NA, SER n DA)

O1 evdeifeic yia Tnv 0pB6TNTA TNC
uTt0OEe0oNnC auTnNC HAAAoV EPpETEC TIX

- npeoepmivn (a monoamine }
depleting factor) ouxvd mpokaAei ¥

onoamines

KaTaOAiyn - %
- Td avTIKataBAITITIKA dipouv Thv D er \
eTtwduvn uttepOupia (katadAiyn) P2t



Movoapivikh YToBeon tng
KaTta@Aiync

H évdeia auth TpokaAsiTal péow
£VOC ayvwoTou pnxaviopouU (iowg
ouvetreia stress, pappdkwy KTA )

H opolooTaTikh avramokpion Tou
opyaviopou oTtnv £voeid auTh
ouvemdyeTal au¢non Tou apiOuou
R/ Kal TNG evaiodnoiag Twy
HETACUVATITIKWY HOVOAUIVIKWY
urtodoxéwv (up regulation)




Movoauivikn YmoBeon

Reserpine Imipramine

A methyl Dopa MAOT
AMF
Cocaine

Monoamine level




rauwolfia serpentina




rauwolfia serpentina



AvagépeTal 0TI XopAynoe
Rauwolfia oTov TTToAcpaio

yid ThV AVTIHETWTION TPAUHATOC
ato donAntnplacpévo PEAOC




Reserpine

CH:0 OCH,

OCH,

OCH,



http://upload.wikimedia.org/wikipedia/commons/d/d6/Reserpine.png

SLC18 transporters
VMAT1 and VMAT2

°
Monoamine
2 el

SLC6 monoamine transporters
DAT, NET, SERT

VMAT; : kUpia ékgppaon oto TTNZ kai ota veupoevdokpivh KUTTApA
VMAT, : kUpia oTa povoapivepyikd KUTTapa Tou KN

A 4




tyrosine
transporter

TTapaywyh l
Tnc NA

' NE (norepinephrine)



AUPETAYIVEC

‘Exouv xpnoipotoinOei oav avTikataBOAITTTIKA
Au€dvouv Ta povoapivikd emitteda Aoyw:

- aufnonc Tnc MA ameAsuBépwonc

- eAdTtTwoncg Tnc MA emavampocAnyng

- MAOI dpaoThpioTnTa

Au€dvouv Tnv YuxoKIvnTIKAR dpacTnploTnTA
TTpokaAoUv avopelia

Emepépouv digyepon Tou KNZ

BeATiwvouv Tnv 01d0¢son

Movo oav coactive pdpuaka

( mBavd ) au€dvouv Ta emiTteda Tou avTIKATABAITITIKOU
TTpwivi xopnynon ( x Ritalin 5-30mg )



== dopamine
noradrenaline nerve terminal

== amphetamine

< w :
re-uptake amphetamine == dopamine

transporter binding “"re-uptake
site = transporter

noradrenaline

noradrenaline
receptor
synaptic / .
cleft / - dopamine
/ receptor

©CNSforu

AM® .
Mnxaviopocg
Apdong



Iimpapivn

ANopiké avdAoyo Tnhe mtpopadivng

AilamioTwon avtikataBAITTTIKWY 1810TATWY améd Tov Kuhn
(1957)

EpeAeTdTO WC AVTIYUXWTIKO

O idi0¢ avépepe OTI TNV AVAKOIVWON TOU £KAVE O€
akpoathpio 12 aropwy

AvakdAuyn Tou pnxaviopou dpdong amo Tov Julius
Axelrod (Nobel)

CH,CH,CHN(CHa), ® HCH

C1gHosNy® HC1 MW = 316.88



Tofranil 7%
0 ranl S.C. Tablets "’f/.-._ i

(Imipramine Hydrochloride)

) NOVARTIS

Antidepressant, Anti-enuretic




Julius Axelrod
1912-2004

* Nobel prize 1970

* U10¢ KaAaBomoloU, uttépalAe
aiTthon o€ TTOAAEC 1ATPIKEC OXOAEC
aAAd dev €yive OEKTOC

* via 11 éTn epydoOnke oav
TEXVIKOC gpyaaThpiou ato N York
City health laboratory, 6mou
peAeToUOE TO PITAMIVIKO TTEPIEXOUEVO
TWV TPOPWYV

* eKei €paBe va avamTuooel akpipeic
pneodouc poadiopiopol pappdKwyv

* KpigIgo onpeio oTnv Kapiépa Tou h
avdAnyn amoé To €pyacTApPIO TTOU
epyaloTav Tng digpelvnong Tou vidarTi
n Ahyn tapakeTapodAnc audver Ta
emiTteda TNG peOaipooaipivng




Julius Axelrod
1912-2004

* Nobel prize 1970

* 70 1950 mtARye oTo veooUoTaTo TOTE
National Institute of Health

* o€ hAikia 42 eTtwv, melopevog amod
@iAoug Tou, éAape phd (6Aa Ta péxp!)
TOTE EMITEVYUATA TOU TA £KAve aTtAd
WC¢ TEXVIKOG

- 0 Seymour Kety Tou {ATnoe va
dlamioTwaoel av o HeTaPoAIouog TnG
adpevaAivng civar diatapaypévog
othv oxi{oppévela

* OThV HEAETN AUTA avakdAuye Thv
COMT

* gTnVv ouvéxela diamioTwaoe 0TI O
KUPI10C HnXaviopog adpavoToinong
TWV Povodpivly gival n etavamnpoo-
ANYA Twyv




Nobel Prize 1970









http://profiles.nlm.nih.gov/HH/A/A/B/A/

Monoamine Hypothesis of Depression

normal state - no depression


//upload.wikimedia.org/wikipedia/commons/1/1a/Gray728.svg

Monoamine Hypothesis of Depression

\ﬂ"’////}}/j - __—_-.__',“--/
=

depression - caused by
monoamine deficiency


//upload.wikimedia.org/wikipedia/commons/1/1a/Gray728.svg

Monoamine Hypothesis of Depression

receptors upregulate
due to lack of monoamines


//upload.wikimedia.org/wikipedia/commons/1/1a/Gray728.svg

@mh KAaTdoTaon, amouadia katadAiyn

Monoamine
neurotransmitter

MAQO enzyme
destroying
neurotransmitter




@lwn, TpokAnBcioa amo MA é@




TTpo¢ Ta mavw pUBuion (upregulation) Twy
UTT000X EWV




Neurotransmitter Receptor Hypothesis
of Antidepressant Action

A antidepressant blocks the reuptake pump,

increase in NT causes receptors
causing more NT to be in the synapse to downregulate



tyrosine
transporter

TTapaywyh l
Tnc NA

' NE (norepinephrine)



TepuaTiopocg
dpdong Thg NA

v b

MAO-A or B
destroys NE

\

MAO-A or B

destroys NE @ @

norepinephrine
transporter

destroys NE



NA Receptors

norepinephrine
transporter
(NET)

synaptic cleft

noradrenaline

alpha-1

receptor

postsynaptic
alpha-2A
receptor

\/
|

v

alpha-2C
receptor

postsynaptic
alpha-2B
receptor

postsynaptic peta-1

VMAT2

&

receptor
= beta-2

presynaptic
alpha-2
autoreceptor




To Nopaopevepyiko 2uoThua

Neocortex

~ Thalamus

Hypothalamus
Temporal lobe -~

Locus coeruleus
Cerebellum

To spinal cord



Symptom dimensions
of a MDD Episode

apathy/
loss of interest

depressed mood

— one of these required

(- ( sleep disturbances ) d psychomotor b o
ene AGITATION
appetite i
changes -
\ \ o= four more
e Of these
required
suicidal
ideation
\_ worthlessness 2 \ executive dysfunction )



//upload.wikimedia.org/wikipedia/en/0/00/Pablo_Picasso,_1901-02,_Femme_aux_Bras_Crois%C3%A9s,_Woman_with_Folded_Arms_(Madchenbildnis),_oil_on_canvas,_81_%C3%97_58_cm_(32_%C3%97_23_in).jpg

pleasure

_ . psychomotor
concentration ~ IMErests o o (physical)
interest/pleasure fatigue/ _

energy e —ym—

psychomotor
fatigue (mental)

guilt
suicidality
worthlessness
S ® 2 psychomotor
fatigue (physical
suicidality tit
worthlessness PRPERE

mood


http://www.rdiconnect.com/wp-content/uploads/2014/04/brain.jpg

Frontal 1 Depression

beta 1

receptor

[1pofoAn tou umouéAava TOTTOU aTOV TPOUETWTILALO PAOLO Kat HEow
B; HETAOUVATTTIKWY UTTO00XEWY, CUHHETOXN aTnv puBuwan tou
ouvalodnuatoc




Frontal 2 Attention

r&'{)hx’:‘l ;)
recepltor

['1pofoAn tou umouéAava TOTTOU aTOV TPOUETWTILALO PAOLO Kat HEow
a, HETATGUVATITIKWY UTTOO0XEWV, GUUIETOXN aThV pUBULON YVWOTIKWY
Asttoupywwv ( mpodoxng KA )



Limbic

Energy Level Agitation Emotions

[1pofoAn tou umopédava tomou atov limbic @Aolo, auppetoxn atnv
puBuLon:

* guvalodnNuatog

* YUXOKWVNTIKNG Opaatnpotntas ( avaotoAn N OlEyepan )

* EMUTEDOU eveEPYNTIKOTNTAS ( {wTKOTNTAS )



Cerebellum

['1poPoAn tou umropéAdava Tomou athv TTapeyKeWaAida, EAeyxog
Kwwhoswv ( mx tpoouoc )



Brainstem Blood Pressure

[1pofoAn tou umopéAava TOToU g Kapdlayyelakd KEVTPA TOU
EYKEPAAKOU aTEAEXOUG, OUUHETOXN aTOV EAEYXO TNG aPTNPLIKAG
mileong



Tachycardia

NopadpevaAivn amo petayayyAlakoug VEUPWVES TOU
ouuTaBnTIkoU, €EAeyxo¢ TNG KapOKAG auxvoTnTag



Bladder Urinary Retention

Nopaopevalivy amo UETAYaAYYAIAKOVS VEDPMWVES TOV GCOUTAONTIKOD,
EAEYYOG THS KEVWGHS THS OVPOOOYOV KVGTHS



Treatment Phases

-

\_

Acute

(8-12 epdopadec)

~N

-

J

\_

Continuation

(6-9 uhveg)

~

J

4 )
Maintenance

(1 n tepiogoTEPA £TN)

- J




Basic Principles of Depression Treatment
in American & European Guidelines

- Acute Treatment

- TlpaypartomoicioTe TARPN d1ayVWOTIKA EKTipHNOoN
- EKTIpEioTE TOV Kivduvo PAAPNC Tou eauTol A TpiTWV

- EkTipcioTe oTpeooyovouc mapdyovTeg Kal (nTAHATA
uyeiacg

- EmA&ETE TOV KaTAAAnAO TOTTO BepaTeiag
- E€aTopikeloTe To OepameuTIKO aXED10




Basic Principles of Depression Treatment
in American & European Guidelines

+ Acute Treatment
- BepaiwBceite yia Thv avdykn Hakpoxpoviac aywyng
- XpNOIHOTIOIEIOTE TR €TTAPKA dOoN Yid £TTAPKA XPOVO
- E€aopahioTe ppovTida Ppaciopévn oc HETPADEIC
- 2ToXeuaTe Thv Upeaon




Basic Principles of Depression Treatment
in American & European Guidelines

+ Continuation Treatment
- 2uvexioTe Tnv aywyh via 2 6€wcg 9 pnvwy didoThua pe
TRV 000N TTOU TTETUXATE ThV UPEoN
- 2Xe0IA0TE TAKTIKEC ETIOKEYEIC TOU AoOevoUg
- TTapakoAouBceioTe
« Tnv cuppoépypwon
* [1d TUXOV onpeia UTTOTPOTIAC




Recurrence after Recovery from
index episode of MDD
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N=378 povomoAikoi kataBAITTIKOI Lavori et al 1994



Recurrence after Recovery from
index episode of MDD
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O kivduvog utoTpoTnG e€apTdTal Amo:
* Thv OIdPKEId TOU £TTEICOOIOU
* TOV dp1Buod Twyv emeigodiwy

o J




Basic Principles of Depression Treatment
in American & European Guidelines

* Maintenance Treatment

- 2.UVEXIOTE TNV AYWYA YA TTEPIGAOTEPO TOU £TOUC
01doTNHA oThV TTAEIOVOTNTA TWV TTEPITITWOEWY KAl
oTav Kp1B¢i okOTIUN N O1AKOTIA TOU YApHAKOU,
OIaKOYTE TO TTPOOOEVUTIKA

- 2Xe01A0TE TAKTIKEC ETMOKEYEIC TOU AaOeVOUC
- TTapakoAouBceioTe

« Thv cuppoppwoaon

- [1a TUXOV onpeia UTTOTPOTIAC




emissiqn overy (from episode)
Our mission
IS remission

Relapse
\
\
\
\
.................................................................. TR e R, S
Response \ \ \
\ \ \
\ \ \
\ \ \
Formal syndrome A '
Acute Continuation Maintenance
Treatment phases (8—12 weeks) (6—9 months) [(1 or more years)

Time ——»



OepameuTikoC oToxoc otnv MDD: Remission

Safety & Tolerability

Euthymia
Recovery

Response

Efficacy

>
=
| -
()]
>
(<}
(7]

Syndrome

Treatment Phases 2

- Delay Time t
Treatment Goals 2 SISl Major Dgpar)ésslmg I?pisode

Nonadherence %5 up to 50%- up to 70% - \

> >
10-12 weeks 12 weeks

1. Kupfer DJ. J Clin Psychiatry 1991;52(5 suppl):28-34. 5. Lingam R, et al. Acta Psychiatr Scand 2002;105(3):164-172.

2. APA. Am J Psychiatry 2000;157(4 suppl):1-45. 6. AHCPR Depression Guideline Panel 1993.

3.Lin EH, et al. Med Care 1995;33(1):67-74. 7. VHA/DoD Major Depressive Disorder Working Group 2000 (Module A):1-35.
4. Simon GE, et al. Gen Hosp Psychiatry 1993:15(6):399-408.




How Effective Are
Contemporary Antidepressants?

Antidepressant and Placebo Response Rates
(N=36,385; 262 drug-placebo pair-wise comparisons)

(o)}
o
3

53.8

N
(@]
| ]

p<0.05

B Antidepressants
B Placebo

Response (%)
S

Drug Choice

Papakostas et al. Eur Neuropsychopharmacol 2009;19(1):34-40.
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= == Placebo A

1.5

Improvement (d)
1.0
1

@ - Clinically o
o
Significant © Q
Difference
O
o ] 1 1 | i
16 20 24 28 32

Initial Severity (Baseline HRSD)

Figure 2. Mean Standardized Improvement as a Function of Initial
Severity and Treatment Group

Drug improvement is portrayed as red triangles around their solid red
regression line and placebo improvement as blue circles around their
dashed blue regression line; the green shaded area indicates the point at
which comparisons of drug versus placebo reach the NICE clinical
significance criterion of d = 0.50. Plotted values are sized according to
their weight in analyses.

0O IS rocy ubtabb e PLOS wsoicmt

Initial Severity and Antidepressant
Benefits: A Meta-Analysis of Data Submitted
to the Food and Drug Administration

wring Kinch", Beott J. Oeacon’, Tania 8, Husdo Medina”, Alan Scoboris’, Thomas 1 Meore”, Blair T. Johmea'
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THE

EMPEROR’S
NEW DRUGS

Exploding the
Antidepressant
Myth

IRVING KIRSCH, Ph.D.
T R o




Henry Nasrallah

From the

Editor

Depression treatment seems to be
in a «funk» these days. Armchair
critics, some of whom have never
treated a depressed patient, are
flooding the media & internet with
allegations that antidepressants -
which have helped pts for decades-
are no better than PLC....

Current Psychiatry June 2012



Yoeon (Remission) : Opiopoc

« 2.Xe00V TARPNC utTTOXWPNON TWV CUUTITWHATWY KAl
onpEiwv Tou TpéxovToc emeloodiou!

« Idewdwc o aoBevic dev £XeEl TEPIOAOTEPA CUUTITWHATA
amod KATo10V Tov dev UTTNPEE TTOTE KATABAITITIKOC

« 2.& TTAéOV TTPAKTIKO €TiTredo 0 docOevnc aioBaveTal OTTWG
PO TOU KATABAITITIKOU £Treigodiou

* ATOppoId TWV TTPONYOUUEVWY givdl K IKAVOTNTA ToU
aoBevoUc¢ va etavéAOel oTa Kavovikd yid auTov
eTiTtedd AEITOUPYIKOTNTAG

1. Thase M, J Clin Psychiatry, 1999;60 (sup 22);3-6.


http://ffffound.com/image/37f6825990f4ae537f0667dcfa0dedb4f8235ac0

Yoeon (Remission) : Opiopoc

O1 TpéxovTec oplopoi TnC Lpeoncg Ppaaciovrail oTo KAIVIKO
emittedo Kail dev eival TaBowuaioAoyikoi

Puaikd, n PEATIOTN OgpatreuTikh TTapéupaon ThG
kaTdOAiyng Ba KavovikoTToloUaEe TV UTTOKEIHEVN TNG
diaTapaxnc TaBouaoioAoyikR EKTPOTIN

Aev éxoupe Bdoel OpWC oTo eMiTESO AUTO AKOUN



http://ffffound.com/image/37f6825990f4ae537f0667dcfa0dedb4f8235ac0

Yoeon (Remission) : Opiopoc

+ BaBuoAoyia ¢7 otnv kKAipaka HAMD
- OAa Ta uyin, puaoioAoyikd dropa éxouv paBuoAoyia kATw
Tou 7 oThv KAigaka auTh
- Ta dTopa pe katdOAiyn éxouv ouvhowce PaBuoAoyiec ou
kKupaivovTal ané 15-25 (péon paBuohoyia : 20)
- Apa antaiteital PeAtiwon katd 70% TouAdxioToV yid va
eTITEUXOEi N Upeon

+ BaBpoAoyia <10 ornv kAipaka MADRS

1. Thase M, J Clin Psychiatry, 2003;64 (sup 13):18-25.


http://ffffound.com/image/37f6825990f4ae537f0667dcfa0dedb4f8235ac0

Yoeon (Remission) : Tiari?

« O1 aoBeveic e aTeAn uTToXWwpnon TWV CUUTTTWHATWY
EXOUV
- Aulnpévo Kivouvo UTTOTPOTIAG

- Auinuévn didpkeia Twyv KATaBAITTTIKWY eTreicodiwv (Tdon
yia XpovioTnta) pe ppaxutepeg wdoeic voppobupiag

- Emnpeaopévn AeiToupyikotnta (in workplace)
- Emnpeaopévn KoIVwVIKA AgIToupyIKOTATA

- Augnuévn Bvnoipdtnta (all cause mortality)
- Auénpévn autoKTovIKOTNTAl

- MeyaAUTepo evOEXOHEVO «KVEUPOTOLIKOTNTAC

1. Judd LL et al, J Affect Disorders, 1997;45:5-18


http://ffffound.com/image/37f6825990f4ae537f0667dcfa0dedb4f8235ac0

Distribution of Total Subthreshold &
Threshold Residual Symptoms after
Remission

30

N N
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| |
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-
|
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Symptoms, No.

“‘Reprinted with permission from Nierenberg et al.’




Proportion of Depressed Patients with or
without Residual Symptoms Relapsing After
Remission

105 @ With residual symptoms (n=17)
0.9 A Without residual symptoms (n = 40)

0.8+
0.7
0.6
0.5
0.4+
0.3+
0.2

P<0.001

Proportion Relapsing

0.1
0-

I | | I I I | I I I ] I

| I |
0 2z 3 4 5 6 7 3 9 10 11 12 13 14 15
Months Between Remission and Relapse or End of Study

1. Paykel ES, Ramana R, Cooper Z, et al. Residual symptoms after partial remission:
an important outcome in depression. Psychol Med. 1995;25(6):1171-1180



Residual Symptoms - Predictors for
Poorer Treatment Results

p <.001

60

40

20
25.0%

Percentage of Patients Relapsing
Within 15 Months (%)

Patients With Patients Without
Residual Symptoms  Residual Symptoms
(n/N = 13/17) (n/N = 10/40)

1. Paykel ES, et al. Psychol Med. 1995;25:1171-1180
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H Umtapln UTTOAAEIPPATIKWY CUUTTTWHATWY
oxeTieTal YHE TTPWIHN UTTOTPOTIA

= Epdopddeg mpiv Thv TTpWTH UTTOTPOTH TNG HEi(ovog KATABAIYNG

400 Avdppwaoh Xwpic
UTTOAAEIPpATIKA
= OUUTTTWHATA
2 3,5 popéc peyaAUTepo dvo (n=155)
XX )
9 300 [ POPES H POS XPOVOS Bl Recovery
> With 1 or More
G« S Mild Symptoms
0.2 (n=82)
< & 200 231E
Q
ES
Ed
- 100
.S
35
=
0 1

1. Judd LL, et al. J Affect Disord. 1998;50(2-3):97-108
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Percentage of Patients who Relapsed: 2-
Year Follow-Up Study
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H emiteuln Upeonc PEATIWVE! TV CWHATIKA
Kdl KOIVWVIKA AEITOUPYIKOTNTA

82 -
80 -
78 -
76 -
SF-36 74 -
Shgsr?:s 721
70 -
68 -
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64 -
*p<0.001.
tp<0.09.
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Physical Social
functioning functioning

Doraiswamy et al. Am J Geriatr Psychiatry. 2001;9:4:423-428.

B Partial responders
B Remitters



ANopikéc d1apopEC OTOV ITMOKAUTIO OF
aoOevei¢ He UPean EvavTi EKEIVWY XWPIC
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Functional Benefits of Remission
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¢ Movo ol emiTuyxdvovTteg Upean AsiToupyoUv oe emitteda
OUYKpPIOIUa UE EKEIVA TWV QUCIOAOYIKWYV

Miller IW, et al. J Clin Psychiatry 1998;59(11):608-619.



Official

Journal

of the
AMERICAN
PSYCHIATRIC
ASSOCIATION

Yolume 167
Number 10
October
2010

Supplement to
THE AMERICAN JOURNAL OF

PSYCHIATRY

BETCEEE

FOCUS|

for the Treatment of Patients With
Major Depressive Disorder, Third Edition



MDD - AvripyeTwmion
(APA Guidelines, 2010)

¢+ Acute Treatment

- Oa mpémel va aToxevel TRV €TiTEUEN UPEDNC
Tou MD Episode kai Thv emavodo TngG
AEITOUPYIKOTNTAC OTO TTpovoohpo eTTiTred0

- TTepiAappavel

- ®appakoBOepameia

- Depression focus psychotherapy

- 2uvdudopo pappakoBepameiac yuxoBepameiac

- AMeg owpatikég Oepameieg (ECT, light
therapy, TMS)




MDD - AvripyeTwmion
(APA Guidelines, 2010)

¢+ Acute Treatment
- H emAoyn Tn¢ mapéupaong Ba mpémel va
pacileTal o€

- KAivik@ xapaktnpioTikd (copapoTtnta
OUUTTTWHATWY, ouvuttapén dAAng diatapaxnc,
WYUXOKOIVWVIKOC OTpECOOYOVOC TtapdyovTac)

- AAAouc¢ tapdyovTeg
- Patient preference
- Prior treatment experience




MDD - AvripyeTwmion
(APA Guidelines, 2010)

+ PappakoOeparneia

- 2UVIOTATaAl oav dpXIKn Ogpameia emiAoyAc yia
aoBeveic pe Ama Ewe pétpia MDD kail cagpwce
Oa TpETEl va XopnyeiTal og EKEIVOUC HE
oopaph kKaTtddAiyn (ekToC Kal Exel oxediaoOei
ECT)

- Eme1dA n amoTeAeopaTikOTATA TWV
avTIKATABOAITITIKWY €ival YEVIKA
OUYKpioIdn, h apxIkA emiAoyn Ba
pacileTal ge TTapAyovTeC OTTWG N
ao@dAcid KAl N aTToTEAEONATIKOTNTA




Characteristics of an "Ideal”
Antidepressant

ATIOTEAEOUATIKO 0€ €UpU pdopa KATABAITITIKWY
diarapaxwyv

ATtoTeAeopaTIKO o€ Ppaxy Kail pakpo Xpoviko opifovra
Taxeia egpavion Tou amoTeAEOUATOC

- Avuvarétnra ama Tnhg npépac xopAynong

ATIOTEAEOUATIKO 0 O0A0 TO NAIKIAKO pdAoHd
KaAd avekTo

+ Xwpig behavioral toxicity

E@ikTA N XOpAynon o€ oWHATIKA TTAOXOVTEC




Characteristics of an "Ideal”
Antidepressant

- EAcUBepo aAAnAemidpdocswy pe Tpoph / dAAa

ouyxopnyoupeva pdppakda

« AopaAécg oe uttepdoooAoyia
« Ox1 damavnpod




EmiAoyh AvTikaTaOAMITTTIKOU

¢ Safety
¢ Tolerability
¢ Efficacy
¢ Price
Tolerability
OSlmpllCITy Of USe Efficacy Safety

Y




EmiAoyh AvTikaTadOAITTTIKOU

» Tpéxouoa cupmtTwpaToAoyia
2 UvuTtdpXouoad KaTdoTaon/voooc
STE P S + * AvapvnoTiko OeTIKAC avTamokpiong
(aTopiké R KANPOVOUIKO)

 TTpoTipnon Tou acBevoug




EmiAoyh AvTikaTaOAMITTTIKOU

¢ Safety

¢ Tolerability
¢Efficacy —

¢Price e

¢ Simplicity of Use

4 , , )
*@QePATEVUTIKOC OEIKTNG

*®PapUakeUTIKEC aAAnNAeTTIOpACTEIC
*Pappakoduvapikov TUTTOU

\ *@apaKkoKIVATIKOU TUTTOU y

*2 UVOAIKA

*Movadiko ¢dopa amoTeAEOUATIKOTNTAG
*TaxuTnTa elPAviong amoTeAEOUATOC
*Makpoxpovia diathpnon

\

J




TTapayovrec mou Emnpedlouv
Tnv EmiAoyn Tou AvTIKaTaBAITTTIKOU

¢ Patient factors

HAikia, pUAo
2.opapoTnta

AlayvwoTIKoC
UTTOTUTTOC

2.UV voonpoTtnta

TTapeABouUoa
avTamokpion

EumdBeia o AE
Potential biomarkers

¢ Therapeutic factors

Efficacy/tolerability/
safety

Real world effectiveness

Evdexopevo
PAPHAKEUTIKWY
aAAnAemidpacswy

2 UUTITWHATA aTTOoupaong
KooTocg
Branded vs generic

CANMAT



