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[It Is estimated that each year, 6.9% of the EU population suffers from MDD1 ]

Mean lifetime prevalence of major depressive
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*Total high income countries = 14.6%; total low to middle income countries = 11.1%
Only data for countries in the WHO study are presented

(1) Wittchen HU et al. Eur Neuropsychopharmacol 2011;21:655-79; (2) Hasin DS et al. Arch Gen Psychiatry 2005;62:1097-106;
(3) Kessler RC et al. Arch Gen Psychiatry 2005;62:593-602; (4) Bromet E et al. BMC Med 2011;9:90



Ixnpa 3: Asikteg vyeiag avunpoownevutikou deiypatog tou nAnBuopol otnv
EAAGOa, YAPIA-xpovia kataBAiyn

iT0 mMAaicw TOou Tpoypappatoc YAPIA OL CUMMUETEXOVIEC KOAOUVIOV VO CUMMANPWOOUV EPWITNUATOAOYIO ME KOTA
MPOCTWITO CUVEVTEUEN KoL AMavIoUooV EAV VOOOUV I EYOUV VOOTNOEL ano Xpovia katabAwn toug teAeutaioug 12 pRveg
N MAACLOTEPOQ KOL Vv £XEL YIVEL dDLdyvwon amnd watpod.

ATMOoTEAEoHOTO
AVIUTPOOWITEUTIKG Tou MANBuopol otnv EAAGSa
Kara SnAweon emnolacpog (%) ypoviag nartaBlupng ava oo Kara Snlweon emunolacposg (%) ypoviasg katabluding ava $odo wan
nAwKLaKr] opada
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=65 ETwWV =65 ETiv
ZUMNMEPAOHOTO

v 7% tou mAnBuopol atnv EMaba éxeln eixe xpovia katabilupn, kata Sniwon

¥ Mo OTLC BEKO YUVOIKEC EVIALKEC LOVIROL KATOWKOL TNC EANGOaC MAaoyXeL 1] EMOOYE amo ¥povia katdadhupn, katd drilwaon
v To TTOGOOTO TWV YUValkww Tou dfAwoov ypovia kataBiupn sival mepimou 4 dopéc peyaldTepo omo TWV avdplav

v O emunoAdaopoc tng xpoviac karabiAupnc aviaver pe tnv npoodo e nAkiag

Mnyn: MNpoypappa YAPIA, 2014
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Ta cvotqpata DSM-5 kat ICD-10 avayvwpilouv tTa YVWOoLOKA

« “Meiwpévn IKavoTnTa OKEWNG 1] CUYKEVTPWONG,
| AVATTOPACIOTIKOTNTA, OXEOOV KABE pépa
(€EITE WG UTTOKEIPEVIKA avTiAnyn €iTe w¢
TTapatipnon aAAwv)’1

- “WYuyokivnTikr avnouyia r emppaduvon oxedov
KABe pEpa (avTIANTTTA ATt TOUG AAAOUG, OXI
aTTA UTTOKEIMEVIKI aicOnon avnouyiag 1
empPBpaduvong)’1

* “HikavoTtnTa yia ... CUYKEVTPWOTN EAATTWVETAI" 2

- “...EKOEONMOOMEVN YUXOKIVNTIKN €TTIBpaAduvon,
avnouyia...”2

DSM-5, Diagnostic and Statistical Manual of Mental Disorders 5th Edition; 1. American Psychiatric Association. DSM-5. American Psychiatric Publishing, 2013;
ICD-10, International Classification of Diseases 10th Revision 2. WHO. ICD-10. 2010. Available at:
http://apps.who.int/classifications/icd10/browse/2010/en



TL EVWOOUE HE TOV OPO “YVWOLOKEC AetToupyieG”;

“Etreicodiakny” (autofioypa@ikn) MvAun
OTITIKO-XWPIKA avTiAnyn

N\Oyo¢

Eutrpagia

MvAun “epyaciacg”

EKTEAEOTIKEC AEITOUPYIEC

[MpoooxN Kal CUYKEVTWON

TayxutnTa eTe¢epyaciag




['vwolakn SuocAgttoupyia otnv KatadOAwpn

Taxdmra emegepyaciag Etreicodiakr yviun Oikoyevelakn dwn

EKTEAEOTIKEG AEITOUPYIES Epyaoia

Mviun epyaciag KoIvwVIKEG ouvavaoTPoYEG

1. Marazziti D et al. Eur J Pharmacol 2010;626:83-6;
2. Hasselbalch BJ et al. J Affect Disord 2011;134:20-31;
3. Millan MJ et al. Nat Rev Drug Discov 2012;11:141-68



TOMELC YVWOLAKWV AELTOUPYLWV




Nepypadec acOevwv ylo yWwoLaKa CUMITTWHOTO

’

MNHMH

ATTwAg10 €1pHOU TNG OKEWYNG
AtTwAcgia BpaxutrpdBeoung pvApNg

Agv «aKoUEI»

Mpoooxn Zexvdel

2UYKEVTPWOTN

Aev prTopei va Kavel
UTTOAOYIOHOUG

MMEPAEMENOX
To pUaAé givai "EAAeIyn ANEMAPKHE
BoAWpEVO £GTIAOUOU YNEP®OPTQMENOX

KwAuoigpyei

‘EAAs1pn autotreTroiOnong

2 € apyn Kivnon
KOUpaOouéEVOGg / hE utTvnAia

Agv ptropei va KAavel
TTOAAG TTPpdyHOTO

AvaTtro@doioTog TAUTY POV

EKTEAEZTIKEZ AEITOYPTIEZ



Meiwv kartd8Aiyn

AnroAiki) Siatapaxn

Zx1{oppévela

ddopa diatapaywv
auTiopoU

ADHD
ocD
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Aiarapayn mTavikou
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+, ADHD, diatapayr eAAEIPJPATIKAG TTPOCOXNG -UTTEPKIVNTIKOTNTAG; GAD, diatapayr YEVIKEUNEVOU AYXOUG;

OCD, 15sopuxavaykaoTikr diarapayxn; PTSD, petarpaupaTiki diatapaxn stress

Millan et al.

2012



AAAa aitia yvwolaknG SucAettovpyiog

* [VwOoLoKn EKITTWOoN OXETWOMEVN LE TNV NALKLA

* 'Hrua yvwotakn dtatapaxn

* Avoikn dtatapaxn (ry. ayystokn, voooc Alzheimer)
* AloTopayn UTvou

* KpoawviogykedaAkn Kakwaon

* Zuvvoonpotnta (my. mayxvoapkia, dStapntnc)

* Averubupuntec evepyelec Puxotpomwyv GapuaKwyY

* Katayxpnon ovowwv



Zinc, 5AMe, EPA I Omega-3, Zinc I 5-MTHF, 5AMe I

Impaired neurogenesis Inflammation via ‘T* Impaired one-carbon-cycle
& J. BDNF cytokines (IL-1,6 & TNF-a) & T Histamine

Neuropathology of Clinical Depression

Monoamine dysregulation: HPA-axis dysregulation Circadian rhythm
J-SE, NE, DA expression/activity; & increased cortisol impairment
2™ messenger malfunction

EPA, 5-MTHF, Zinc l 5-HTP l

5-HTP, SAMe, EPA, Zinc I

Fiz. 1. Pathophysiology of depression and the nutraceuticals modulating these neurnchemical pathways.

Sarris et all, An adjunctive antidepressant nutraceutical combination in treating major depression: Study protocol, and clinical
considerations - Advances in Integrative Medicine 2 (2015) 49-55
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Depression is associated with poorer overall health scores than arthritis or
diabetes and significantly adds to the burden of other chronic conditions

Adapted from Moussavi S, et al. Lancet. 2007,370:851-8.



Mopeia TG KATABAIYNS META TO TTPWTO £TTEICOOI101:

’ 1 Kupfer DJ. J Clin Psychiatry 1991;52(suppl):28—34. 2. Eaton WW et al. Arch Gen Psychiatry
2008:65:513-520



“Yoeon:
KATTol0 CUPTTITWUATA EJUEVOUV

Atmravrnon:
APKETA CUUTTITWHOTA TTAPANEVOUV

MADRS=Montgomery—Asberg Depression Rating Scale; HAM-D=Hamilton Rating Scale
for Depression;
HAM-D17=17-item Hamilton Rating Scale for Depression

B

MARPNG AEITOUPYIKN ATTOKATACTAO):
ATTougia CUPTITWUATWY, Ol acBeveig
ETTIOTPEPOUV TNV TTPO TNG VOOOU AEITOUPYIKI
KardoTaon

2010

Mclntyre & O’Donovan. Can J Psychiatry 2004;49(3 Suppl 1):10S-16S;



Mepimou ot plool amnod toug acbeveic pe kKataBALPn mou emttuyyavouv Udeon, OTWGS aUTr opileTal amo TIG Kowa
XpnotpomoloUHeveS kKALpakeg a&loAoynong (MADRS kat HAM-D), 6ev Bewpouv Tov eauTo Toug o€ UdeoN

HAM-D remission status Self_renarted remiscinn amang HAM-D remitters

\\

MDD, major depressive disorder;

. . . Zi M et al, J Clin Psychiatry 2012; 73 (6) :790-795
HAM-D, Hamilton Depression Rating Scale immerman i et a in Fsychiatry ()



AELCUTIOEP O Vo EC TV EE KT aORerFTL e G- Bepafteteg o
qa apouﬁ(ouv AELTOUPYLKN EKT[T(U(SJ c
MeAetn mapatipnong otnv EABetia (2012-2013)

I [ I 1 14 /4 M A 1 €
Ot acBeveic Adppavayv eCITOAOTPAN VLo OTIOLASATIOTE EYKEKPLUEVN EVOELEN W vereovpyuc exmuwon

. Xwpig AeltoupyLKkn EKMTWON
% 000eVWV PE AEITOUPYIKN EKTTTWON  \oy977
To 60% Twv aoBevwv mapouaoiale kamolov fabuou

AELTOUPYLKN EKTITWON OTOUC 6 LAVEG 100%
To 90,9% TwVv 0loBevwv WoTOCOo OPOUCLAlEL UdEDN 90%
(61,7% pe uTOAELPATIKA Kot 29,2% xwpig 80%
UTTOAELUOTIKA CUUTITTWHOTA) 70%

AcBeveic pe dutAn Stayvwon eixav neplocotepa G

UTTOAELMLULOTLKG, OUTTTWHLOTOL 06
40%

30%
20%
Mtwxn cuykévipwon 30,3% 10%

YTUOAELUUATIKA CUUTTTWHLOTOL:

XaunAn evépyeta/kiwvntonoinon 40,6%

Awatapaxég untvou 24,9% 0
ApxLkn emioken 24n €Bdopada
NI D A Al 1 ALLA e NIaa A
*Oepamneia e eottalompapn, LECOC 0po¢ BepameuTikig 66ong 14.0 £5.6 mg tnv 24n efdoupada
19/(20106) 245-/50



AELCUTIOEP O Vo EC TV EE KT aORerFTL e G- Bepafteteg o
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AELTOUPYLKN EKTTTWON OTOUC 6 UNVEG 100%
To 90,9% TwVv 0loBevwv WoTOCOo OPOUCLAlEL UdEDN 90%
(61,7% pe uTOAELPATIKA Kot 29,2% xwpig 80%
UTTOAELUUOTIKA CUUTITTWATA) 70%
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20%
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0

YTOAELLHOTIKA CUMTTTWRLOTAL:

XaunAn evépyeta/kiwvntonoinon 40,6%

Awatapaxég untvou 24,9%
ApxLkn emioken 24n €Bdopada
NI D A Al 1 ALLA e NIaa A
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Proportion of time Proportion of time

spent with cognitive spent with cognitive
symptoms symptoms

Proportion of time Proportion of time
spent without spent without
cognitive symptoms? cognitive symptoms?

Cognitive symptoms during Residual cognitive symptoms in

depressive episodes between depressive episodes

‘Diminished akility to think or concentrate, or indecisiveness (American Psychiatric Association. DEM-5, American
Psychiatric Publishing, 20113]

Prospective study {n=267) assessed 12 times over 3 years Conradi Hi et al. Psychol bed 2011:41:1165-74



Ta YVWOLOKO GUMTTTWHOTA ELVAL TA TTILO CUXVA

UTTOAELLLLOITLKOL GU LLTTTW LLOLTOL
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* Remission=presence of
DSM-IV residual .

- Conradi et al Pevchol



TL epmodilel toug aoBeveic pe kataBAWpn va tdoouv o€ AELTOUPYLKH OTTOKATACTOON;
Tal yVWwOLlaKA cupmtwpata eivatl mapovta o 7 otouc 10 aoBeveic

le KataBALdn ou €xouv amavtnosl otn Bepamneia
KataBAuttika cupmiwpata otnv $acn anavinong tng

Bepaneiog (n=428)1

STAR*D, Sequenced Treatment Alternatives to Relieve Depression;
MDD, major depressive disorder 1. McClintock SM et al. J Clin Psychopharmacol 2011;31:180-6



* YPnAO mooooto aoBevwv pe Aettoupyikn ekmtwon (SDS>6), akoun

KOLL LETO OTTO UPEC CULIITTWHOTWY

Kavte KALK OTO

59,7%

AMA39OD Sorgdy

N=335 N=176  99,2%

Acbeveic ue Aeitoupyikn EkTrTwon (SDS>6)
AcBeveic xwpig Aeitoupyikn EKTTTwon (SDS<6)

1. MeAétn PROACT-GR, 2017
Gkolia et al, ECNP, Paris, September 2017



CUHMTWHATWY 61aBeoNG, Le tn yvwolakn ducAettouvpyial

20,0

SDS Score

15,0

10,0

50

.0

13,7

Ox1 (N=152) Nai (N=176)
KAIVIK "Y@eon Tng katd8Aiyng (MADRS < 12)

SDS: KAipaka Avikavérntag Sheehan (0-30)

PDQ Score

300

250

200

150

10,0

16,1

p = 0,001

Ox1 (N=107) Nai (N=69)
Aeitoupyikn ‘Ekmrtwon kard Sheehan

SDS: KAipaka Avikavotntag Sheehan (0-30)

1. MeAétn PROACT-GR, 2017
Gkolia et al, ECNP, Paris, September 2017



AuokoAieg otn
ZUYKEVTPWON

Avadepopevn OAiYn
Epdavig OAiYn
EcwtepLKA €vtaon
Atovia
Anawcrodoéia

Aduvopia Biwong
ouvaLocOnuatwv

Melwwpnévog UTVoG
Mewwpévn Opeén

I6€€¢ auTtoKTOVLAG

MeAétn PROACT-GR, 2017
Gkolia et al, ECNP, Paris, September 2017



1. MeAétn PROACT-GR, 2017
Gkolia et al, ECNP, Paris, September 2017



H mopeta tn¢ katabAwpnc oto
povo...

Remission/
recovery

Remission Recovery

\ Relapse l Recurrence

‘Normalcy’

Relapse/
recurrence

Relapse/
recurrence

Symptoms -
Syndrome

Chronicity

First episode Third episode

Figure | Schematic representation of major depression.
Motes: Response to treatment occurs when there is a clinically meaningful degree of symptom reduction, typically defined as =50% reduction in pretreatment symptom

severity. Remission occurs when the symptoms of the MDE are absent or close to it. Without validated biomarkers, recovery may not be clinically distinguishable from
remission, but is implied after an extended asymptomatic period (=2 months), fellowing which the likelihood of an MDE is reduced. A relapse is defined as the return of the
initial MDE following remission, while recurrence is defined as the development of a new MDE following the onset of recovery. Relapses or recurring MDEs of increasing
severity and longer duration, shorter remission periods, and reduced therapeutic response over time contribute to the progression and chronicity of major depression.
Adapted from Journal of Clinical Psychiatry. 1991, 52, Long-term treatment of depression. Kupfer DJ. 28—-34.2' Adapted @ from Sibille E, French B. Biological substrates
underpinning diagnosis of major depression. International Journal of Neuropsychopharmacolgy. 2013;16(8):1893—1909 by permission of Oxford University Press.?

Abbreviation: MDE. major depressive episode.



H mopeia Twv yVWoLaKWV CUUMTWHATWY &€ cupBadilel

UTTOXPEWTLKA UE TN CUVOALKN TtopEia TG KataBAupng

“Yoeon
i Bs)\Tiwor]uL .
NoppoBupia OUUTITWUAT YTrotpotir) Néo sﬂsloééloXpovog

<
<

2 UNTITWPATA KATaBAIpng

Meiwon Otsia M'vwoiakég AsiToupyieg
¢aon
O Ta yVwoI10KE CUPTITWUATA TTIOAVWG EEKIVOUV TIPIV TV EPPAVIOT TWV CUUTITWHATWY d1a60Nng

O H tropeia TG yvwaoIakng ammokaTdoTong moavwe KaBuoTepEei o€ oxéon PE TNV UQECN TWV CUNTITWHATWY. Ta yVwoIakd
OUUTTTWHATA €ival duvaTd va gPPEVOUV TTAPG TN BEATIWON TWV CUUTTTWHATWY Kal TV UPEon.

O
 H TApAOV Te VWO OUTITWHATIY £ HoKpOv TBavei ETMPEGZer T GUvoNIK] AeToupy STl

- Hammar A, Ardal G. Front Hum
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“Normaicy" \

Remission

Recovery

Relapse

Recurrence
O

Major depressive disorder and treatment outcomes

Rapid cycling
Polypharmacy

Manic switch

Sub-optimal treatment

adherence

Suicide

Response
Symptoms \
\“ |\
Syndrome :
I
Acute | Continuation | Maintenance
Treatment Phases | (612wks) | (49 mos) (1 or more yrs.
: Time »

Pharmacological Research 139 (2019) 494-502

) Enduring maintenance

Loss of efficacy
during

o antidepressant

drug treatment

e

\ 4

—[ Tolerance
>

—[ Tachyphylaxis

_[ Poop-out/up/wear-off response

O\

U

»

Serotonergic
receptors
interplay

STRESS LEVEL

HPA axis
adaptations

Neurogenesis
and
neuroplasticity

Unmet needs and
proposals for future
research: consensus
about reliable
operational
definitions towards
the identification of
reliable biomarkers.

Inconsistency of the operational definitions appraised in the literature

Potential clinical
management: avoid
overexposure to
unnecessary/protract
ed medications and
consider sub-
threshold bipolarity;
promote
psychoeducation and
manage medical and
psychiatric
comorbidities.
Consider
augmentation with
lithium and/or
atypical
antipsychotics.




Yriapyxel kowo vevupoBLloAoyiko untofabpo yia tn

1 4 [ 4
a
Ve 1l C L) /\ [ o X KU | (0 4804w/, N,

Py

O povoapiveg epmAEKOVTAL KAl 0TNV KOTAOALPN KoL TG YVWOTLKEG
Aewtoupyieg

2tnV KatdOAwn mapatnpeitol atpodia LITMOKANTTIOU

ATIELKOVLOTLKEG LEAETEG HEixvouv OTL N SucAettoupyia adopd TNV
t6La veupofBrLoAoyikn 066

NevpodAeypovwdelg kat HeToBoAlKEC dtadikaoiec adpopolv Kalt
KOTAOALYP N KOl TLC YVWOTLKEG AELTOUPVYIEC

DLPHC
Frontal cortex —— —\isual cortex
VLPFC
Ach
DA 5HT NE

VLPFC, ventrolateral prefrontal cortex; DLPFC, dorsolateral

prefrontal cortex; Mclntyre RS et al. D Anxiety 2013;30:515-27:
DA, dopamine; 5-HT, serotonin; NE, noradrenaline; Ach, cintyre ;o"iﬂs—er jgr:ts; Ir:]’):;/ec%iatry éOOé'8'91-é
acetylcholine . ;0!



H kataB®Awpn ocuvodevetal anod eEAATTWON GTOV OYKO TOU

1 4

HAIKia MapaTtnpnoeig
, 2ToIXEia QUOAEITOUPYIAg TOU
Egnpeia ITTTTOKANTTIOU O€ KATABAIWN
TPWIKNG €vapgng

Ta eupruata gival cupBatd ue
MeEIwuEVO GYKO aplioTEPOU
ITITTOKAUTTOU TNV KATABAIwn

EviAikog (wn2,3

YYIRg paptupag KaTtaBAITrTiIkOG (o€ U@eon)
EmimrpboBeTa oToIxEia © 19% peIwpévog OYKOG apIoTEPOU ITTTTOKAPTTIOU O€ A0 BEVEIG UE
Tpitn nAikia4 OOUIKWV PETABOAWY TOU KaTtdBAIwn utré BepaTreia CUYKPITIKA PE PN KATABAITTTIKOUG UYIEiE
sst:(pd)\ou O€ YNPIATPIKN MAPTUPES
KataBAiyn * H peiwon Tou dykou Tou ITTTTOKAUTIOU €ival OTATIOTIKA ONUAVTIKN

1. MacMaster FP, et al. BMC Med. 2004;2:2;
2. Bremner JD, et al. Am J Psychiatry. 2000;157(1):115-118;
. . . 3. Bremner JD, et al. CNS Spectr. 2002;7(2):129-130,135-139;
MDD, major depressive disorder. 4. Bell-McGinty S, et al. Am J Psychiatry. 2002;159(8):1424-1427.



O OYKOC TOU LITITOKAUITOU GUVOEETAL UE TN

Stapkela tng KataBAwPn¢ xwpeic tn AP n Oepaneiac
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MetavaAvon YVWoloKwV EAAELLHATWY 0TO 10 EMELGOO10:

OUVOALKO HEYEDOC AMOTEAEGUATOC OLVAAOYO LLE TO YVWOLAKO AN

2T100¢€pn) uéon diagopd, 95% Cl 2T100¢epn) uéon dlagopd, 95% Cl

MN'vwolakn gueAi§ia 0.53 [0.23, 0.83]

Poij Abyou ‘ 0.59 [0.10, 1.07]
AVTIKATGoTOON ‘ 0.22 [0.00, 0.44]

OVTIKEINEVOU TTPOCOXNG

OTrTIKA pvAHN Kal udénon 0.53 [-0.05, 1.11]

N'vwoiako Afupa

AEKTIKA pVAEN KAl paénony 0.13 [-0.18, 0.45]

Mpoooxh 0.36 [0.13, 0.59]

WYuxokivnTtikh TaxuTnTa 0.48 [0.21, 0.75]

‘
<
MV epyaciog ‘ 0.16 [-0.20, 0.51]
2
<P

| | |
-2 -1 0 1 2

Controls performing worse Patients performing worse

Cl, confidence interval Lee RS et al. J Affect Disord 2012;140:113-24



N'vwolaka mpoBAnpota o aacBeveic pe KatabAwpn

NMooooTd aTtopwYV TTou BaOuOAOYOUV Ta CUYKEKPIMEVA TTPORBARMOTA ME
“MaAAov TTOAU” R “Trdpa TTOAU”

B AoBeveig pe KataBAiyn (n=62)
Yyieig paptupeg (n=112)

BC-CCI AMjpuata

MocooTé atéuwv (%)

BC-CClI, British Columbia Cognitive Complaints Inventory Iverson GL, Lam RW. Ann Clin Psychiatry 2013;25:135-40
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AweBvic MeAétn MpoPAedng BeAtiotonoinpévng Oepaneiag otnv Kata®Awpn (SPOT-D) otnv onoia
Xpnotpomnowfnkav ta nepLocotepo cuvtayoypadoupeva avrikatabAuntikd Eottalonpdpn, Zeptpalivn Ko
BevAadalivn XR

——Yyleic paptupeg (n=336)
—#&—MDD o€ Udeon (n=323)

H kAwkr Udeon opiotnke wg Babuoloyia otnv KAipaka HRSD-17 (17-item Hamilton Rating Scale for Depression) <7 ) BaBpoloyia otnv kAipaka QIDS-SR16 < 5 MDD xwpic bdean (n=389)
NS=pn-onuavtiko.
*ITOTLOTLIKA CGNUAVTIKOTATA KATA TNV OUYKPLON TWV KATAOAUTTIKWY aoBevwv o Udean e tnv vyl opdda ehéyyou (LEBodog emavatappavopévwy petprioewv ANOVA)
tItatotikn onpavtkotnTa post-hoc t test petafl Twv cuykpwopevwy opddwy tnv 8n epdoudda .

Shilyansky C,. Lancet Psychiatry 2016; published online March 16
http://dx.doi.org/10.1016/52215-0366(16)00012-2.
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H multimodal ¢pappakoduvapikn tng Boptioéetivng
OLOKEL OUYKEKPLUEVEG SPACELG OTLG VEUPWVIKEG 080U¢
Ttou ouvOEovTal Pe TN S1aBeon Kal T YVWOTIKEC
AELTOUPYLEC, EUMAEKOVTAC KOl TNV evioxuon Tng
yAoutapatepykng dtaBiBaoncl—4

1. Guilloux JP et al.
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Kavte kAL

H Ntoulofetivn xpnotpomnoldnke wg pappako avadpopdg otig peAéte¢ CONNECT
kot Elderly yia tnv Stacddiion tng yKupOTNTAG TWV LEAETWV KaL OXL yLa TNV
oUVKDLON QTTOTEAECLLOTIKOTNTOC
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Hl Apceon emidpaon
‘EppeON eTTidpaon

Path analysis mediated via
MADRS total score




H Boptioéetivn mapouvoiaoe

OLLLECN OUTTOTEAEGIMALEUECQTITOcwoseivng oty dssT
OTO YVWOLAKO CUUTITWHATA OF

MECO ATTOTEAEOUA

acOeveiq pe kaedOAPyy

‘Eppeco anmé)\ao»pq

BoprTiogeTivn NtouAogeTivn
‘Eppeco ‘Eppeco
ATTOTEAEC A atroTéAeoua
(MADRS) (MADRS)
%24.3 %51.3

H entidpaon tng
Boprioéetivne ota

YVWOTIKA CUUNTTWUATWV
eival Kkatda kupto Adyo
dueon

: Mahableshwarkar A et al. Neuropsychopharmacol 2015;
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Table 1 Potential therapeutic targets for the treatment of cognitive dwsfunction in major depressive disorder (MDD

= =1 g

Wortioxetine

Ernythropoietin

Minocycline

Thiazolidinediones

S-adenosyl methionine

S5-HTa/5HT+ receptor antagonist; partial agonist
at the 5-HT,g receptor; agonist at 5S-HT1.A
receptor; inhibitor of the S5S-HT transporter

of dopamine and norepinephrimne in the CNS

Readily crosses the BBB and increases the
production of BODOMNF

Promotes hippocampal neurogenesis; Anti-
apoptotic effects:; Anti-inflammatony activity:
Antioxidant; Modulates glutamatergic
transmission; Stabilizes the microglia

ncreased the
inflammatorns

Antagonist of PPAR-gamma
productlc:-n of BDNF has anm

Major methwl-donor; essential for the synthesis
of sewveral neurotransmiitters; invobred in the
synthesis of glutathione

Twwo multicenter RCTs having cognitive perforrmance as the
primanrny outcome measure were conducted im participants
wwithh MDD [21, 2922]). Owverall, vortioxetine displayed a significant
procognitive effect owver several domains, which wwas largely
independent of the amelioration of affective symptorms.
Howwewer, a recent meta-analysis found that the owverall effect
size wwas small (0.34) [Z20].

reducing self-reported executive dysfunction among
participants with MDD (N = 1432) with residual depressive
sy mptorms [94].

EPO improved werbal learming and memorny in a preliminary

RCT involving participants with treatment-resistant MDD
(N = a40) [97]. This effect was largely mood-independent.
Howwewer, cognitive performance was not the primany

outcorme Mmeasure in this trial.

Mo clinical trial has investigated the potential procognitive
effects of Mminocycline in samples with MDD

Mo published clinical trial has investigated the effects of
nediones upon cognition in samples with MDD

A post-hoc analwsis of a preliminary RCT invobrsing 40 SSRIE-
resistant participants with MDD found SAMe to Iimprowve in
self-rated recall and word-finding difficulties compared to

Omega-3 PUFRAS

Modafinil

Galantamine

Scopolamine

MN-acetylcoysteine

Anti-inflammMmatory and antioxidant activities;
Increases the production of BDMNF, diminishes
miicroglia-related neuro-inflammation

Pleotropic agent that targets seweral
Nneurotransmitter systems (e.qg., 5-HT,
glutamate, orexin, and histamine).

SABA,

Rapidly rewversible acetyvlcholinesterase inhibitor
and a potent modulator of the nicotinic
receptor; affects monoamines, GABA and
glutamate neurotransMmiitter systerms.

FPotent muscarinic antagonist; modulates 5-HT,
neuropeptide Y, dopaminergic, and glutamatergic

Pleotropic agent that modulates glutamate

Ttransmission: antioxidant anti-inflammatory effect:

anti-apoptotic activity: increases glutathione.

MNo published clinical trials to date hawve inwvestigated the
effects of omega-3 PUFRAsSs on cognitive performance im
samples with MDD,

A small open-label trial has found that modafinil
augmentation improwved executive function in a sample
wwithh MDD [147]).

Twwo prelimimary RCTs have found mno evidence for a
procognitive effect of galantamine augmentation in
pParticipants with MDD [150, 151].

A proof-of-concept RCT did mnot observe significant effects
of scopolamlne in a task mMmeasuring sustaimned attention in

MNo published trial has investigated the effects of NAC on
cognitive function in samples with MDD

INncreases BDNEF, antioxidant, anti-intlamimatorny;
inhibits the en=zyme IDO; mMmodulates the microglia.

No published tria as Iinvestigated potential procognitive
effects of statins in samples with MDD,




Ta vvwolaka oup.ntwuata NG KatabAwpnc snnpsa(ouv

4 | 4

LOVNTLKOL TTO | ) VvV acBevwvl,?2

N'Vvwoilakd cupTTTwpaTa AgiToupyIKOTNTA

Agv utTopEi va atroppo@raoel véa TTAnpogopia
Katd Tn didpkela oulrntnong, TTapakoAouBwvTag
MIa Taivia ) diaBadovtag Eva BiBAIo

Agv BupdaTal KABNUEPIVEC UTTOXPEWOEIG

: 3 =—eXVvaAel 1 xavel Tpayuara
e Meiwpévn ouykEVTpwWON XVAEl N XaVel Tpayy

e [1poBAfuara uvAung e Aev €x€l QUTO-EKTIUNGN, CIYOUPIA YIa TIG
e AvaTToQaaoIoTIKOTNTA aTroQAacelg TOU — QOPATal TIG TMOAVEG CUVETTEIEG

¢ AVGB)\I‘]"HKOTF]TG i ATTOQEUYEl va AauBAvVEl aTTOQACEIG, ival
e Aduvapia axedlaguou AYXWHEVOG AOYW TWV ATTOPACEWY KAl UETAKUAUE]
TNV €UBUVN TNG atrdéPaons o€ AAAOUG

Ta 1m0 eUKOAQ TTPAyaTa XpeiadlovTal TTOAU Kalpd
yla va yivouv

1. Mcintyre RS, et al. Depress Anxiety. 2013;30(6):515-527;
2. Hammar A, Ardal G. Front Hum Neurosci. 2009;3:26. Gonda et al. Ann Gen Psychiatry (2015) 14:27




Ta vvwctaka CUMITWHOTO KoOopil{ouVv GNUOVTLKA

Ta YVWOIOKA CUUTTTWHOTA OTNV KATABAIpn €ivai:
2uxva
AtravtwvTal g€ OAa Ta aTtadia TG vOoou
Eupévouy

Etrnpedlouv onuavTika TNV €KBacn Twv acBevwy o€
TTAPAMETPOUG TTOU AgIOAOYOUV Ol idIoI 01 aoBeVEIC (TT.X.
TTo10TNTA (WNAG, WUXOKOIVWVIKI AEITOUPYIKOTNTA)

Ta yVWwOoIaKA CUUTITWPATA 0TNV KATABAIwn utropeEi va gpgavidovral
TIPIV TNV £vapcn TNG vVOoOoU aAAG UTTOPEI VA EUPEVOUV KO WG
UTTOAEIUMATIKA CUUTITWHATA

Ta yVWwOoIaKA CUPTITWPATA 0TNV KATABAIwn utTopEi va TrTapéupouy
oTnVv 0pBN1 AWN TNG AVTIKATABAITITIKNG aywyrng Tou acBgvoug
OTTWG KAl TNV IKAVOTNTA YIa uAdbnon KaTtd Tn YuxXoBepaTreuTIKA

MDD, major depressive dTEQFagréVV'Gn Mcintyre RS et al. Depress Anxiety 2013;30:515-27
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