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2Uvvoonon KATABAITTTIKAG KAl ayXwdoug
6/XnNg

- 58% TWV aocBevwyv pe MKA
TTAnpoucav KPITAPIO KAl YIa JId
TOUAAQYIOTOV ayxwon o/xn.

+ 2T0 68% TWV 0oOEVWYV pE
ouvvoonon MKA kal ayxwooug
6/xNg n ayxwong &/xn mpoutrnpxe
210 £€Tn TPIV TNV gpupavion Tng MKA

- MeTagu Twv aocBevwy pe cuvvoonon
MKA ka1 6/Xxn¢ tTravikou n 6/xn

TTOVIKO GeﬁJa 8’(6LﬁﬁP§¥<{%1 &5 6'3497%' +agrbidity Survey)



ORIGINAL ARTICLE

Lifetime Prevalence and Age-of-Onset Distributions
of DSM-1V Disorders in the National Comorbidity
Survey Replication

Ronald C. Kessler, PhD; Patricia Berglund, MBA; Olga Demler, MA, M5; Robert Jin, MA; Kathleen E. Merikangas, PhDD;

Ellen E. Walters, MS

Context: Little is known about lifetime prevalence or
age of onset of DSM-IV disorders.

Objective: To estimate lifetime prevalence and age-of-
onset distributions of DSM-IV disorders in the recently
completed MNational Comorbidity Survey Replication.

Design and Setting: Nationally representative face-to-
face household survey conducted between February 2001
and April 2003 using the fully structured World Health
Organization World Mental Health Survey version of the
Composite International Diagnostic Interview.

Participants: Nine thousand two hundred eighty-two
English-speaking respondents aged 18 years and older.

Main Outcome Measwres: Lifetime DSM-IV anxiety,
mood, impulse-control, and substance use disorders.

Results: Lifetime prevalence estimates are as follows: anxi-
ety disorders, 28.8%:; mood disorders, 20.8%: impulse-

control disorders, 24.8%: substance use disorders, 14.6%:
any disorder, 46.4%. Median age of onset is much earlier
for anxiety (11 years) and impulse-control (11 vears) dis-
orders than for substance use (20 years) and mood (30
vears) disorders. Half of all lifetime cases start by age 14
vears and three fourths by age 24 years. Later onsets are
mostly of comorbid conditions, with estimated lifetime risk
of any disorder at age 75 years (50.8%) only slightly higher
than observed lifetime prevalence (46.4%). Lifetime preva-
lence estimates are higher in recent cohorts than in earlier
cohorts and have fairly stable intercohort differences across
the life course that vary in substantively plausible ways
among soclodemographic subgroups.

Conclusions: About half of Americans will meet the cri-
teria for a DSM-IV disorder sometime in their life, with first
onset usually in childhood or adolescence. Interventions
aimed at prevention or early treatment need tofocus on youth.

Arch Gen Psychiatry. 2005;62:593-602




Aiapeon nAikia évapéng otn NCS-R

Panic disorder

Agoraphobia without panic
Spacific phobia

Social phobia

Generalized anxiety disorder
Posttraumatic stress disorder*
Obsessive-compulsive disordert
Separation anxiety disordert
Any anxiety disorder§

Major depressive disorder
Dysthymia

Bipolar |-II disorders

Any mood disorder

Any disorder§

Oppositional-defiant disordert

Conduct disordert
Attention-deficit/nyperactivity disordert
Intermittent explosive disorder

Any impulse-control disorders

Alcohol abuse*

Alcohol dependence®

Drug abuse*

Drug dependence®

Any substance use disorder§

[E1



2Uvvoonon KATABAITTTIKAG KAl ayXwdoug
6/XnNg

Table I Weighted mean tetrachoric correlations among DSM mood and anxiety disorders in the four national

epidemiological studies

Disorder

. Major depression

2. Dysthymic disorder
3.GAD

4. PTSD

5. Panic disorder

6. 0CD

7. Social phobia

8. Agoraphobia

9. Simple/specific phobia

NCS, NCS-R (HMA), NEMESIS (OAavdia), NSMHWB (AuoTtpaAia)

N=29.014

Watson. Annu Rev Clin Psychol 2009



Ayxwoncg KatadbAiyn

Depression Anxiety
Symptoms Symptoms

Diagnostic Threshold

Diagnostic Threshold

Diagnostic Threshold

Silverstone & von Studnitz. Can J Psychiatry 2003



DSM-5: Ayxwdng duocgopia og MKE

. AloOnua évraong (‘otnv ToITA’)
2. AOUVNOIOTN avnouyia

;. AUOYXEPEIO CUYKEVTPWONS AOYyWw
avnouyiog

. POLog OTI KaKO B cupPei
. POBo¢ atrwAelag eAéyxou
- 22/5

- Mild: 2 symptoms



KAIVIKOONUOYPO@IKO TTPO@IA
ayxwooug KatabAiync otnv STAR*D
© ZUXVOTEPA YUVAIKEG
* Tho nAIKIWEVOI
-+ XOMNAOTEPNG EKTTAIOEUCNG
© 2ZUXVOTEPA AVEPYOI
- BapuTtepn KAataOAiwn

- ZUXVOTEPO ME MEAQYXOAIKA
XOPOAKTNPIOTI KO Fava et al. Psych Med 2004;

Fava et al. Can J Psych 2006;
Fava et al. Am J Psych 2008
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ETiTrTwoeig cuvvoonpoTnTag dyxoug —KaTtaOAIpng:
To KAIVIKO TTpO@iA TG ayXwdoug KAaTabAiyng

XeipoTEPN TTPOYVWON-
AVOEKTIKOTNTA OTN
Bapomaia MNMep1oooTEPEG

2oBaporepn AVETTIOUPNTEC

OUMTITWMOTOAOYIO- EVEPVEIEC OTTO
AUENMEVN KaTaxpnc Bepareia
OAKOOA-OUCIWYV

Xpovidtepn MTwyoTepn
Topeia 4 > OUHH6PPWON OTN
dlarapayxng fepaTtreia

MeyaAUTepn Aanoupyl Augnpgvn xpnon
EKTITWOT UTTNPECIWV UYEiOG-
(erayyeApaTikn, apIBu6¢S VoonAeiwv
KOIVWVIKA, AU§'1IJ€V°§

Kivduvog
OUTOKTOViOG

Goldberg & Faucett Depress and Anxiety 2012; lonescu et al. CNS Spectrums 2013

O1aTTPOCWTITIKA)



[Mw¢ odnyoUupOOoTE ATTO TO XPOVIO
Ayxog/ oTPEG OTNV KATAOAIWN;

- Koivn aiTiotra@oyEéveia HETAEU TwV OUO —
TTAEIOTPOTTIONOG

- AITIOKEG OUOXETIOEIG (AYXOG—KATAOAIYN)



Koivi) aitiotra@oyéveia




Risk of Mental Illness in Offspring of Parents With Schizophrenia, Bipolar
Disorder, and Major Depressive Disorder: A Meta-Analysis of Family

High-Risk Studies

Daniel Rasic!, Tomas Hajek'?, Martin Alda', and Rudolf Uher®-'* |Schi

AunMEVN ETTIKPATNON AYXWOWYV O/XwV
ota TTad1d TwV aocBevwy pe MDD & BD o¢
oUYKpPION ME TA TTAIOIA UYIWV HOPTUPWV
oAAG Ox1 oTa TTaIdIA TWV aoBevwy pe 2XZ

- OIKOYEVNG CUOXETION ayXwdwv &/xwv
€10IKA ME TIG ouVvaIoONUATIKES O/XEGC aAAQ
OXI HE oX1{oPpPEVEIX



[[EVETIKEG CUOYXETIOEIC WUXIKWYV O/XWV

Genetic P-value
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Anorexia nervosa

Anorexia nervosa
Anxiety disorders
ASD

% Bipolar disorder

% Schizophrenia
Tourette Syndrome

*

0.6

Anxiety disorders 0.6
0.4 1 -

ASD
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Bipolar disorder
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0.2
MDD

OCD | 0.05
PTSD
0.001
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[TEVETIKEG CUOXETIOEIC HETACU AAYXOUG
kKai MPYA

Anxiety
discrders

MNature Reviews | Genetics



MaidIkA KakoTroinon
Early life stress -Childhood trauma

-+ 2WMaTIKA KakoTtroinon (Physical abuse)
- ZwMaTIKn TTapapéAnon (Physical neglect)

© 2uvaloOnuartikn Kakotroinon (Emotional
abuse)

- 2uvaloOnuartikn rapauéAnon (Emotional
neglect)

- 2€COUOAIKN KakoTtroinon (Sexual abuse)



Childhood Maltreatment and Psychopathology:
A Case for Ecophenotypic Variants as Clinically
and Neurobiologically Distinct Subtypes

AL Depressive Disorders

Unadjusted
McocCauley (181)
Dinwiddie (182)
Hanson (184)
Hanson (184)
Tanskanen (186)
Hussey (188)
Ritchie (196)
Polanczyk (197)
Polanczyk (197)
Brezo (198)

Gal (200)

Gal (200)

King (202)

Jonas (203)

Chou (206)

sartor (207)

Fixed (N=40,884)
Random effects

Adjusted

Fergusson (179)

Wilsnack (180)

Kendler (8)

Molnar (183)

Machmillan (3-)

Chapman (185)

Chapman (185)

Libby (187)

schneider (189)

AFifi (190)

Zlotnick (1291)

Bonomi (192)

Rohde (193)

Draper (194)

Green (3)

Cannon (199)

Fletcher (195)

Ramiro (201)

Teicher (204)

Fujiwara (205)

Dunn (208)

Gonzalez (209)

Li (210)

warner (211)

Fixed (N=114_989)

Random effects
—

Prospective

Brown (Z12)

Thornberry (213)

Spataro (173)

widom (5)

Fergusson (214)

Polanczyk (197)

Polanczyk (197)

Cutajar (175)

Scott (2)

Fixed (N=3,149,066)

Random effects
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B. Posttraumatic Stress

PTSD

widom (219)
Molnar (183)
Hanson (184)
Hanson (184)

Coid (215)

Libby (187)
sSchneider (189)
Zlotnick (121)
Cougle (7)

Cutajar (175)
Scott (2)

Jonas (203)

walsh (218)

walsh (218)

Chou (206)

sartor (207)

Fixed (N=43.,925)
Random effects

1

—a—1

e
-

¢ 4.4 [4.0—4.8]
< 1.4 [3.6-5.2]

2 3 5 10

Odds Ratio

Panic Disorder
Dinwiddie (182)
Kendler (8)
Molnar (183)
Libby (187)
Goodwin (216)
Zlotnick (1271)
Cougle (7)

Jonas (Z03)

Chou (206)

Fixed (N=29,146)
Random effects

0.5

Odds Ratio

C. Anxiety Disorders

ANy Anxiety
Fergusson (179)
wilsnack (180)
McCauley (181)
MacMillan (34)
Spataro (173)
Schneider (189)
ATifi (190)
Draper (194)
Fergusson (214)
Cutajar (175)
Tonmyr (217)
Gal (200)

Gal (200)

King (202)
Teicher (204)
Fujiwara (Z05)
Li (Z10)

Warner (211)

Fixed (N=3,210,039)

Random effects

Kendler (8)
Molnar (183)
Cougle (7)

Jlonas (203)

Chou (206)

Fixed (N=18.821)
Random effects

—
Generalized Anxiety

—

2.5 [2.42.7]
2.4 [2.1—2.8]

simple or Social Phobias

Dinwiddie (182)
Molnar (183)
Molnar (183)
Cougle (7)

Cougle (7)

Jonas (203)

Chou (206)

Fixed (N=21.278)
Random effects

D. Alcohol Use Disorders

Unadjusted
McCauley (181)
McCauley (181)
Dinwiddie (182)
Dube (226)

Dube (226)
Bergen (229)
Bebbington (231)
Young (234)

Jonas (203)

Chou (206)

Fixed (N=83,197)
Random effects

—

Adjusted
Fergusson (179)
wWilsnack (180)
wilsnack (180)
Bensley (221)
Kendler (8)
Molnar (183)
MacMillan (34)
Thompson (225)
Anda (1)

Coid (Z215)

Libby {230)
Kaukinen (233)
Nelson (235)
Trent (236)
Trent (236)
Timko (238)
Hamburger (240)
Hamburger (240)
Draper (194)
Chartier (244)
Ramiro (201)
Hughes (246)
Derringer (247)
Fixed (N=129.259)
Random effects

—

Prospective
widom (174)
Thornberry (213)
Cutajar (175)
Fixed (N=3.,130)
Random effects

0.5

Odds Ratio

E. Drug Use Disorders

uUnadjusted
Nagy (220)
McCauley (181)
McCauley (181)
Jlantzen (223)
Bergen (229)
Bergen (229)
Bebbington (231)
Duncan (241)
Pederson (242)
Huang (73)
Huang (73)
Jonas (203)
Chou (206)

Fixed (N=31.205)

Random effects

adjusted
Fergusson (179)
wilsnack (180)
Kendler (8)
Molnar (183)
MacMillan (34)
Thompson (225)
Turner (227)

Dube (9)

Libby (230)
Kaukinen (233)
Nelson (235)
Hayatbakhsh (245)
Hayatbakhsh (245)
Ramiro (201)
Hughes (Z46)
Derringer (247)
Chu (248)

Fixed (N=98,338)

Random effects

Prospecltive
Thormberry (213)
Smith (251)
widom (252)
Cutajar (175)
Fixed (N=8,840)
Random effects

0.5

1

Odds Ratio

— Current or time specific

—— ifetime outcome




Childhood Maltreatment Predicts Unfavorable Course
of lllness and Treatment Outcome in Depression:

Authors (Reference)

A Meta-Analysis

Odds Ratio
(95% Cl)

weight (%)

ecurrence
Kessler and Magee (30)
Bernet and Stein (35)
Wainwright and Surtees (37)
Collishaw et al. (39)
Danese et al. (7)
Ritchie et al. (40)
Suija et al. (44)

Subtotal

Browrrand Moran (31)

Brown et al. (32)
Zlotnick et al. (33)
Kessler et al. (34)
Hayden and Klein (36)
Brown et al. (38)
Wiersma et al. (41)
Angst et al. (42)
McLaughlin et al. (43)
subtotal

Overall

2.04 (1.42-2.93)
6.37 (1.55-16.36)
1.27 (0.77—1.99)
7.80 (1.70-35.50)
2.60 (1.60—4.24)
2.89 (1.83-4.57)
1.58 (1.05-2.38)
2.24 (1.62-3.10)

4.02 (1.59-10.15)
1.93 (1.05-3.54)
2.29 (0.49-10.61)
2.81 (1.01-7.82)
1.20 (0.87-1.67)
14.90 (6.00-37.00)
1.99 (1.37-2.88)
2.02 (1.18-3.46)
1.90 (1.50-2.40)
2.34 (1.65-3.32)

2.27 (1.80-2.87)

8.82
2.90
7.65
1.95
7.52
7.83
8.33
45.00

4.05
6.36
1.91
3.55
9.19
4.14
8.72
7.02
10.05
55.00

100.00




Influence of Childhood Maltreatment

on Threat Response System : Prefrontal ‘.
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To BIOAOYIKO ATTOTUTTWMHA
TOU TTaIOIKOU TPOAUMATOG

- EmniyeveTikeg emidpaocelic (NR3C1-GR,
FKBP5S)

+ Agovacg YYE (Watson et al 2007)

- ®Aeypovh (TNF-a, sTNFR1, IL-4, IL-6, hsCRP)
(Munkholm et al 2013)

- NeupotmrAaoTikoTnTa (BDNF |) (Aas et al 2014)

- Kipkadiol puOpoi- ro1oTnTa UTTVOU (Aubert et al
2016)

- Boavuvon TeAousowV (Price et al 2013. Shalev



YuxoTtTieoTIKA YEYOVOTO OTNV EVAAIKN Wi

" [MevOog

" Xwpiouog

" OIKOVOMIKEG ODUOKOAIEG

" EpyaciakéG aAAAYEG- EPYOOIOKO OTPEG
" [apog

" 2WHMATIKEG a00BEvVEIEG

" MeTtakopuion

" E¢eTaoEIg



YuxoTtrieoTIKA YEYOVOTA OTNV EVAAIKN Wi

- Blatt et al 1976:

" ETTITEUYHATIKOTNTA > QUTOKPITIKI
QTTOTUXIOG
" ESapTNTIKOTNTA > OIATTPOCWITIKI ATTWAEIA

- Brugha et al 1985 (BLEQ, LTE-Q):
" ESapTtwpeva
" AvegaptnTa

- Brown 1996:
= ATTwWAEI1Q
* Tatreivwon



[MePIEXOUEVO WUXOTTIECTIKWY YEYOVOTWYV Kl
TTUPOOOTNON AYXOUGS I KATABAIYNGS
(N=7322 evlAikeg didupol)

- KataOAiyn poévo:
* ATTWAEIQ, TATTEIVWON

- GAD povo:
" ATTwAEsIa, KivOuvog

- Ayxwong katadbAiyn (e GAD):
* ATTwAEI10, TOTTEIVWOT, KivOuvog,
EYKAWRIONOG

Kendler et al 2003 AGP



Personality and comorbidity of common
psychiatric disorders?’

AMIR A. KHAN, KRISTEN C. JACOBSON, CHARLES O. GARDNER,
CAROL A. PRESCOTTand KENNETH 5. KENDLER

Indirect covariance
Residual covariance
Meuroticism
MNovelty seeking

Extraversion

E
o
<
014Y
I
=

GAD/PAN

GAD/APD [

GAD/DD
PAN/APD

BRITISH JOURMAL OF PSYCHIATRY (2005), 186, 190-196




O pOAOG TNG TTPOCWTTIKOTNTOG

> NMpodI0BETIKOG KAl TTPOYVWOTIKOG
TTAPAYWYV OTIGC AYXWOEIG KAl
ouvaIoONUATIKES O/XEC

- Evaiodnoia oTo stress
© 'EKOEoNn o€ YUXOTTIECTIKA YEYOVOTO (WNAG
- AIOXEIPION OXECEWV

- 'EKOgon o€ TTOPAYOVTEG KIVOUVOU
OWHMATIKNG UYEIQG

Y 4 Y 4
e e e it



AITIOKA OUVA@PEIQ

t1

t2



The Tripartite model of anxiety and
depression

High negative

offect

Clark & Watson, 1991




elective attention to threat versus reward: Meta-analysis

Otav n atrelAf avraywvideTal NE TNV
avTauoIfn, VIKAEl TTAVTA N atTeiAn!

Attentional bias to threat Attentional bias to reward

Freuen et al 2008 Clin Psychol Rev



Adolescent
PUBERTY/ADOLESCENCE Depression
*Increased salience of the social sphere

* changes in reward systerns

sincreased hypothetical furure-oriented cognition Exacerbated
problems in

processing of social
evaluative threat
and reward

Normalized

Successful intervention processing Of_ No
social evaluative

threat and reward Depres s10n

Sensitivity to social
evaluative threat

Alterations in reward
; .
processing

Why do anxious children become depressed teenagers? The role of social
evaluative threat and reward processing. Silk et al 2012 Psych Med




BioAoyikéG 000I ATTO TO XPOVIO
ayxog/stress oTnv KATtabAiyn

- Xpovia utrepAsiToupyia agova YYE-
AVTIOTOOT OTA YAUKOKOPTIKOEION/
OucAsiToupyia uttodoxswyv GR:
emidgivwon amro @Asypovn (Pariante 2017)

* AVOOOAOYIKEG METARBOAEG-(PAEYHOVN
(Kohler et al 2017): cuoxétion pE TTAIOIKO
TpOaUMO

© O&eIOWTIKO- VITPOJWTIKO OTPES: KUTTOPIKES
BAaBeg, deuTtepOTTAONC aUTOAVOOTIA
(Moylan et al 2014; Maes et al 2019)



AVOOOAOYIKEC HETARBOAEC OTO XPOVIO
OTPEG KOl OTNV KATABAIYN

- EvepyoTtroinon KUTTAPIKNG AVOOIiag

- NMpo@Aeypovwdeic Kutokiveg (IL-13, IL-6,
TNF-a, sIL-2R, IL-10, sIL-1RA) 1

* AVTIQPAEYHOVWOEIG KUTOKIVEG (IL-4)|

* MNMpwrTéeiveg ogeiag paong (CRP,
ATTTOO@AIPIVI, XUMOKIVEG, CUNTTANPWHAO)T

Kohler et al 2017, Moylan et al 2014
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| Inflammation \ — | antioxidants

|

4

‘ Damage by O&NS to: \

/ |

y 2l

7 Neurotoxicity, excitotoxicity
Lowered neuroprotection
Neuroplasticity
Neuronal functions
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Neuroprogression
Major depression
Bipolar disorder




/ | Zinc, vitamin E \

Activated
Immune-Inflammatory - . ,l‘Anl:liidants
pathways

ROS/RNS

/ﬁfff' O&NS

OSEs

NfES Hyper-nitrosylation
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- membrane lipids

- functicnal proteins

- anchorage molecules

- mitochondria

- DNA

Autoimmune
responses

Cell dysfunction
- intracellular signalling
neurctransmission

S i neuroplasticity

= mitochondrial dysfunction
DEpI"ESSIDI"I cell proliferation / growth

- Unipolar & Bipolar apoptosis
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dAeypovin- avoooAoVIKN
OUCAsITOUPYIA, OCEIOWTIKO stress Kai




AITIOKA OUVA@PEIQ

t1

t2



ESEAIKTIKA (TEAEOAOYIKA) HOVTEAQ

«MAgovVEKTAMOATA» KATABAIYNG:

* ATTOQUYN KATOOTPOWPIKWYV ETTIOPACEWV
ouveXouUg, adiEgodou stress- Oikovouia
Ouvapewyv (MaBnuévn afonénrorTnra,
Seligman 1972)

* AVAKTNON €VOIAQPEPOVTOG OCNUAVTIKWYV
AAAwYV (Bswpia TTpOcdeONS, Bowlby)

- Meiwon avTaywvioTIKOTNTAG- EX0pOTNTAG-
eCao@AAion emTiIiwong, SIATTPAYHATEUC
(social rank model, Price 1967)



2UNTTEPAC AT

-+ O1 ayXxwoesig diatapayxEg odnyouv
OUXVA O€ KOTABAIYN HEOW TTOIKIAWYV
WUXOAOYIKWYV Kal BIOAOYIKWYV
MNXOVICHWV

- H éykaipn Trapéufaocn (BioAoyikn,
WUXOKOIVWVIKI) O€ ATOMO ME
ayXwoeig O/xEC Ba aTTOTPEWEI TNV
eCEAICN o€ peidova KAaTABAIYN
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