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“Obsessive -
compulsive
/| and

related disorders”

“impulse is changed
to urge,
inappropriate is
changed to
unwanted”
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OCD AND
~ HABITS




DEFAULT MODE

NETWORK

...| am just thinking...




“..the neurological
basis for the self..”



Sci Rep. 2017 Mar 13;7:44468. doi: 10.1038/srepd4468.

Patterns of Default Mode Network Deactivation in Obsessive Compulsive Disorder.

Goncalves C'JF1-2'3; Sopares JM‘J"E', Carvalho 81'2: Leite J‘]'z: Ganho-Avila A1: Fernandes-Goncalves AG: Pocinho F?: Carracedo A8 Sampaio Al

+ Author information

Abstract
The objective of the present study was to research the patterns of Default Mode Network (DWMN) deactivation in Obsessive Compulsive

Disorder (OCD) in the transition between a resting and a non-rest emotional condition. Twenty-seven participants, 15 diagnosed with OCD
and 12 healthy controls (HC), underwent a functional neurcimaging paradigm in which DMN brain activation in a resting condition was
contrasted with activity during a non-rest condition consisting in the presentation of emotionally pleasant and unpleasant images. Results
showed that HC, when compared with OCD, had a significant deactivation in two anterior nodes of the DMN {medial frontal and superior
frontal) in the non-rest pleasant stimuli condition. Additional analysis for the whole brain, contrasting the resting condition with all the non-rest
conditions grouped together, showed that, compared with OCD, HC had a significantly deactivation of a widespread brain network (superior
frontal, insula, middle and superior temporal, putamen, lingual, cuneus, and cerebellum). Concluding, the present study found that OCD
patients had difficulties with the deactivation of DMN even when the non-rest condition includes the presentation of emotional provoking
stimuli, particularly evident for images with pleasant content.

PMID: 28267615 PMCID: EMC5347382 DOl 10.1038/srepd4468

* OL aoBeveic pe OCD avadeEpouv cuyxva mpofARUATA OTN UETATOTLON TNG
TIPOOOXNC TOUC aTtO LOEOUNPUKAOTLKEC OKEYPELC.

* Oewpeital otL uTtapxeL AuokoAia o armevepyormoinon tov DMN akopo KoL av n
Katdotaon npepiac Stakomtetal.

* OLaoBeveic eiyav SuokoAia otnv amevepyonoinon tou DMN akopa kol otav n
KaTAOTOoN MWN-NPEulac meplAdapfove tnv mopouciaon ouVOLOBNUOTIKWY
OleyepTIKWY €peBLOUATWY, LOLWC OE ELKOVEC LE EUXAPLOTO TIEPLEXOLLEVO.



“a brain that is a prisoner to itself
is maladaptive..”

Tognoli, Emmanuelle, and J. A. Scott Kelso.
“The Metastable Brain.” Neuron 81.1
(2014): 35-48. PMC.




EMMAHMIOAOI KA AEAOMENA

* ETimmroAaouég (wng 2,3%

* ETimmroAaouég €toug 1,2%

Ruscio et al., 2010




2YN-NO2HzH

Ayxwoeig diatapaxég 75,8%
Alatapayég d1a6song 63,3%
AlaTapaxEg gEAEyYOU Ta-
popMNOEWY 55,9%

AAKOOA, xprnon ouciwyv 38,6%

Ruscio et al., 2010



2YN-NO2HzH

OTroladNT1roTe

AAAN Ol10TOPOXN:
90%

Ruscio et al., 2010



| | | Temporal Order of OCD and Comorbid Disorder
Percent c1>f OCD Associationof OCD vgith Prior disorder OCD first OCD second Same-year onset
Cases with comorbid disorder™ predicting OCD
A 3
comorbid disorder onset™
%| (se) OR95% CI OR 95% CI %l|(se) %|(se) %|(se)
S s S 758/ (7.6) 7.67(3.4-16.9) 527(2.6-10.2) 15.2(5.3) 79.6|(5.8) 5.2/(2.8)
Panic disorder 20.0, (4.5) 6.17(3.2-11.7) 7.97(3.4-18.2) 30.3|(12.3) 58.1|(13.9) 11.6((8.2)
P e peTe 7.8 (3.5) 6.97(2.3-20.8) 10.07(3.6—-28.0) 10.2(10.2) 89.8|(10.2) 0.0/(0.0)
Specific phobia 4277 (7.2) 5.17(2.5-10.2) 4.87(2.5-9.1) 5.8(3.4) 91.9|(4.0) 2.2/(2.2)
Social phobia 435 (7.4) 6.37(3.3-11.8) 5.77(3.1-10.3) 19.0(6.9) 81.0/(6.9) 0.0/(0.0)
GrrrmEsd sre s Ssa 8.3 (2.6) 1.6/(0.7-3.3) 3.07(1.3-6.5) 16.7(14.7) 74.4/(17.4) 9.0/(9.7)
Posttraumatic stress disorder 191 (4.4) 2.97(1.6-5.4) 1.9(0.7-4.8) 39.4{(12.5) 39.9|(13.4) 20.7/(12.4)
Sessman ey fearie 371 (7.9) 5.57(2.7-10.9) 2.0/(0.8-4.8) 53.2|(12.4) 31.7/(11.1) 15.0(7.6)
Any moodidisorder 63.3| (7.8) 6.97(3.5-13.7) 467(2.3-9.1) 456/(8.1) 40.2(7.4) 14.2((4.8)
e frarasete Fes i 40.7, (6.2) 3.57(2.0-6.2) 2.97(1.2-6.6) 47.1/(9.7) 37.2/(8.9) 15.6((7.1)
bsifomis e 131 (4.1) 5.67(2.4-12.9) 3.4/(0.9-12.6) 49.9(16.0) 33.3|(15.8) 16.8((14.7)
Bipolar disorder (broad) 234 (5.8) 7.47(3.6-15.4) 10.87(5.6-20.9) 37.3|(13.1) 51.6|(13.0) 11.2((7.7)
a 55.9| (9.0) 4.87(2.4-9.6) 5.77(3.3-9.7) 5.2(3.3) 92.8|(3.7) 2.1/(2.0)
Any impulse-control disorder”
Oppositional-defiantdisorderﬂ 277 (5.2) 4.9(2.4-9.9) 5.77(2.9-11.3) 4.6(4.5) 91.2|(6.0) 4.1(4.1)
Conduct disorder: 14.2| (4.5) 2.37(1.0-5.0) 2.67(1.1-6.2) 8.1/(7.9) 83.1|(11.4) 8.8/(8.6)
a 18.8| (6.6) 3.879(1.7-8.2) 3.77(1.7-8.1) 0.0(0.0) 100.0/(0.0) 0.0/(0.0)
Attention-deficit/hyperactivity disorder”
e s creme 18.6| (5.1) 2.87(1.4-5.3) 3.67(1.9-6.6) 6.0(5.9) 90.0|(7.1) 4.0/(4.0)
38.6] (5.5) 4.17(2.5-6.8) 5.57(2.8-11.0) 41.1/(9.0) 58.9|(9.0) 0.0/(0.0)
Any substance use disorder
Alcahal abuseldependance 38.6| (5.5) 4.97(2.8-8.4) 5.17(2.5-10.4) 45.6/(9.8) 48.0(9.7) 6.4/(4.5)
Alcohol dependence 237, (5.0) 6.07(3.1-11.4) 8.97(4.2-18.9) 27.9|(9.5) 55.0|(11.0) 17.2[(9.1)
ST shEE e R 217, (4.8) 3.27(1.6-6.2) 3.67(1.5-8.7) 32.0/(9.6) 50.6|(11.1) 17.4(9.1)
S avE e 139 (4.1) 4.87(2.4-9.3) 557(2.1-14.4) 26.4{(12.1) 46.5(13.8) 27.2/(13.0)
Any disorder” e




Alapopodlayvwon

* |6eopuyxavaykaoTikn dlatapay KPOCWIILKOTNTOC

* |deopunplkacpol amaviwvtal otnv peilova
kataOAurtikn Sratapayn N ayxwdelg dtatapayec.

* EMovaAapPOoVOLLEVEC OTEPEOTUTILKEC
OCUMMEPLPOPEC CUVOAVTWVTOL OE PUXWTLKEC
KOTAOTAOELC, OTNV VONTLKN VOTEPNGCN 1 KAl oTA
opyavika puyocuvdpoua.




Aladpopodlayvwon

* Emipovn avnouyia yLa tTnv ELKOvVa Tou
OCWHOTOC N TEAETOUPYLKEC SLATPOPLKEC
ouvnOEeLEC cuvavTWVTAL OTLC SLATPOPDLKEC
Sdatapaysc.

* Mortia cupnepipopwv Kat evolopEPOV MPOC
eMovaAopBavopeveC SpaoTNPLOTNTEC
OUVOVTWVTOL OTOV OLUTLOMO.




2YN-NO2HzH

H rmBovn vmapén 1arpiknc
WUXIATPIKAG OUV-vOOoNOoNG IOV UTTOPEL
VO EMNPEACEL TNV ATIAVTNON OTNV
Bepamneia ( Y dlaTapayEC OUMTOALKOU
PAOUATOC KOl Xpnon

OV TLIKATOOALTITIKWY KATT).

Ghaemi SN, Wingo AP, Filkowski MA, et al. Long-term antidepressant treatment in bipolar
disorder: meta-analysis of benefits and risks. Acta Psychiatr Scand 2008;118:347-56.
Salvi V, Fagiolini A, Swartz HA, et al. The use of antidepressants in bipolar disorder. ] Clin
Psychiatry 2008;69:1307-18.



[MTOPEIA KAI
[MPOI'NQ2H



NMaykoouiog Opyaviouog Yyegiag

2. UYKATOAEYETAI aQvAPETQ
oTiG 10 cofapoTepeg
00OEVEIEC OE «ATTWAEIO»
ETWV (WNG AOYW

OUCAEITOUpPYIaC




* To uwgnAd TPOoOWTIKO KOOTOC TnG AW
OlaTaPAXNG  avTIKATOTITRICETAl o uUynAo

KOIVWVIKO KOOTOG

* YTtrohoyiletal o1 oTIic HINA TO AuEeco KOOTOG TNG

IAWY Oiatapaxng ¢rtavel Ta 2.1 OICEKATOMMUpPIO

OoAdpia, KQl TO EMMECO (aTTwAEIQ

rapaywyikétnTac) Ta 6.2 dicekaToppupia

Dupont et al.,1995



KAOYZTEPH2ZH KATAAAHAHZ
ANTIMETQITIZHZ



H TTapoxn KataAAnAng Oepatreiag Ptropei va
kaBuoTeproel 10-17 ypovia PeTa TNV EUPAvVION TNG
dlatapaxnc.

O1 veupoTtrAaoTIKEG aAAolwaoelg TG YA
oTa0gpoTToIoUVTAl

Intermational OCD Foundation;
Jenike 2004, Garcia-Soriano et al., 2014
Albert et al., 2019



|

KaTtroiol aoeavalg omm(punTouv T

ou |.l1TTu) |JQLTq_ Toug




«To éva TETapTo TWV

aocOsvwyv ue IAWY
orarapaxn avaPEpeEl

AITOTTEIPA AUTOKTOVIASCY

DSM-5



Awareness
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v IXETIKA OUXVA

v Xpovia

v'10" o€ ‘avatrnpia’
v KaBuoTepnuévn

OEPATTEUTIKN

TTapEUacn

SPESS ]_ ".,_.-' _l
Obsessive
Obsessive-

Compulsive
D1sorder
Lompulsive

| Mii ™ T
I."'u ' '1|' "'-"I ! -I.i.- a- -ll' Y _ﬂ




MOIEZ NAPEMBAZEIX
[MPOTEINONTAI;

EINAI AlTOTEAEZMATIKEZ;



National Institute for Clinical Excellence (NICE)

* Evnuépwon
* Ala@goipoTnTa

* MpooBaciuoTnTA

I'm supporting

OoCD
Awareness Week

OCD-UK
leading national charity supporting children and adults affected by Obsessive-Compulsive Disorder




NICE

* Qepatreia mPWING YPAUUNG Via eVHAIKEC:
2UMTTEPIPOPIKN BepaTtreia n
POPHAKOBEPATTEIO

* QepaTtreia mowrng vpauuns via maidiq:.

2UUTTEPIPOPIKN BepaTreia

www.nice.org.uk



“BUT Up to 40% fail to respond”

Fineberg et al., 2012; International college of obsessive compulsive spectrum disorders.



AINANTH2H 2TH OEPATIEIA (Response)

Responders:
¥ 35% BeAtiwon oto YBOCS

TIARpN¢g atmrdvTnon, mapouaidlouv ooBapr KAIVIKI BEATIwON

Mepikil ATrdvrnon
v225% Kkal <35% BeAtiwon oto YBOCS

‘Non-Responders:
«<25% BeAtiwon otoYBOCS

(Pallanti et al., 2002; Simpson et al., 2006)



ANOIZTAMENH ZTH OEPAIEIA AIATAPAXH
(Treatment-Resistant OCD)

* QapuakoBepatreia n oTroia
mrepiAauBavel ©UO TOUAAYXICTOV
SRVI’s

= * Emapkeig 600¢€Ig

* Na didotnua 12 eBOONAdWYV

Fineberg et al., 2007



ANOEKTIKH 2TH ©OEPAIIEIA AIATAPAXH
“Treatment refractory”

O Opo¢ UTTOONAWVEI HEYOAUTEPO

BaBuo avrioTaong atn Bepatreia

Husted & Shapira, 2004



ANOEKTIKH 2TH OEPAIIEIA AIATAPAXH
“Treatment refractory”

ATroTuyia o€ BEpATTEUTIKO XEIPIOHUO TTOU TTEPIAAUPBAVEIL:

* Tn xpnon Tpiwv TouAdayiotov SRIs (Eva ek Twv OTTOIWV

gival n xAwuItrpapivn)
* 2TPATNYIKEG POAPMOAKEUTIKAG EVIOXUONG

* 2JUMTTEPIPOPIKN YuxobepaTtreia

Husted & Shapira; 2004



NMAPEMBAZZEIX 2THN
IAEOWYXANAIKAZTIKH AIATAPAXH




“A consensus panel of 30 international
experts, concluded that :

* SSRIs,
* clomipramine,
- CBT

 either alone or combined are first-line
treatments for OCD.”

GUIDELINE WATCH (MARCH 2013): PRACTICE GUIDELINE FOR THE TREATMENT
OF PATIENTS WITH OBSESSIVE-COMPULSIVE DISORDER
Lorrin M. Koran, M.D.H. Blair Simpson, M.D., Ph.D.



SYETHMATIKH ANASKOMHEH KAI META-ANAAYZH AEOMENQN
Skapinakis et al., 2016

O ouvouvaouoc
WuxoOspaTTEUTIKWYV KAl
PAPUAKEUTIKWV
TTAPEUPACEWYV PAIVETAI VO
€ival TTI0 ATTOTEAECHMATIKOG

OTTO TNV WUXO0BEPATTEUTIKA

TTapEPPac, TOUAAXIOTOV OTIC

TePITTTWOEIC oofapng IAW

’ Lancet Psychiatry. 2016 Aug;3(8):730-9.
6l0(T0(paxr1g doi: 10.1016/S2215-0366(16)30069-4



International Clinical
Psychopharmacology

Wolters Kluwer Health

Optimal treatment for

Obsesswe ComDUISIVe dlsorder: Naomi A. Fineberg, David S. Baldwind,e,

a randomized Controned g}(l)rller\]r?gl\e/l.V\[l);:’:Pbmggg:r,\?r;e Hansona
feaS|b|I|ty StUdy of the clinical- Srinivas Gopia, ,Su.khwinder Kaura, |
effectiveness and cost- e At
eﬂ:eCtiveneSS of Cognitive_ Sonia Shahpera, Yana Varlakovaa, Davis

Mpavaendaa, Christopher Mansond,

behavioural therapy, selective Cliodhna O’Learyd, Karen Irvinea,b, Deela
Moniji-Patela, Ayotunde Shodunkea,

serotonin reuptake inhibitors Tony Dyerh. Amy Dymondh, Garry Bartonh
- ' : " and David Wellstedb Int Clin

and thelr Combmatlon In_ the Psychopharmacol. 2018 Nov;33(6):334-

management of obsessive 348.

compulsive disorder



International Clinical
Psychopharmacology

Wolters Kluwer Health

“Combined treatment
appeared the most

clinically effective
option, especially over
CBT, but the

advantages over SSRI
monotherapy were not
sustained beyond 16
weeks”.

"SSRI monotherapy
was the most cost-
effective”.

CBT




|$Brtrul'm Unit cost

E71.84 [Pay and Condtions Croular MED, 2016)
£14.88 (Pay and Conditions Ciroular MED, 2016; Health and Social Care Information Centre, 2016)
£2.47 (National Heath Servce Business Authonty, 2017)
£252 [Nabonal Health Servce Business Authonty, 2017)
£3.57 (Natcnal Heafth Serice Businass Authosty, 2017)
£4,03 [Matonal Health Servce Business Authonty, 2017)

Apoointment with apecaliel reqistear
Supervesion (5 men/appomtment]
Medicabon monthiy prescription (50 mgl®
Medication monthéy prescription (100 mg)®
Medication manthly prescription (150 mg)®
Medication manthly prescrption (200 mg)®

Uit cost

CBT Therapiet (band 7) (Curtis and Bumns, 2016 Trainer (band &%

Therapist [coet® of erployment) E52.7T0 E108.M

Linit cost (Curks and Bums, 2018)

Heahh professional contacts (coatvist) GP clinic Home" Hoggpital
Counaebortherapést £50.58 E6254 E51.58
JMenial heabih nurae E68.04 £7AM E6B.15
Psychologist £66.00 L7887 £87.50
Psycheatnist £150,24 £153.41 £168.60
Muraa [at GP swgery) E1212 - -
GP £31.00 E63.44 E135.27
Physotherapist £26.72 £685,23 £4B.33
Ocovpabon therapist £41,83 E£B4.66 £66.85
Speech therapiet £26.72 £65.23 £27.596
Socaal wioeker Ed4Q.45 E50.01 Ed1.57
GP phone call E11.85
Murse phone cal £6.20

Hospita admessons [costbed day)
Accident and emergency (coetfvsit)
Other outpatient vist (costivait)

Day case procedure (cost/orocedure)

£396.33 (Departmant of Health, 2018}
EDE.25 (Departent of Health, 2016)
E116.82 {Department of Heakh, 2016)
£398.02 (Department of Health, 2016)

CBT, cogmtive-befawoural therapy; GP, general practtioner.
*Thes includes an additional per prescnption packagensg cost of £1,01 and a pharmacst fee of £0.90,







OPAPMAKOOEPAIEIA

OCD Awareness Week
10th-16th October 2011




Medications recommended as
monotherapy in OCD

Janardhan Reddy et al (2017).

Drug Suggested dosage Strength of recommendation™
Escitalopram 20-30 mg A
Fluoxetine 60-80 mg A
Fluvoxamine 200-300 mg A
Paroxetine 40-60 mg A
Sertraline 150-200 mg A
Citalopram 40-60 mg A
Clomipramine 150-225 mg A
Venlafaxine 225-300 mg B

*Based on modified Strength of Recommendation Taxonomy (SORT)[13]

A — Consistent, good-guality patient-oriented evidence i e., Meta-analysis of
Randomized confrolied trials (RCT) with consistent findings or high quality
individual RCT

B — Inconsistent or limited-quality patient-oriented evidence i.e., systematic
review/meta-analysis of lower quality clinical trials or studies with inconsistent
findingsAower quality clinical trial/cohort study/case-control study

C — Consensus based clinical guidelines extrapolations from bench research,
disease-oriented evidence, usual practice, prnrr:rn case-series
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Medications recommended as
monotherapy in OCD

Janardhan Reddy et al (2017).

PREVIOUS RESPONSE,
COMORBIDITY,
TOLERABILITY,
ADVERSE EFFECTS,
COST

DRUG INTERACTIONS.




“Although meta-analyses
of placebo-controlled trials suggest greater
efficacy for
clomipramine than for fluoxetine,
fluvoxamine, and sertraline,

the results of head-to-head trials comparing
clomipramine
and selective serotonin reuptake inhibitors

(SSRIs) directly do not support this
impression”

APA, 2007



AMEPIKANIKH YYXIATPIKH ETAIPIA

AOZOAOrlIA SRIs otnv IYA

American Psychiatric Association. (2007).Practice Guideline For The Treatment
of Patients With Obsessive-compulsive Disorder. Arlington (VA): Koran LM et al;
American Psychiatric Association (APA); 96 p.

GUIDELINE WATCH (MARCH 2013): Koran LM, Simpson HB



2ITAAOTTPANN
EciTaAotrpdun
®AouoieTivn
MapogeTivn
2epTpalivn (A)

®AouBogapivn

KAopuitrpapivn
(TpIKUKAIKAQ)

ApXIkn
Aéon
(A)
20 mg
10 mg
20 mg
20 mg
50 mg

50 mg

25 mg

2uvnong
2TOX0G
Aoon
40-60mg
20mg
40-60mg
40-60mg
200mg

200mg

100-250mg

2uvnong
MéyioTn

Adéon

80mg
40mg
80mg
60mg
200mg

300mg

250mg

MepioTaociakda
MéyioTn
Adéon (B)

120mg
60mg
120mg
100mg
400mg

450mg



Placebo-controlled comparator studies

of fixed-doses of SSRI
OeTIKA
QAPM. | aaPKEA | Aéon OUOoXETION A
OYZIA (eBoop.) (21abepn) doong-
aTTAvTNoONgG
RCTs
Citalopram 12 352 @ 20/40/60 mg No Montgomery et al. (2001)
Escitalopram 24 457 10/20mg Yes Stein et al (2007)
Fluoxetine 8 214 | 20/40/60 mg Yes Montgomery et al. (1993)
Fluoxetine 13 355 | 20/40/60 mg No Tollefson et al. (1994)
Paroxetine 12 348 | 20/40/60 mg Yes Hollander et al. (2003)
Sertraline 12| 324 VMO0 2900 No Greist et al. (1995)
Bloch et al., (2010)
Meta- . Yes «higher rates of drop-outs
analysis due to side effects»

Fineberg, 2017




2UXVd N Evapén YiveTal P XapnAoTepn 66on yia va

EAOXIOTOTTOINBOUV Ol AVETTIOUMNTEG EVEPYEIES

YWnAEg 660¢€IC XPNOIMOTTOIOUVTAI OUXVA O€ AO0OEVEIC TTOU £XOUV

uPnAo KAaTaBoAIoHO, dev ep@aviouV TTOPEVEPYEIEG 1
TTOPOUGCIAJOUV AVETTOPKI BEPATTEUTIKN AVTOTTOKPION HETH atrd 8
eBOouadeC oTn ouvnbiopévn péyloTn doon
Ta emriTreda clomipramine kai desmethylclomipramine
12 wpeg YeTA TN ARWn Oa TpéTTel va diatnpouvTtal KATw atrd 500

ng/mL yia va eAaxiototroinBei o Kivdbuvog otnv KapdIakn

AyWYIMOTNTA




Da Conceicao D.L., (2013)

* MeAétn 12 eBOouGdwWYV

" 128 CUMMETEXOVTEG

" O¢gpartreia pe SRI

H mpwiun BeAtiwon oTic 4 eBdopdda Bepartreiac,

ATTOTEAOUOCE TOV KOAUTEPO TTPOYVWOTIKO OEIKTN YIdA

TNV oUVOAIKA AvTaTTéKpIon oTn Bepatreia, otic 12

eBOOMAOEG



AIAPKEIA AHYHZ OAPMAKEYTIKHZ AI'QI'Hz

* «OCD is a chronic disorder. On the basis of current

evidence, long-term treatment with SSRIs is indicated to

protect against relapse for most cases and treatment should

not be discontinued»

* «Clinicians need to inform their patients about the risks

of relapse, so that collaborative decisions about

maintenance treatment can be agreed»

Sustained Response Versus Relapse: The Pharmacotherapeutic Goal For OCD. Fineberg NA et al Int Clin
Psychopharmacol 2007



MPOZOHKH ANTIWYXQTIKQN 2THN 1AW



Study name Antipsychotic drug Statistics for each study

Hedges's Lower Upper Hedges's g and 95% CI

g limit limit p-Value
Muscatello et al. (2011) Aripiprazole -1.07 -1.72 -0.41 0.00
Sayyah et al. (2012) Aripiprazole -1.68 -2.40 -0.96 0.00

Aripiprazole pooled -1.35 -1.95 -0.75 0.00
McDougle et al. (1994) Haloperidol -0.82 =1.51 -0.14 0.02

Haloperidol pooled -0.82 -1.51 -0.14 0.02
Bystritsky et al. (2004) Olanzapine -0.81 -1.59 -0.03 0.04

Shapira et al. (2004) Olanzapine -0.29 -0.87 0.29 0.33

Olanzapine pooled -0.49 -0.98 0.01 0.05
Storch et al. (2013) Paliperidone =0.21 =0.87 0.45 0.53

Paliperidone pooled -0.21 -0.87 0.45 0.53
Carey et al. (2005) Quetiapine 0.01 -0.59 0.61 0.97

Denys et al. (2004) Quetiapine -1.28 -1.95 -0.61 0.00
Fineberg et al. (2005) Quetiapine =0.53 =1.37 0.31 0.21
Kordon et al. (2008) Quetiapine -0.26 -0.89 0.36 0.41

20.50 =1.07 0.07 0.08

Erzegovesiet al. (2005) Risperidone -1.78

Hollander et al. (2003) Risperidone -1.65
McDougle et al. (2000) Risperidone -1.63
Simpson et al. (2013) Risperidone -0.64

Risperidone pooled -1.06

Overall pooled -0.87
-2.00 0.00 2.00

Favors antipsychotics Favors placebo




D2 and D3 dopamine receptor affinity predicts
effectiveness of antipsychotic drugs in obsessive-

compulsive disorders.
S

aripiprazole . aripiprazole

ol . .
risperidone

WAL

quetiapine quetiapine

N
O
O
m
>
o
=
n

n

7]

0}

c

o
=
3
=
Ll

Log Ki D3 Log Ki D2

Ducasse D et al, 2014, Ducasse D et al, 2014 Psychopharmacology (Berl). 2014 Sep;231(18): 3765-70
Fineberg 2017




= Based on the review of data, aripiprazole and
risperidone _may have the most benefit as an
augmentation strategy to SRls in patients with SRI-
resistant OCD.

* Evidence remains inconclusive for guetiapine,

= Severe metabolic adverse events limit olanzapine
use, though the evidence is greater than for
guetiapine.

= Paliperidone seems promising, given that it is a
metabolite of risperidone.

* Kim, D., Ryba, N. L., Kalabalik, J., & Westrich, L. (2018). Critical Review of the Use of Second-Generation
Antipsychotics in Obsessive-Compulsive and Related Disorders. Drugs in R&D, 18(3), 167-189.



Oral aripiprazole dose/day

The use of aripiprazole in the setting of treatment

20mg —

15mg —

10mg —

7.5mg —

5mg —

2.5mg —

resistant obsessive—compulsive disorder

After 10 mg/day, it is possible
to increase the dose by 5 mg.

*‘nn =3

! i

: :

5 :

II : Weeks
10 14

B Aripiprazole

Baybars Veznedaroglu, Nesrin Dilbaz , Ozcan Uzun and Erdal Isik Ther Adv
Psychopharmacol 2018, Vol. 8(10) 271-285



[MIPO2ZOHKH ANTIWYXQTIKQN 2THN |AY

* H amavtntkotnta otnv npoodnkn
avtipuxwtikoL napayovta, palvetol va
KUpOLVETOL yUpw oto 30%

* Ta omota Betika anoteAeopata paAAov Ba
davouV oTLC TIPWTEC 4-6 eBOOpADEC,
* Do pmopouoe KAVELC AOUOV O€ MEPLUTTWON N

QTTOVTNTIKOTNTAC, VO TtPOTELVEL aAAayn
OTPOTNYLIKNC LETA TNV EKTN EBOopada

Bloch MH, Landeros-Weisenberger A, Kelmendi B, et al. A systematic review: antipsychotic augmentation with treatment refractory
obsessive-compulsive disorder. Mol Psychiatry 2006;11:622-32.

Veale D, Miles S, Smallcombe N, et al. Atypical antipsychotic augmenation in SSRI treatment refractory obsessive compulsive
disorder:a systematic review and meta-analysis. BMC Psychiatry 2014;14:317.

Dold M, Aigner M, Lanzenberger R, et al. Antipsychotic augmentation of serotonin reuptake inhibitors in treatment resistant
obsessive-compulsive disorder: an update metaanalysis of double-blind, randomized, placebo-controlled trials. Int J
Neuropsychopharmacol 2015;4:18.



MPO2OHKH ANTIWYXQTIKQN 2THN IAY

MetaBoAko ocuvdpopo

“..Mmetabolic syndrome was present in 21.2% of a
sample of 104 OCD patients; metabolic syndrome was
associated with the duration of the exposure
(lifetime) to antipsychotics...”

Albert U, Aguglia A, Chiarle A, et al. Metabolic syndrome
and

obsessive-compulsive disorder: a naturalistic Italian study.
Gen Hosp Psychiatry 2013;35:154-9



ATtuTtia oVTU UXWTLKA KOLL

npokAnon wbeouyovayKooTikNG
OU UTTTWHOTOAOYLAC




DappakokLvnTkn..




American Psychiatric Association
(APA 2007)
GUIDELINE WATCH (MARCH 2013)

FIRST - LINE TREATMENTS

CBT (ERP)

CBT(ERP) + SSRI
(0] 4

SSRI




APA

2TPATHIIKEZ ZE TMTEPITNTTQZEIZ METPIAZ ANTATOKPIZHS

* MpooOnNkKnN AVTIYUXWTIKOU
OEUTEPNC YEVIAC | CUHTTIEPIPOPIKNG
Yuxo-fepareiag (ERP) (o £ 5

MEPITITWON TTOU OEV TTMUAPEXETAI NON

* MpooONkKNn yvwolakng Oepaneiag™



APA

2TPATHIIKEZ ZE TMEPITITQZEIZ MIKPH3 H ATIOYZAZ ANTATNOKPIZHS

AAAayny SSRI (pmmopei va XpeEIaoTOUV
TMOPATIAVW OTTO Hid OOKIHEG)

AAAayn o€ KAOHITIPOMIVN

MPpooONKN AVTIWUXWTIKOU SEUTEPNG YEVIAC
AAAayn o€ BevAapagivn

AAAayn og pipralamivn®



APA

2TPATHIIKEZ ZE TMTEPITTTQZEIZ METPIAZ KAI MIKPH2Z H ATTOY3AZ
ANTAIOKPIZHY

* AAAayl ©g €va daAAo OeuTeEPNG YEVIAG
AVTIWYUXWTIKO

* AANayn o€ éva dAAo SRI

* MpoodRkN KAOUITTPAMIVNG®

* MMpooBnkn buspirone,* pindolol,* morphine
sulfate,* inositol*

* NMpooONKn avrtaywvioTr YAOUTAMIVIKOU (TT.X.
riluzole, topiramate)*



APA

2TPATHIIKEZ MONOTIA TEPITNTQZEIZ MIKPHZ HATOY3AZ
ANTAIOKPIZHY

e AAAayn o€ povoOepaneia HE AU ETAMIVN®
e AAAayn povoOepameia pe tramadol®
e AAAayn o€ povoOepancia pe ondansetron®

e AAAayn o MAOL.*

*Oapanaia HE Aiya gpEuvnTIKA
Oedopéva (m.X. HIa )| AiyEG HIKPEG
SokKiIpég | pHEAETEG TTIEPITITWONG)



American Psychiatric Association




Fineberg, 2017
O¢paTtreia avBioTapevng ota SRI's IAW diatapaxig

Aiayvwon
*2UUHOPOWON OTHV
Osparreia

MpooBRkKnN
aAoTTEPIOOANG N KAOMITTPOMIVNG Kal SSRIs

NEOI MAPAIFONTEE







PANDAS

PEDIATRIC
AUTOIMMUNE
NEUROPSYCHIATRIC
DISORDERS
ASSOCIATED with
STREPTOCOCUS




* PEDIATRIC

* INFECTION

* TRIGGERED

* AUTOIMMUNE

PITANDS

it NDERS“ N D' NEE.
* NEUROPSYCHIATRIC Al EE O RSN e
* DISORDERS AT A

Lyme, staphylococcus, mycoplasma,
coxsackie, EBV, HSV. etc.



PANS

PED'ATR'C COULD AN INFECTION

BE CAUSING YOUR CHILD’S SYMPTOMS?

ANOREXIA HANDWRITING |

ACUTE'ONSET b ANXIETY

OBSESSIONS

EMOTIONAL LABILITY

CD
HYPERACTIVITY

NEUROPSYCHIATRIC i %

DIFFICULTY CONCENTRATING .
SYNDROMES recreso
BEDWETTING @

DISTURBANCES

SLEEP

7,

SENSORY ABNORMALIES 8

Swedo et al 2012



PANS

* NOLUWEELC

* MouUyAa, Bapea petalla (udpapyupoc,
oldnpoc, xaAKkoc.)

* Avoooloylka eAAelppata

* [evetika / petafoAka cuvdpopa



PANS

* ZADNIKA “overnight and out of the blue..."”

* Ayxoc, ouvaloBnuatikn aotabela, peiwon
oXOALKNC eTtidoonc, KWVNTIKEC SUOAELTOUPVYLEC,
dlatapaxeg uvou-oupnong.

* AY2ODATIA

Swedo et al 2012



During acute episode
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PANS

Before the infaction During the episode Aftar treatment

Jeff Szymanski 2012
Harvard Medical
School



 Management : Psychiatry, hematology, Immunology
* SSRIs, behavior therapy, or both
* Plasmapheresis : every other day for seven treatments

* Intravenous immunoglobulin therapy (or anti-CD20
monoclonal antibodies - rituximab)

* Antibiotics : risk of resistance and drug reactions
* Corticosteroids : problematic with OCD symptoms
* nonsteroidal anti-inflammatory drugs (NSAIDs)

Neurosci Biobehav Rev. 2018 Mar;86:51-65. doi: 10.1016/j.neubiorev.2018.01.001.
Epub 2018 Jan 6. Treatment of PANDAS and PANS: a systematic review.Sigra S,
Hesselmark E, Bejerot S.



“...symptoms should be treated on a
case-by-case basis. Careful collection
of etiological clues and treatment
outcomes can be beneficial to patients
and the research field alike...”.

Neurosci Biobehav Rev. 2018 Mar;86:51-65. doi: 10.1016/j.neubiorev.2018.01.001.
Epub 2018 Jan 6. Treatment of PANDAS and PANS: a systematic review.Sigra S,
Hesselmark E, Bejerot S.



National Institute of Mental Health
(NIMH)

“...It IS possible that adolescents and
adults may have immune-mediated
OCD, but this is not known..."




WA KAI'IAIAITEPE2 KATA2TA2EI2



OCD KAI KYH2H

First-line
Sertraline Citalopram

Second-line
Fluvoxamine
Third-line

Fluoxetine Despite an unclear association, there is
growing evidence of a role in fetal defects and high risk for

PNAS.




OCD KAI KYH2H

Fourth-line

Paroxetine In spite of controversial results, this
drug is positively associated with fetal
malformations. In addition, it has a high risk for
PNAS.

Clomipramine

Faruk et al 2015
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HOARDING

ATTo TO ZUVOpOouO ToUu AloyEvn
oTta reality shows




WHILE POLICE LOOK FOR LANGLEY COLLYER [N HIS HOUSE (LCFT), HUNDACOS OF CURIOUS NEW YORKERS WAIT NEARDY FOR SOMETHING EXCITING TO HAPREN

STRANGE EAS[.HF I

DLLYER HﬂﬂIH[HS

Homer dies in junk-crammed house and police search for Langley, who only wanted to be left alone

On the morming of March21the telephene rang in New \urk polvre head-
quarters and & man who called himself “Charles Smi id there was a
dead body in the Collyer house. Promptly the poice mmrlsnl on the onee
fashionable but now riorayinn brick-and-brownstone in Harlem, where two
strange hrothers, Homer and Langley Collyer, had lived for 38 years. But the
daors were locked and the lower windows were covered by rusty. iron grills.
So the police took an ax 1o the front deor, chapped aut a pane and peered
inside. The front hallway was fillad 10 the ceiling with 1rash, and through
the splintezed door crept the odor of mildew nnd
age. They ran a ladder up 1 a secontlsto
window, A patrolmsn elimbed in and dmwﬂvni
into another mass of refuse. In o few minutes
he returped to the window and said, “There's a
D.OA. (Dead On Arrival) in here.” He had found
ihe body of T0year-old Homer Collyer, skin-
ny and grotesque as a plucked sparro
on the littered floor, Homer was dressed in a tat-
tered gray bathrobe, had been desd {of nawral
canses) for at feast 10 hours. The police put Ho-
wier i o khaki bag and carried him gently down
the ladder. A curions crowd aeroas the streel,
standing in a eold March drizale, snuffled appee-
ciatively and ommenced to murmur, "Where's
Langley?™

Homer asd Langley Collyer were gentlemen, the
cons of a physician.
lawyer, but blindncss overiaok him and then pa-
ralysis. He retrested to the brownstone house

than Homer, 1ok care of hirm. People saw Langley peeping from an upper win-
daw or, in the evening, scurrying to and from a grocery store, sometimes paus-
iing 1o rummage in a garbage can or e ush i an areaway. He was (rail,
wore & 1910 boating cap. old clothes held together by pins, a celluloid collar
and a foppy, black bow tie. He had a drooping m Vhen he spoke he
was polite and rational, but people said he wae erazy. This was beeause he
wanted o live slone and because he never threw anythiog away. 1o had mon-
ey {"in six figures,” said bis lawyer) but prefersed not 1o go to the bank sod

ollect his interest. He had property but allowed
1 for nonpayment of tax-
8, pecusut Butter and o-
Homier eats aranges, 100,” Langley onee
metimes he cats 100 2 week. They will
dness. Remember, we are the sons of

ted a

After removing Homer's body, police s
manhunt for i

eral guns, thousands of empty battles
~ome 1910 pinup piciures, dressmak
1T Foed which
in the cellar, But
not fnd Langley. At week's ond they were
ng for the man whase only crime was
be alone. Must peo |v=||m
was desd. Some wanderes
voice that tipped off the police mu m\ly been that
of Langley. Some still expected 10 see his peaked

many years ago and never came out again. Lang:  LANGLEY COLLYER, prcringdoun frombeokenwin.  face appear suddenly at a dusty window or hear
ley, a tender and talented man five years younger  dow of his house, made rare public appearsncein 1042, him erying, “Homer! Homer!™ amidst the trash.

couTinuo o NexT race 49

H TrTapacucowpeuon
OUYKEVTPWOE EVTOVO TO
ETTIOTNMOVIKO EVOIQ@PEPOV TO
1947, 6Tav dUo adéA@Ia o
Homer kai Langley Collyer,
P£ONKAV VEKPOI OTO TTETPIVO
OTTiTI TOUG OTNV TTOAN TNG

Néag YopknG.



To oTTiTI TOUG NTAV YEUATO ME 120 TOVOUG
ETEPOYEVN UAIKA METAEU TWV OTTOIWYV
OEKATECOEPA MEYAAQ TTIAVA, HIO TTOAIA
YEVVATPIO, TUNMATO ATTO EVO NOVTEAO TNG

@opvT Kal TrTavw atré 3000 BiAia.
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Anuioupyia IGXUPWYV CUVOICONMATIKWYV
OECHWYV ME AVTIKEIMEVA.

* H Omrapén TWV AVTIKEINEVWYV O0ONYEIi O€
aiocOnua ac@aAsiag.
°* O AToOXWPEICHNOG ATTO TA ATTOKTAMOATA

TTPOKAAEI avTIOPAOEIC TTEVOOUG.



MNapaocuocowpeuon CWwWV

(animal collecting - animal hoarding)

To aTtopo dlaTnpEi HeyaAUTEPO aTTO TO CUVRAON
apIBuo (wwyv, XWPEIG va £XEl T duvaToTNTA

TEPIOOAYNG TOUG, EVW TTICTEUEI AKPIBWGS TO

avTifeTO.
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2ZUYKOTaAEYETOL
OLVAULECOL OTLC
ocoBapPOTEPEC
oLloOEvVELEC.




H katavonon kai n
OVTIMETWTTION TNGS ATTAITEI
OUXVA ECEIDIKEUMEVEG
OMAdOEG KOl OUVOUOOTIKEG
Bepartreisd.




"'# J'I. " ‘_‘-"'_ : .-. . 1. :
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S WY EAAHNIKH AHMoKPATIA | [R5, A VYXIATPIKH KAINIKH

sty [AMEMMETHMIOY ABHMNOMN
! T 1 N
W W NEPIGEPEIA ATTIKHE WS AIFINHTEIO NOEOKOMEID

NMpoaywyn Wuxtknc Yyetac
o€ EvrntaBeic NMANBuopo0C
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