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Editorial

Psychotropic medication in pregnancy:
The cost-benefit ratio revised

Psychiatriki 2015, 26:165-168

The use of drugs during pregnancy and breast-feeding is a long-lasting debate among scientists. Many of them support the
view that the risks are minimal, since the anomalies in fetuses due to chemical compounds are approximately 1%,' while others
argue that the effects of drug delivery in this special period of life has largely unknown delayed consequences.? In clinical prac-
tice the dilemma is to prescribe or not to prescribe a drug during pregnancy.

Recent scientific data indicate direct adverse effects due to the state of the mental health of the mother to the fetus and,
possibly, an increased risk of developing serious mental disorders in children whose mothers did not receive medication during
pregnancy.’ Given the uncertainty of the data, the optimal way of managing the problem is to educate the clinicians regarding
available research data, to develop an individualized risk-benefit analysis, and finally to inform the mother and, where feasible,
the father.

Currently, the choice is based on a five category classification A, B, C, D and X. Regulatory authorities such as the EMA, FDA,
etc. have established the five categories to indicate the potential of a drug to cause birth defects if used during pregnancy. The
categories are determined by the reliability of documentation and the risk to benefit ratio. They do not take into account any
risks from pharmaceutical agents or their metabolites in breast milk. An extra category N has been adopted where there are no
data available.

In reality this classification has certain limitations. For example we have two antipsychotic drugs. The first drug is classified as
B and the second one as C. How certain is that the first is safest than the second one? The answer is we don’t really know. A drug
with studies in animals and reports in humans can be classified in category C, while another drug just because it has limited
studies or use, which did not show relevant problems, can be classified in category B and then after data accumulation can be
re-classified as C or D.

In general, summarized data for all the categories of the psychotropics do not show significant teratogenic effects. There are
cautions for tricyclic antidepressants, some anticonvulsant and lithium (until completion of the organogenesis of the heart).**
The administration of psychotropic drugs during breast-feeding is clearly more restrictive, due to the potential toxicity in the
newborn and the infant, and the existence of the safer alternative of the human-like milk. Furthermore, a drug is rarely falls
within the exclusion category (x) without figures to support this restriction.

In practice a lot of information is collected from the traditional pregnancy registries, i.e. prospect observational studies, which
monitor pregnant women from the time of entry in the registry until a short time after birth and detect major teratogenic inci-
dents. These registries have significant limitations, such as small samples, inability to control the population, and limited follow-
up. The presence of confounders such as tobacco use, alcohol consumption, and folic acid prescription during pregnancy can
complicate the interpretation of the results.

The traditional classification of the five categories is simplistic and often confuses over the complexity and ambiguity of the
final choice. The limitations have led to the development of alternative methods for the assessment of the risk of medication
use in pregnant women. The broader cooperation of regulatory authorities worldwide is fundamental. Since December 2014,
FDA published the New Pregnancy and Lactation Labelling Rule (PLLR),® which has already been implemented for all new drugs
by June 30, 2015, and gradually retroactively for drugs that have been licensed from 2001 and beyond. The new classification
is based, like the previous one, in the traditional pregnancy registries, but also in the design of larger cohort studies, databases
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of civil claims of persons who have suffered damage, and the wider cooperation of the parties involved (regulatory agencies,
scientists, users etc.). Finally this new PLLR forms a new parameter, which relates to the effect of drugs on the females and males
reproductive potential.

The landscape in the use of drugs in pregnancy is significantly altered after the accumulation of research. Data show that the
risks from the use of drugs in pregnancy and lactation are probably overestimated, while the various diseases and conditions
may have multiple adverse effects both on mothers and children.>” The administration of any psychotropic drug during preg-
nancy is based on an integrated risk assessment plan. Parents are required to have an active role in the final decision, helped by
a clear and comprehensive cost-benefit analysis from their physicians.

Giorgos A. Alevizopoulos

Professor in Psychiatry and Psychopharmacology
Department of Psychiatry, “Agioi Anargyroi” Hospital,
University of Athens, Athens, Greece
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ApOpo ouvTaéng

Pappaka Kar Kunon:
Avadbewpwvtag 1o 160{Uylo 0@PENOUG-KOGTOUG

Yuylatpikn) 2015, 26:165-168

H xprion @apudkwv Katd tTnv KUNon Kat tov OnAaopd éxel amoteAéoel amd pakpoL Bépa avtimapdBeong petall Twv emMoTnUo-
vwv. MoAhoi urmootnpilouv TNV dmoyn ATt ot Kivouvol gival ENAXIOTOL, agoU POAIG TO 1% Twv avwpaAiwy ota éufpua ogeilovtal
0€ XNUIKOUC TTaPAyovTeG,' evid avTtiBsta dANot uooTnpIlouy OTI Ol EMITTWOELC TNG XOPAYNONS PAPHAKWY Ot auTh TNV 181aitepn
niePioS0 TNG WG €XEL €V TOANOIC, AYVWOTEG MOKPOXPOVIEG GUVETIEIEC.? XTNV KAWVIKA TIPAEN To SiAnupa ival va GuvTayoypa@roEl
1 va YN 0UVTAYOYPA@HOEL KATTOLOG PAPUOKA KATA TNV KUNoN.

Ta mpoo@ata epeuvnTIKA oTolKEI SEiXVOUV APECEG SUCUEVEIG EMMTWOELG TNG KATAOTAONG TNG WUXIKAG LYEIAG TNG UNTEPAG OTO
€uPpuo, kal evéexopévwe auvénuévn mbavotnta avantuéng pelovwy Siatapaywv og matdid Twv omoiwv ot UNtépeg dev EAafav
(POPMOKEVTIKA aywyA Katd tTnv Konon.®> Me 8edouévn tnv aBeBatdtnta Twv oToIxXEiwy, N acparéotepn péBodo¢ Siayeipiong Tou
TPORAAMATOC €ival N ekMaiSevon TwV KAIVIKWV WE TTPOC Ta £pELVNTIKA deSopéva, N avantuén e€atopikeupéVNG avAaluong Kivou-
VOU-0@QENOUG, KAl TEAOG N EVNUEPWON TNG UNTEPAC AAAA Kal —OTTOU aUTO Eival EQIKTO- TOU TTATEPA.

H em\oyn péxpt onjpepa Baciletat otig mévte katnyopieg A,B,C,D kat X Xapaktnpiopou tng mKivouvotnTag Xpriong evog gap-
pdkou Katd Tnv KUNon, ot omoieg €xouv BeomaoBei amd Tig Siapope PUBUIOTIKEG apxEg, omwg n EMA, FDA K.d. kal ava@épovTal
ota dedopéva ac@aleiag kABs PaAPUAKEUTIKOU TTPOIOVTOG yia avBpwivn Xprion. Ot KATNyopieg auTég avtavakAoUv BewpnTika Tn
OXETIKN EMKIVOUVOTNTA £VOG PappdKkou pe av&ouoa oelpd. Mia akopn katnyopia N éxel uloBetnBei dtav Sev undpyouv Siabéoiua
Sedopéva. H mpaypatikdtTnta OpwG givat 6Tt N KaTnyoplonoinon autr €xel e€AIPETIKA ONUAVTIKOUG TIEPLOPLIOUOUG. Na mapadetypa
av €XOUHE éva avTIPuxwTIKO @appako Katnyopiag B kat éva katnyopiag C, mdoo BERalo gival 6Tt To MPWTO €ival ACQANETTEPO TOU
Sevtepou; H amdvtnon gival 61t ev yvwpiloupe. To MpWTo GAPHOKO YIa TO OTTO{0 €X0UV YiVel HENETEC OE TElpAATOlwa Kat UTIAP-
XOUV avaPOpPEG amd avBpwmoug, €xel Ta§ivounBei oTnv katnyopia C, evw To SeUTEPO, EMEIST ATTAWG EXEL TIEPIOPICUEVEG LENETEG Ol
omoieg 6ev €de1§av mpoPAruaTa, 0TNV KATNYOPIia B, Kal 0Tn CUVEXEID LETA ATTO CWPEVON OTOIXEIWV gival SuvaTov va tagivounOei
wsCnhD.

A6 TIG KATNYOPIEG TWV YUXIATPIKWY GAPHAKWY TIEPIANTITIKA Ta oTolxeia Seixvouv 6TL Sev eppaviCouv ovolwdn kivduvo tepa-
Toyéveonc. Em@uAAgeIc uTTdpxouV yia Ta TPIKUKAIKA avTIKOTABAIITTIKA, KATTOld QVTIEMANTTIKA Kal To Aib1o (uéxpt TV ohokArjpwaon
TNG 0PYAVOYEVESNC TG KAPSIAC).*> H xoprynon PuxoTpdTwy QApHAKWY KATd ToV BNAACUO gival GaQWG TTIO TIEPIOPICTIKY, APEVAG
Aoyw mOavoTNTAG TOEIKOTNTAG OTO VEOYVO KAl TO BPEPOG, aQeTEPOU AOYW TNG SuvaTdTNTAG XOPHYNoNng ac@alolg e€avBpwmo-
TOINUEVOU YAAAKTOG. ATIO TNV AAAN TTAgLPd, SV gival GTIAVIO TO GAIVOUEVO €Va GAPHAKO VA EVTACCETAL OTNV KATNYOPIa ATTOKAEL-
opoU (X) xwpig Ta oTolkeia va umooTnpi{ouv auTtov Tov amoKAEIOUO. TNV TIPAEN TOANEG TTANPOPOPIEG CUANEYOVTAL ATTO TA UNTPWA
Kurjoewv, dnAadr} amd TPOOTTIKEG UEAETEG TIAPATHPNONG, Ol OTIOIEG TTAPAKOAOUBOUV TIG EyKUOUG ammd Tov XPOVOo EICAYWYNG OTO
HNTPWO pEXPL éva HIKPS SIAoTNHA PHETA TOV TOKETO Kal avixveVouv peifova TEPIOTATIKA TEpATOYEVEONG. OUwE aKOUN KAl Ta Un-
TPWA £XOUV ONUAVTIKOUG TTEPLOPLIOUOUG, OTTWG TIEPLOPIOEVO Seiypa, aduvapia eAéyxou Tou TANBUCHOU Kal eEAIPETIKA TTEPIOPIOUE-
vn mapakoAouBnon og BABog xpovou. Emiong auTtég ol HENETEC TIEPIMAEKOVTAL ATTO TNV TTAPOUGIA CUYXUTIKWV TTAPAYOVTWY, OTTWE TO
KATIVIOMA, N KATAVAAWON OIVOTIVEUUATOG, aAAd Kat N Xprion @UAAIKOU 0&€0¢ KaTd Tnv KUNnon.

H kAaoikn Ta&ivopnon Twv EVTE KATNYoPLwV, N Omoid gival UTTEPATTAOUCTEVUEVN KAl CUXVA CUYXUTIKH €VaVTL TNG TTEPUTAOKO-
TNTAG KAl TNG ACAPELAC TNG TEMKAG EMAOYNG, €XEl 08NyNOEL 0TV £€€VPE0N EVOANAKTIKWV HEBOSWV EKTIUNONG TwV KIVOUVWV XO-
PAYNONG GAaPUAKWY KATA TNV KUNoN. H eupUTepn cuvepyacia Twv puBUICTIKWVY apxwV maykoouiwg gival avaykaia. Hén amo tov
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AeképPplo Tou 2014, o FDA Snuoactomoinoe tTnv Epapuoyn tTng véag odnyiag talvopunong @apudkwy Katd Tnv KUnon Kat Tov On-
Maopé (New Pregnancy and Lactation Labelling Rule, PLLR),® n omoia té0nke o epapuoyn yia 6Aa ta véa @dpuaka améd 30 louviou
2015, kat otadiakd yla @dppaka mou adelodotiBnkav amod 1o 2001 kat evtevBev pe avadpopikn oxV. H véa auth ta&ivéunon Ba-
oiCetal, dmwcg Kat ol TPONYOUUEVEC, OTA TTAPASOOIAKA UNTPWA KUACEWY, AAAA Kal 0TOV OXESIAOUS HEYANITEPWY UEAETWY KOOPTNG,
Twv Baocewv dedopévwy amod TIG aoTIKEG SIEKSIKNOEIC aTOUWY Ta omoia uméotnoav BAAPN, Kat oTnv eupUTEPN CUVEPYATia TwV
EUMAEKOUEVWV PEPWV (PUBUIOTIKWV OPYAVICUWY, EMOTNUOVWY, XPNOTWV K.0.K.). TEAOC 0TNn véa auTr) odnyia EVTACOETAL KAl Jia VEA
TIAPAPETPOC, N OTToia APoPd oTNV MIGPACH TWV PAPHUAKWY OTO AVATIAPAYWYIKO SUVAUIKO YUVAIKWV Kal avSpwv.

To tomio oTn Xprion @apudkwv oTnV KUNoN aAA&{el ONUAVTIKE, LETA ATTO TN CUCOWPEVON TWV EPEVVNTIKWV GTOIXEIWV Tou Sei-
XVOUV OTL oL Kivouvol ané tn Xprion @apudkwy oTnv KUNon aAAd Kat otn yalouyia €xouv paAlov uriepTiunBei, evw mapdaAAnAa ot
S14popeg voool aANd Kal VOOOYOVEC KATAOTACELC Eival SuvaTov va €xouv TOANATIAACIEC SUCEVEIC EMMTWOEIC TOCO OTIC UNTEPEC
600 kal ota maidid touc.>” H olyxpovn OepameuTiky Katd Tn SidpKela TNG KUNonG Paciletal og pia OAOKANPWHEVN EKTIMNGN KIV-
Suvou. Ot yoveig amaiteital va €xouv evepyd polo oTnv TEAIKA amdpach, fonbolpevol amd cageig Kal KAaTavonTéG TTANPOPOPIEG
EKTIHINONG 0PENOUG-KOOTOUG aTTO TOUG BEPATTOVTEG LATPOUG TOUG.

Nwpyog A. A\epi{émoulog

Kabnyntric Yuxiatpikiic & Yuxopapuakoloyiag,
Mavemotnuiakn Yuxiatpikr) KAwvikri, TONK «Ot Ayiot Avapyupoi»
Mavemotruio ABnvwv, Abrva
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he treatment of bipolar disorder is a current challenge for clinicians and despite progress in

psychopharmacology, options remain limited and results are often unsatisfactory. Current

research focuses on finding new pharmaceutical agents for all phases of bipolar disorder,

i.e. mania, bipolar depression and maintenance. Particularly, relapse prevention and long-
term stabilization is a major therapeutic target. Combination treatment and polypharmacy are the
most common choices concerning relapse prevention. Furthermore, during maintenance phase pa-
tients often experience residual mood symptoms, cognitive deficits and functional decline, which
altogether illustrate the inadequate effectiveness of existing treatments and the need for new, tar-
geted, effective and safe treatments for bipolar disorder. This review focuses on active agents for
maintenance treatment in bipolar disorder investigated during the last 5 years. The compounds
under investigation have been tried or tested either as monotherapy or as an add-on treatment in
clinical trials that have progressed up to phase 3 or in preclinical models of bipolar disorder. While
awaiting the completion of many ongoing studies, the results so far indicate that paliperidone and
pregabalin may have a position in the maintenance treatment of bipolar disorder. Additionally, dex-
tromethorphan, which acts primarily as a NMDA antagonist, may be an interesting compound for
further study. However, results on memantine, another NMDA antagonist, were not encouraging.
The effects of omega-3 fatty acids and cytidine were not superior to placebo, although they both
have neurotrophic and neuroprotective properties. Eslicarbazepine, which has antiepileptic action,
provided some evidence of efficacy as monotherapy. Regarding preclinical studies in experimental
models, the pharmacological agents under investigation seem to follow the neurobiological path-
ways related to mechanism of action of lithium, which is still the "golden standard" for preventing
recurrence in bipolar disorder. Major therapeutic targets are synthetic glucose kinase 3 (GSK-3) and
the path of phosphoinositol (IMP), both probably involved in the action of lithium. Furthermore, the
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role of circadian rhythms maintenance is being studied in preclinical and clinical trials investigat-
ing the efficacy and safety of compounds CK-01 and ramelteon, respectively. Research also focuses
on pharmacological agents based on epigenetic changes and gene expression modulation, as the
inhibitor of histone deacetylase (HDAC). Of note, the development of valid and reliable experimen-
tal models for bipolar disorder, which currently remains quite controversial, will contribute to the
understanding of the pathogenic mechanisms and the development of new effective treatments.
Improving methodology aspects of clinical trials, such as diagnosis, clinical heterogeneity, moni-
toring time, gender differences and comorbidities, may promote research. Current studies seem
promising for the development of novel pharmacological agents in the near future, although there
are methodological limitations in the search for the maintenance treatment in bipolar disorder.
New therapeutic targets include not only the already known mechanisms of action, but also novel
pathophysiological pathways, probably implicated in bipolar disorder.

Key words: Bipolar disorder, maintenance treatment, novel therapeutic targets, new pharmaceutical

agents.

Introduction

Bipolar disorder (BD) is a chronic disease with po-
tentially serious negative impact on patients’ func-
tioning and characterized by recurrent episodes of
mania or hypomania (BD | and Il type respectively)
and depression. Difficulties and clinical embarrass-
ment regarding its treatment arise from the very
nature of the disease —chronic and recurrent- and
other clinical characteristics, such as heterogeneity
and frequent comorbidity with other mental disor-
ders (personality disorders, substance abuse, anxiety
disorders).!

BD treatment is a challenge for modern clinician
and despite progress in psychopharmacology, op-
tions remain limited and results are often unsatis-
factory. Current research focuses on finding new
pharmaceutical agents for all phases of BD, i.e., anti-
manic, antidepressive and maintenance treatment.
Especially, relapse prevention and long-term stabil-
ity is a major therapeutic goal as in many cases the
disorder is resistant to all first line mood-stabilizing
drugs available. Augmentation strategies and poly-
pharmacy are the most common choices for relapse
prevention,? although it is postulated that polyp-
harmacy does not significantly improve prognosis
concerning symptom chronicity and functional im-
pairment.> Moreover, patients under maintenance
therapy that do not exhibit mood episode, often

suffer from residual mood symptoms,* cognitive
decline® and poor psychosocial functioning.® All the
above mentioned problems concerning BD treat-
ment demonstrate the insufficient effectiveness of
existing treatments -at least for a large proportion
of patients— and the need for new, targeted, effec-
tive and safe treatments that will enrich the pharma-
ceutical armamentarium for the complete remission
of symptoms and better stabilization of BD patients.
This review studied all pharmaceutical agents that
have been tested, both in a clinical and a preclinical
level, as potential effective maintenance treatment
options.

Material and method

This review focuses on new pharmacological
agents tested as BD maintenance treatment, from
experimental models until phase 3 clinical trials
during the last 5 years, i.e. from 2010 till April 2015.
The identification of preclinical and clinical studies
was conducted using databases of NIH (National
Institutes of Health; http://www.clinicaltrials.gov/),
EMA (European Medicines Agency; https:/www.
clinicaltrialsregister.eu/ctr-search/search) and WHO
(World Health Organization International Clinical
Registry Platform; http://apps.who.int/trialsearch).
Moreover, articles from PubMed and PLOS ONE were
taken into account in order to identify relevant pre-
clinical studies and open trials. Concerning selection
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criteria, compounds or pharmacological agents test-
ed in children, adolescents or the elderly (>65 years)
with BD were excluded from our study. Likewise,
studies that focused exclusively on the treatment
of bipolar depression, manic episode or cognitive
deficits or comorbidity in BD patients, were not in-
cluded. Active compounds that had progressed to
phase 4 were not included in this review. The clinical
trials included in this review were either completed
or ongoing or were recently (from 2014 onwards)
terminated for financial reasons, though they might
seem promising. Pharmacological agents were fur-
ther determined based on the current study phase,
the type of expected therapeutic approach (mono-
therapy or adjunctive treatment), their mechanism
of action and existing results. Regarding preclinical
trials, given the lack of reliable experimental animal
model for BD, only those who reported efficacy in
both models of mania and depression were included
in this review.

Clinical trials for maintenance
treatment in BD

Our search revealed 9 completed studies (with or
without announced results) and 9 ongoing studies
for a total of 15 pharmacological agents tested from
phase 1 to 3.

Completed studies

Seven out of 9 completed studies had reported re-
sults, 3 with favorable clinical efficacy and one with
positive results for tolerability and safety, one with
some evidence for efficacy, 2 did not show any sig-
nificant effect, while for the remaining 2 results had
not been announced at the time of writing this re-
port (table 1).

Dextromethorphan

Dextromethorphan is widely used as a cough
suppressant, but has been reported to have neu-
roprotective effects on dopaminergic neurons and
anti-inflammation properties associated with neu-
ronal degeneration in both experimental models
and clinical trials.”® In addition, as it shares phar-
macodynamic properties similar to ketamine,’
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mainly as a NMDA-receptor antagonist and o1 and
02 opioid-receptor agonist, its possible use as an-
tidepressant is under investigation.’ In a recent
phase 3 trial, dextromethorphan was studied for 12
weeks as an adjunctive treatment (30 mg and 60
mg) to 309 BD patients who had been receiving
valproate, while 123 healthy subjects were used as
controls (receiving valproate and placebo).!”” The
study showed good efficacy for those taking dex-
tromethorphan as an add-on treatment in terms of
measuring YMRS (Young Mania Rating Scale) and
HDRS (Hamilton Depression Rating Scale).'® This
finding encourages further research into the po-
tential therapeutic role of dextromethorphan in
maintenance treatment of BD.

Pregabalin

The use of pregabalin as an antiepileptic drug and
in the treatment of generalized anxiety disorder and
neuropathic pain is known. Pregabalin’s chemical
structure is considered to be analogous to GABA and
binds with the a-26 subunit of the voltage-depend-
ent calcium channel. The possible use of pregabalin
as an add-on treatment was addressed in an open
label study'' in 58 refractory BD patients. In 41% of
patients (acute responders) that were administered
an average dose of 72+69 mg/d, significant im-
provement was noticed in CGl scale (Clinical Global
Impression) after two months. In these patients pre-
gabalin demonstrated either antidepressant (29%),
or antimanic (21%) or stabilizing properties (50%),
while 42% continued to receive it after 3 years."
These results indicate that pregabalin might have a
role in maintenance therapy.

Paliperidone

Paliperidone belongs to the class of atypical an-
tipsychotics, acting primarily as a dopamine and
serotonin receptor antagonist, indicated for the
treatment of schizophrenia and schizoaffective
disorder. In one study,'? bipolar patients (n=152),
who had recently achieved remission taking pali-
peridone ER (extended release), were compared to
patients treated with placebo after the recession
(n=148) in the maintenance phase. The results of
this study at 41 months follow-up assessment con-
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Table 1. Completed studies of pharmacological agents under research for maintenance treatment in bipolar disorder.

Pharmacological Study Phase Treatment Main mechanism Results
agent/Compound identifier as of action
Dextromethorphan  NCT01188265 Phase 3 Add-on Antagonism of Significant improve-
NMDA receptors, ment compared
agonism of o1 and  to placebo in YMRS
02 opioid receptors and HDRS
Pregabalin Open Label Phase 2 Add-on Binds to the Improvement
a-2-delta subunit in CGI-BP scale
of voltage-dependent
calcium channel
Paliperidone NCT00490971 Phase 3 Monotherapy  Antagonism Significant improve-
of dopamine ment compared
and serotonin to placebo for
receptors prevention of manic
but not depressive
episodes
Eslicarbazepine NCT01825837  Phase 2 Monotherapy Blockade of voltage- No significant differ-
gated sodium ences in CGI-BP or
channels relapse prevention.
Evidence of efficacy
in stabilizing after
manic episode
Memantine NCT01188148 Phase 2-3  Add-on Antagonism No significant
of NMDA receptors  differences com-
pared to placebo
in YMRS and HDRS
Cytidine and omega NCT00854737  Phase 2 Add-on Neurotrophic/ Not superior
3 fatty acids neuroprotective to placebo
action
Cariprazine NCT01059539 Phase 3 Monotherapy Partial agonism Efficacy in safety
of D2, D3 receptors and tolerability
Taurine NCT00217165 Phase 2 Add-on Antioxidant activity, = No results available
cell membrane
stabilization,
calcium signalling
modulation
Antibodies NCT00550576 Phase 2 Add-on Action against No results available
to digoxin endogenous digitalis-

like compounds

CGI-BP: Clinical Global Impression — Bipolar Version; YMRS: Young Mania Rating Scale; HDRS: Hamilton Depression

Rating Scale

cerning relapse for any major mood episode (de-
pressive or manic) showed that the average time to
relapse in subjects who received paliperidone was
558 days compared to 283 days for those receiving
placebo. However, this finding was statistically sig-
nificant regarding the prevention of manic but not
depressive episodes."?

Eslicarbazepine

Eslicarbazepine, chemically similar to oxcarbaz-
epine, is used in the treatment of partial seizures by
blocking voltage-gated sodium channels. Its pos-
sible role as a mood stabilizer was recently exam-
ined in a phase 2 study in 85 BD patients who had
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recently achieved remission after manic episode.
Patients were randomized into three groups receiv-
ing eslicarbazepine as monotherapy at doses of 300
mg, 900 mg and 1800 mg respectively, and were as-
sessed for six months. The results of this study did
not show statistically significant efficacy for any of
the three groups in terms of clinical improvement
(as measured by the Clinical Global impression scale)
or relapse prevention (as measured by the number
of subjects who developed manic or depressive epi-
sode). However, secondary efficacy measurements
showed that eslicarbazepine in a dosage of 300 mg
to 900 mg was significantly more effective than pla-
cebo in achieving normothymia after manic episode.
Eslicarbazepine was also found generally safe and
well tolerated.”

Memantine

Memantine is indicated for the treatment of
moderate to severe Alzheimer's disease, by acting
as an NMDA-receptor antagonist. Although there
is some data indicating a possible synergic role of
memantine as mood stabilizer, possibly in the con-
text of neuroprotection/neurogenesis,'* as both
antidepressant'> and antimanic'® agent, there has
been no strong evidence in favor of these hypo-
thetically therapeutic actions. In a 12 week, phase
2-3, double-blind study, memantine was compared
to placebo as an add-on treatment in patients tak-
ing valproate without any significant difference in
terms of efficacy.'” However, studies of memantine
continue to be conducted with the expectation of
more favorable results.'®

Cytidine and omega 3 fatty acids

Cytidine and omega 3 fatty acids as natural dietary
supplements have neurotrophic and neuroprotec-
tive action. Their role in BD is not clear, with am-
biguous evidence concerning efficacy.”®' In a four
month, double-blind study, groups of BD patients
receiving as an add-on treatment: (a) omega 3 fatty
acids and (b) omega 3 fatty acids and cytidine were
compared with a group receiving placebo in terms
of relapse prevention. Among the compared groups
no difference was noticed either in preventing re-
lapse or improving symptoms as measured by scales
of mania and depression.?
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Cariprazine

Cariprazine is a new atypical antipsychotic with
a novel pharmacological profile, acting as a D2, D3
receptor partial agonist. Studies have shown good
tolerability and safety but also effectiveness in the
treatment of manic, mixed episode,?*?* while there
are positive indications for bipolar depression.” A
two week, phase 3 study in 402 BD patients was con-
ducted in terms of examining safety and tolerance.
This study showed promising results for its adminis-
tration in longer term, as main side effect was aka-
thisia (32.6%), but this resulted in discontinuation in
only 4.7% of people who presented it.?®

Taurine

Taurine is an amino-acid found in the human
brain, showing antioxidant activity with a possible
role in cell membrane stabilization and calcium
signaling modulation. It potentially presents anti-
depressant activity, as shown by testing in experi-
mental models,?” and antiepileptic properties.? Its
possible place in BD maintenance treatment is in-
vestigated in a phase 2 trial, but no results have yet
been reported.

Specific digoxin antibodies (FAB)

As endogenous digitalis-like central nervous sys-
tem compounds are involved in the pathogenesis of
mood disorders,?® a phase 2 trial has examined the
safety and efficacy profile of specific digoxin anti-
bodies (FAB) in BD patients, without any announced
outcome measures as yet.

Ongoing clinical trials
for maintenance treatment in BD

Our search revealed 9 clinical ongoing trials, re-
cruiting or active (not recruiting - analysis phase) in-
vestigating 6 pharmacological agents (table 2) that
had not announced results at the time of writing this
report.

Inositol Hexaphosphate (IP6)

IP6 is involved in the intracellular system of second
messenger phosphatidylinositol, with potential anti-
depressant role in bipolar depression, as small stud-
ies indicate.*® In an ongoing phase 1 trial, IP6 will be
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Table 2. Ongoing clinical trials for maintenance treatment in bipolar disorder.
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Pharmacological Study Phase Treatment Main mechanism Results
agent/Compound identifier as of action (to be announced)
Inositol NCT02081287 Phase 1 Add-on Neuroprotective November 2015
Hexaphosphate action
(IP6)
ELNDO005 NCT01674010 Phase 2 Add-on Blockade Recently terminated
(Scyllo-Inositol) of Amyloid-beta
(AB) development
Ramelteon NCT01467713 Phase 3 Add-on Agonist of MT1 Recently terminated
and MT2 receptors
Lurasidone NCT01358357 Phase 3 Add-on Antagonism April 2015
NCT01575561 Monotherapy  of dopamine, July 2015
NCT01986114 serotonin September 2017
and noradrenalin
receptors
Asenapine NCT01396291 Phase 3 Monotherapy = Antagonism of D2,  June 2015
5-HT,A receptors
Aripiprazole NCT01567527 Phase 3 Monotherapy  Partial agonist April 2017
NCT01710709 of D2, 5-HT,A February 2016
receptors
studied for safety and effectiveness as an adjunctive Lurasidone

treatment to lithium and will be compared with lam-
otrigine regarding their antidepressant and stabiliz-
ing properties.

ELNDOO5 (Scyllo - Inositol)

ELNDOO5 is an experimental compound for
Alzheimer's disease treatment as it appears to act
as an amyloid-B aggregation inhibitor. A double-
blind phase 2 clinical trial for ELNDOO5 as an add-on
treatment in BD maintenance therapy was recently
stopped by the sponsoring company for financial
reasons.

Ramelteon

Ramelteon binds to melatonergic receptors MT1
and MT2 and beyond its use as hypnotic, it can play
a role in the regulation of circadian rhythms, whose
maintenance is particularly important for preventing
recurrence of BD episodes. While a phase 4 study an-
nounced efficacy of ramelteon as maintenance ther-
apy,’' a phase 3 trial for its sublingual form, aiming
at alternative ways of administration, was recently
suspended due to financial reasons.

Lurasidone is a new atypical antipsychotic that has
been approved for the treatment of bipolar depres-
sion, either as monotherapy or as an add-on treat-
ment.*? Regarding relapse prevention, lurasidone
is studied in three phase 3 trials (table 2), a double
blind, one open-label as an add-on treatment and
one open-label as monotherapy for 28, 12 and 52
weeks respectively. Results of these studies are ex-
pected.

Asenapine

Asenapine is an atypical antipsychotic for the treat-
ment of schizophrenia and manic/mixed episode.
Besides bipolar depression,** asenapine is studied
as monotherapy in a double-blind trial, compared to
placebo for mood episode prevention.

Aripiprazole

Aripiprazole is used as monotherapy or adjunc-
tive treatment for manic/mixed episode and main-
tenance treatment, while it is controversial whether
it is effective in bipolar depression.>**° For the time
being, two phase 3 trials are investigating the use of
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long acting injectable aripiprazole for 52 weeks for
BD maintenance therapy.

Preclinical studies for maintenance therapy
for bipolar disorder

Our search for the last 5 years found 5 eligible
studies corresponding to equal number of pharma-
cological agents (table 3), that showed efficacy in
experimental models of both mania and depression.
This inclusion criteria was considered more accurate,
since there is no valid and reliable animal model
of BD, due to difficulty to reflect the phenotype of
switching symptoms of mania and depression at the
same model.?’

CKo1

The compound CKO01 inhibits the function of the
casein kinase 1 (CK1) €/6, which is believed to be
involved in the modulation of the molecular clock
and therefore circadian rythm.*® CLOCK mice, car-
ry a mutation in one of the essential proteins as-
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sociated with maintaining circadian rhythm and
present significant disruption of it along with a
behavioral profile resembling a phenotype simi-
lar to human mania. In one study, CKO1 was ad-
ministered to CLOCK mice and then compared to
lithium’s action. Results showed reversal of anxi-
ety-hyperactivity behavior (as lithium) and partial
reversal of the phenotype of depression forced-
swim test model.?® The above results suggest that
pharmaceutical agents that inhibit CK1, may have
therapeutic value for BD.

Ebselen

Ebselen is a compound with significant antioxidant
properties that inhibits monophosphatase inosi-
tol (IMP). It was observed that it mimics the action
of lithium, probably because via the common neu-
robiological pathway of inositol recycling inhibition,
exhibiting similar efficacy in preclinical stage.*’ It has
been found to be effective in both depression*' and

Table 3. Preclinical trials for maintenance treatment in bipolar disorder.

Compound Animal model Mechanism of action Results
Mania/Depression Mania/Depression model
CKO1 CLOCK mice CK1 €/3 inhibition Reversal of stress behavior -
hyperactivity/partial reversal
of depression phenotype
Ebselen Model: amphetamine-induced IMP inhibition Similar to the action of lithium:
hyperactivity/forced swim test Reduction of the observed
and tail suspension test in mice behavior of rearing and hyperac-
tivity/reduction of immobility time
Peptide Model: amphetamine-induced GSK-3 inhibition of Similar to the action of lithium:

TAT — KLCpCDK  hyperactivity/forced swim test

and tail suspension test in mice

Cpd-60 Model: amphetamine-induced
hyperactivity/forced swim test
in mice

Sodium Model: AMPH-induced hyper-

butyrate (SB) activity in Wistar rats/maternal
deprivation and chronic mild

stress

KLC2 phosphorylation
and AMPA glutamate
receptors modulation

HDAC % inhibition

HDAC inhibition

Reduction of the observed
behavior of amphetamine-
induced hyperactivity/reduction
of immobility time

Reduction of the observed
behavior of amphetamine-
induced hyperactivity/reduction
of immobility time

Reversal of mania/depression
phenotype respectively

CK: Casein kinase, IMP: Monophosphatase inositol, GSK-3: glycogen synthase kinase-3, KLC-2: kinase light chain 2,
AMPA: a-amino-3-hydroxy-5-methyl-4-isoxazole propionate, HDAC: Histone Deacetylase
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mania*® models, and therefore a candidate agent for
further study in treating BD.

Peptide TAT - KLCpCDK

This peptide has been found to have lithium-like
properties, inhibiting glycogen synthase-3 kinase
(GSK-3), while additionally shows effectiveness in
both models of depression and mania.*> Although
results of this study were announced in 2010, there
have not been since then, known to us at least, fur-
ther clinical trials for this agent in BD.

Cpd-60

Cpd-60 acts as a selective 1/2 histone deacety-
lase (HDAC 1/2) inhibitor, modulating chromatin
and gene expression in mouse brains. Evidence
of its efficacy has been found in both mania and
depression models.** Inhibition of HDAC may be
a candidate target for the development of epige-
netic acting agents that would have a therapeutic
role in BD.

Sodium Butyrate (SB)

This compound, similarly to Cpd-60, inhibits HDAC
and simultaneously exhibits neurotrophic activity.
SB administration in experimental models of ma-
nia*** and depression**® resulted in amelioration
of behavioral patterns, indicating a possible mood

stabilizing role.

Current limitations and prospects
in maintenance treatment of BD

The need to develop new treatments for BD is be-
yond any doubt. There are therapeutic difficulties
in BD, especially in preventing depressive episodes
or depressive residual symptoms or treating BD Il
in the long-term.*” Lithium may be the golden op-
tion for relapse prevention, but, as noted above, a
proportion of BD patients will not respond (non-
responders)*® or be fully protected, regarding
mixed or rapid-cycling type, and often will present
side effects,* which impede therapeutic process.
Moreover, many patients are treatment resistant,*®
presenting with residual symptoms during main-
tenance phase®' and therefore ongoing treatment
is considered inadequate. The phenomenon of
polypharmacy? is also frequent in order to achieve
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stabilization and treat residual symptoms. Finally,
new pharmaceutical agents which are developed
based on the mechanism of lithium action or other
pathophysiological pathways may contribute to the
understanding of the underlying neurobiological
substrates of BD.*?

From this review it appears that three active
compounds (dextromethorphan, pregabalin, pali-
peridone) and possibly eslicarbazepine have shown
some positive evidence for BD maintenance therapy.
Considering, however, the methodology of these
and other ongoing trials, there are marked differ-
ences in the definition of maintenance therapy, the
required time for long-term prophylaxis and how ef-
ficacy of each intervention is evaluated. Measuring
clinical levels of functioning or residual symptoms
(mania or depression) does not seem to ensure long-
term prevention. Regarding study design, it may
be preferable to use days to relapse (for any major
mood episode) or the number of individuals who
will finally relapse as primary outcome measures
and the longest, possible, follow-up time period for
which a prophylactic treatment will be considered
adequate. Methodological issues, such as diagno-
sis, clinical heterogeneity, gender differences and
comorbidity,> should also be addressed in order to
promote research.* Finally, regarding preclinical tri-
als, there are important limitations in developing a
reliable, valid BD model that will present both the
pole of mania and depression in a single behavioral
phenotype.?’

Based on the above concerning studies design,
paliperidone seems to have favorable profile for
further study as a mood stabilizer, although, for
the moment, it seems to be effective only in the
prevention of manic episodes. Cariprazine is an-
other antipsychotic that presents with a novel
mechanism of action and has shown good tolera-
bility and safety. Results on the efficacy of caripra-
zine in maintenance treatment are expected, as
well as from other atypical antipsychotics, namely
lurasidone, asenapine and long-acting aripipra-
zole. Study results on the efficacy of NMDA recep-
tors inhibitors, dextromethorphan and memantine,
are so far mixed, although there is preliminary pos-
itive evidence for dextromethorphan. Pregabalin
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and eslicarbazepine are anticonvulsants with pros-  results. In preclinical level, neurobiological path-
pects of further study in BD maintenance treat-  ways of GSK-3 and IMP inhibition, both related to
ment. Trials of pharmaceutical agents with neuro-  the therapeutic effects of lithium, are known and
protective and/or neurotrophic properties, such important targets for the development of pharma-
as omega-3 fatty acids and cytidine, did not reveal  ceutical agents for BD.’*** Pharmacological agents
positive results. Studies on the therapeutic benefit based on epigenetic changes and gene expres-
of modulating circadian rhythms in both experi-  sion modulation, such as the inhibitor of HDAC,
mental models and clinical trials, with CKO1 and are earning more ground in modern research for

ramelteon respectively, have yielded encouraging BD.>%34%5

dappaxkofoyikol TApAyovieg umo penétn
ywa 1 Ogpameia cuvinpnong
6t ourofikn dwarapaxn

X. Anpntpakémouvdog,’ I. Kwvotavtakémouvhog'?

"A” Yuxiatpikn Khvikn, latpikri SxoAr Mavemotnuiov ABnvav, Ayiviteio Noookopueio, ABAva,
2Section of Cognitive Neuropsychiatry, Department of Psychosis Studies, Institute of Psychiatry,
Psychology and Neuroscience, King’s College London, UK

Wuxiatpikny 2015, 26:169-180

H Bepameia tng SumohkAg Statapaxng amoteAel mMPAKANGCN yla TOV oUYXPOVO KAVIKO Kal, Tapd
NV Mp6odo NG YUXOPAPUAKOAOYIAC, Ol ETTIAOYEC TTAPAPEVOUV TIEPIOPIOUEVEG KAl TO OTTOTEAE-
opaTa ouxva pn tkavormoInTikd. H ouyxpovn €peuva eMKEVTIPWVETAL OTNV AVEVUPEDON VEWV QapP-
MOKEVUTIKWY TTAPAYOVTWV yla ONEG TIG @ATELG TNG SIMOMKAG SlaTtapaxng, yla TNV AVIIMETWITION
Maviakwy Kal KatabAmtikwy emelcodiwv Kat Tn Bepamneia cuvtpnonc. IStaitepa n mpdANYn Twv
UTTOTPOTIWV Kal N HaKpompoBeoun otabepomoinon ouviotd peilova Bepameutiko otoxo. Ot ouv-
SuaoTikéG Bepareieg Kal n TOAV@APHAKia amOTEAOVUV TNV TTAEOV OUXVH TAKTIKH EMAOYN 0TNn MPO-
AnWn Twv urotponwv. EmmAéoy, 0Tn @don cuvtipnong ot aoOeveic Blwvouv ouxva UTTONEITTOUE-
va cuuntwpata anod tn Siabeon, mapouotdlouvv YVWOTIKA eANEIUUATA KAl AEITOUPYIKN EKTTITWON,
KATL TTOU KOTASEIKVUEL TN PN ETAPKI ATTOTEAECUATIKOTNTA TWV UTTAPXOUCWVY BEpamelwV Kal TNV
avAykn yla VEEC, OTOXEUUEVEG, ATTOTEAECUATIKECG Kal aoPaleic Ogpamneieg yia tn SimoAikn diata-
paxn. H mapoloa avackomnon eotialel oe SpaoTIKEG OUTIEG yia Tn Ogpamneia cuvTpnong mou
Slepeuvwvtal Tnv TeAevTtaia 5etia. Ot und €peuva ovoieg éxouv Sokipaotei p Sokipdalovral ite
w¢ povoBepaneia gite wg Bepameia evioxuong o€ KAIVIKEG SOKIPEG TTOU £XOUV TTIPOXWPNOEL WG TNV
@don 3 i og MPOKAIVIKA povTéla SimoAikng Statapaync. Evw avapévetal n oAokAfpwon MoAAwY
TPEXOUOWV HEAETWY, Ta PEXPL TWpPa amoTeAéopata Seixvouv 6Tl n maAmeptdovn Kal n TPEyKa-
pmaAivn iowg éxouv Béon otn Bepameia ouvtpnong tng SumoAikng dlatapaxng. EmmpooBeta, n
Se€tpopebopdvn, mou Spa kKupiwec wg NMDA avtaywvioTng, mapouaotdaletal we evlagépouvoa
ouoia yla mepaltépw HEAETN. QOTOCO N pepavtivn mou eival emiong NMDA avTtaywvioTig Sev €xel
Swoel evBappuvTIKA amoteAéopata. ATO TNV AAAN TMAgupd, ol péxpl Twpa SoKIPES w-3 Mmapd
oéa kat kuTidivn Sev €6€1€av avwTEPN ATTOTEAECUATIKOTNTA OE OXEON HE TO EIKOVIKO PAPHAKO,
TTAPOANO TTIOU €XOUV TOCGO VEUPOTPOPIKEG OO0 KAl VEUPOTIPOOTATEVTIKEG 1810TNTEC. H avTiemAn-
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nTikAG 6pdong ecAikapPadlemivn eixe kamoleg evOei§elq ATOTEAEOUATIKOTNTAG WG povoBeparneia.
‘Ocov a@opd OTIC MEAETEC O€ TTPOKALVIKA, TTEIPAUATIKA HOVTEANQ, Ol LUTIO €pEuva OUGIEC paiveTal
va akoAouBouv to veupofloloytkd povormdtl Tou Abiov, mou e§akolouBei va gival n «xpuon emi-
Aoyr» yla tnv mpoAnyn vnotpomwyv otn StmoAikn Statapayr. Kiplot Bepameutikoi otdxo!l €ival n
oLVOEeTIKNA Kivdon TnG YAUKOING 3 (GSK-3) kal To povomdtl TnG @wo@oivooitdéAng (IMP), mou umo-
otnpiletal ét1 eumAékovTal oTn Spdon Tou AiBiou. EmmAéoy, n Siatrpnon Twv KIpKASiwv pubuwv
e€eTAleTal 0€ MPOKAIVIKEG KAl KAMVIKEG MENETEG ME TN SlEPEVVNON TNE ATTOTEAECUATIKOTNTAG KAl
ao@dAelac Twv ouctwv CK-01 kat papertedvng avtiotolxa. H épeuva eoTidlel emiong o€ @apua-
KEUTIKA popla TTOoU OXeTI(oVTal YE EMIYEVVNTIKEG METABOAEG i TN pUBMION TNG YOVISIOKNG éKQpPa-
ong, 6Tw¢ N 1otévn NG deakeTuldong (HDAC). Oa mpémel emiong va emonuavOei 6t n avantuén
€YKUPWV Kal a§lomoTwy TEIPAUATIKWY HovTEAWY SIMOAIKAG Slatapayng, Tou mpog To mapov ma-
POUEVEL APKETA AUPIAEYOUEVN, Ba CUPPBAANEL OTNV KATAVONON TWV MMABOYEVETIKWY UNXOAVIOUWV
NG aAAd Kal 0TNV aveupeon KAatdAAnAwv Kal anoteAecpatikwy Bepamelwy. Emiong, n BeAtiwon
TWV HeAeTwv og peBodoloyikd {ntrpata omwe n Sildyvwon, n KAVIKN €TEPOYEVELQ, O XPOVOG TTa-
pakoAouBnong, ot SlaPopEC avapeoa ota GUAA KAl  ouvvoonpeOTNTA, UITOPEL va mpoaydyouv
NV épeuva. OL TPEXOVOEG HENETEC APrivOLV TTEPBWPLA yia TNV AVATTTUEN VEWV SPACTIKWY OUCLWV
0TO APECO HENNOV, poAovOTL uTTdpxouv peBodoloyikoi TEplopLlopoi oTNV épeuva yia Tn Bepansia
ouvtpnong otn SimoAikn Sdtatapaxn. Ot véol BepameuTtikoi oTdX0l TEPIANAUPBAVOUV OXI LOVO TOUG
NnoN yvwotolg unxaviopoug dpdong arld kat véa mabo@uaololoyikd povomdTia Tou mOavwe ep-
mAékovtal otn SumoAikn Siatapayn.

Né&eig evpeTnpiov: Atmolikry dtatapayn, Bepaneia cuvtripnong, véol BepameuTikoi oTdXOl, VEOL
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(POPHAKONOYIKOI TTAPAYOVTEC.
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he commissioning and provision of healthcare, including mental health services, must be

consistent with ethical principles — which can be summarised as being “fair”, irrespective of

the method chosen to deliver care. They must also provide value to both patients and soci-

ety in general. Value may be defined as the ratio of patient health outcomes to the cost of
service across the whole care pathway. Particularly in difficult times, it is essential to keep an open
mind as to how this might be best achieved. National and regional policies will necessarily vary as
they reflect diverse local histories, cultures, needs and preferences. As systems of commissioning
and delivering mental health care vary from country to country, there is the opportunity to learn
from others. In the future international comparisons may help identify policies and systems that
can work across nations and regions. However a persistent problem is the lack of clear evidence
over cost and quality delivered by different local or national models. The best informed econo-
mists, when asked about the international evidence do not provide clear answers, stating that it de-
pends how you measure cost and quality, the national governance model and the level of resources.
The UK has a centrally managed system funded by general taxation, known as the National Health
Service (NHS). Since 2010, the UK’s new Coalition* government has responded by further reforming
the system of purchasing and providing NHS services — aiming to strengthen choice and competi-
tion between providers on the basis of quality and outcomes as well as price. Although the present
coalition government’s intention is to maintain a tax-funded system, free at the point of delivery,
introducing market-style purchasing and provider-side reforms to encompass all of these bring new
risks, whilst not pursuing reforms of a system in crisis is also seen to carry risks. Competition might
bring efficiency, but may weaken cooperation between providers, and transparency too. On the
other hand, it is hard to implement necessary governance and control without worsening bureau-
cracy and inefficiency. The pursuit of market efficiencies has been particularly contentious in men-

*Since May 2015, following general elections, the UK has a Conservative government.
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tal health care, where many professionals are defensive about the risks to vulnerable patients and
to traditional ways of professional working. Developments and debates in the UK may be instruc-
tive for others. We conclude this paper with a set of questions that may help inform debate and

evaluation of mental health services internationally.

Key words: Mental-health services, commissioning services, provision of services, UK.

Introduction

The ethical foundations of the modern state rest
with respecting, protecting and enhancing the lib-
erty of citizens, and negotiating such social arrange-
ments as protect and advance the interests of the
most vulnerable in society.' The ethical foundations
of professionalism in medicine are respect for patient
autonomy, promotion of patient welfare and social
justice.? The commissioning and provision of health
services, including mental health services, must be
consistent with these ethical principles. Because
resources are always finite and must be prioritised,
ethical healthcare services must also deliver value to
patients and society, defined by the Harvard econo-
mist Porter® as the ratio of patient outcomes divided
by cost of service across the whole care pathway.

Every country should have adequate national
mental health policy and service provision.* Mental
health services must provide for the population as
a whole, but also ensure that the human rights and
welfare of the most vulnerable, such as those with se-
vere mental illness, are safeguarded and enhanced.’
However the mental health of the population is af-
fected by factors beyond mental health practice,
particularly by levels of inequality in the population.®
Psychiatrists are now seeing the fall out of the inter-
national debt crisis roll through society, and affect
the most vulnerable in the population. This is inevi-
tably placing significant extra demands on national
systems of mental health care.

Systems of commissioning and delivering mental
health care vary from country to country, bringing
the possibility of learning from others. Particularly
in difficult times, with major challenges in meeting
levels of need, it is essential to keep an open mind as
to how things might be done differently. In the cur-
rent harsh economic era, that often means how to
provide more with less — how to successfully achieve

service reform, to bring greater efficiency and ef-
fectiveness. In the field of public healthcare this of-
ten requires a fresh, "business-like" approach, which
unfortunately raises the spectre of unfair treatment
of vulnerable people through unrestrained markets.
On the other hand, as evidenced by well-document-
ed scandals in state-run mental health services in the
UK and elsewhere, such provision is by no means an
absolute guarantor of the welfare of the vulnerable.

In fact, greater efficiency and effectiveness require
strengthened systems of governance to ensure fair
provision of healthcare. Daniels’ suggests that the
hallmarks of fairness are equity, efficiency and ac-
countability. Health equity reflects all policies af-
fecting public health, not just health policies, as well
as financial barriers to equitable healthcare access,
non-financial barriers to access and comprehensive-
ness of benefits. Efficiency includes quality improve-
ment and administrative competency. Democratic
accountability requires empowerment, and patient
and provider autonomy. Such hallmarks provide a
possible way of evaluating health services irrespec-
tive of specific purchasing arrangements and sup-
port reasoned debate and implementation arrange-
ments which deliver value and fairness in mental
healthcare.

The challenge

A study by the European Union and the World
Health Organisation compared mental health care
systems across Europe.* The report’s conclusion that
the best policies and practices could be found in the
English National Health Service (NHS) was based on
data provided by central government departments,
although outcomes or cost-effectiveness were not
assessed. England has among the highest rates
of mental ill-health and other social problems in
Europe,® and spends a larger proportion of its health
budget on mental health than any other country
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in the continent.® At the time of the EU/WHO study
there had been significant increase in spending on
mental health services. While the report highlighted
the strengths of the English system, some senior
psychiatrists have expressed concerns about the
actual quality of assessment and care that patients
receive.”'°

The UK has a centrally managed system funded
by general taxation, known as the National Health
Service (NHS). Funding has doubled every decade
since its foundation in 1948, irrespective of political
party in power, with the exception of the decade to
2010, when the total investment trebled. In the eco-
nomic boom years, government and commercial
healthcare spending and investment in many coun-
tries was supported by large scale borrowing. Such
funding has depended on public borrowing and tax
receipts, including in the UK high tax receipts from
the strong banking and finance sector.

Significant investment has been channelled into
UK mental healthcare, including novel programmes
of community care and psychological treatments
focussed on priorities such as fitness to work."" Of
the increase in adult mental health and social care in
England between 2001 and 2009, 83% was commis-
sioned by the NHS, but over 30% was provided by
independent organisations.'? The UK saw many new
modern hospitals and community homes built, and
new teams and service models launched, from which
mental health patients greatly benefited. However
the debt crisis is now bringing new constraints in
health spending, and sharp reductions in social care
expenditure, with mental health patients amongst
the vulnerable people most affected. At the present
time public, commercial and charitable healthcare
providers are affected adversely, with some provid-
ers struggling to survive. The authors are aware of
an increasing number of quality scandals and bank-
ruptcies in the UK healthcare sector. These strains
are compounded by increasing healthcare demands
from the impact of unemployment, and increasing
numbers of elderly — essentially the ratio of sick peo-
ple to tax payers is growing.

Since 2010, the UK's new Coalition government
has responded by further reforming the system of
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purchasing and providing NHS services — aiming to
strengthen choice and competition between provid-
ers on the basis of quality and outcomes as well as
price.”® This pursuit of market efficiencies has been
particularly contentious in mental health care, where
many professionals are defensive about the risks to
vulnerable patients and to traditional professional
ways of working. Whilst there is some evidence that
forms of commissioning in primary care, as proposed
by the Government, can reduce costs, little of this re-
lates to mental health, and such changes may bring
other risks to patients.'

The debate

Different systems of governance, such as in state,
commercial and charity sectors have different
strengths and weaknesses. Introducing market-style
purchasing and provider-side reforms to encompass
all of these bring new risks, whilst not pursuing re-
forms of a system in crisis is also seen to carry risks.
Competition might bring efficiency but is likely to
weaken co-operation between providers, and trans-
parency too. On the other hand it is hard to imple-
ment necessary governance and control without
worsening bureaucracy and inefficiency.

Following de-institutionalisation programmes,
the reduction of UK state in-patient beds, provision
of community care homes and specialist housing
and support for people with chronic mental health
problems, the elderly and people with intellectual
disabilities are now largely independent of the state.
Several areas of specialist hospital care, ranging
from longer-term forensic units to eating disorders
to brain injury, are now mostly provided for by com-
mercial organisations, and this is reflected in data on
compulsory detentions to independent hospitals.””
Some national commercial groups running psychi-
atric hospitals and care homes are now larger than
the local, catchment area based, NHS providers in
which, for the time being, most psychiatric in-patient
beds and professional multi-disciplinary teams re-
main. The income of the commercial sector is largely
derived from NHS commissioners and local govern-
ment authorities. Many are uncomfortable with the
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large profits made by some private equity owners in
this market.

Some argue that the UK reforms have not gone far
enough as they do not allow real competition, based
on a choice of quality services by empowered pa-
tients and purchasers of services. Current debates in
the UK'®2° demonstrate the complex arguments in
gauging the risks and benefits of market approaches
to healthcare, and the strong feelings of psychiatrists
who have given their professional lives to public ser-
vice.

Opponents of private care typically quote expe-
rience in the United States'®° and cite quality and
financial scandals in private healthcare, whilst pro-
ponents are similarly tempted to cite equally un-
acceptable failures in public mental health care.?’
A persistent problem is the lack of clear evidence
over cost and quality delivered by different local or
national models.” The best informed economists,
when asked about the international evidence do not
provide clear answers, stating that it depends how
you measure cost, the national governance model
and the level of resources.”? In mental health the
definition of outcomes can be difficult, as a variety
of dimensions need to be assessed including pre-
vention, patient experience, patient safety as well as
symptomatic change. The complexity of this issue is
evidenced by repeated delays in the UK government
extending is “payment by results” programme into
mental health.?> Meanwhile examples of providers
publishing comprehensive outcome data in mental
health are rare.?*

The US-based Commonwealth Foundation®® com-
pared seven healthcare systems in English-speaking
and European countries (Australia, Canada, New
Zealand, UK, US, Germany and the Netherlands). The
study found that overall the US system ranked last
of the seven countries — despite the fact that the US
spent on healthcare more than the other countries
both in absolute and relative terms. The Netherlands
had the best system overall - one feature is that the
Dutch system allows citizens choice between pur-
chasers as well as providers of health services.

In the Commonwealth Foundation study the UK
scored second overall - it is a less wealthy country
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per head of population than the Netherlands and
spends significantly less on healthcare in absolute
terms. However, it was assessed as best for effective-
ness and appropriateness of care. On the other hand
it scored worse than all others on measures of per-
son-centred care. Furthermore the UK population as
a whole was found to be 6th out of 7 in terms of long
productive lives.

It could be concluded from the study that choice®
can be effective in healthcare, that level of expendi-
ture does not necessary determine outcomes, and
that nature and quality of the health service is not
the fundamental determinant of a country’s popula-
tion health. However more can be learnt by looking
closely at the unequal benefits for different sections
of the population. Whilst wealthy US citizens get
some of the best healthcare anywhere, the poorer,
vulnerable population in the US clearly receives
worse care than most European counterparts. Such
concerns are compounded with real political issues®
—there is inequality in care but also in the burden of
resourcing- in the UK 50% of the population pays
90% of total tax, 25% of which pays for the NHS.

The experience between countries of more severe-
ly ill, vulnerable patients requires further scrutiny.
Roehr? found that for people with complex needs
coordination of care was best in the UK, compared
with other Anglo-Saxon and European countries,
whilst the Commonwealth Fund® found that for
sicker adults, the UK was average in terms of timely
access to care and availability of records at appoint-
ment. It seems likely that different systems serve
better the needs of different patient populations,
for example Netherlands for the acutely sick, UK for
complex long term conditions.

In reality in the UK elements of a mixed healthcare
economy system of state and independent providers
has been in development for at least two decades.
Market reforms in acute healthcare have been sup-
ported by successive Governments — especially com-
mercial provision of elective surgery offering a solu-
tion to long waiting times in the NHS, with elements
of general practice down increasingly involved with
private companies. In mental health, whilst value for
money and quality from the private mental health
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sector have long been questioned,” a diversity of
state, private and voluntary mental health provision
continues to develop, focussed on provision for the
more severely ill and vulnerable patient populations.

Conclusion

The NHS has been in the UK a long standing so-
cial landmark strongly supported by the public and
professionals including mental health profession-
als. Over the last 20 years the NHS has been oper-
ating more as a business organisation, in pursuit
of market efficiencies and improved effectiveness.
This has brought out many challenges and debates.
Ultimately, the test of the method chosen to pur-
chase and deliver health care is whether it produces
“fair outcomes” for whole populations and patients.
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It would be appropriate for all countries to bench-
mark their current or proposed commissioning sys-
tems on the following criteria:

Is the system designed to deliver fair, ethical
healthcare?

Have we defined what we mean by ‘outcomes’
within our services?

What data do we have on which to audit this?

Do we have a balance between providers of differ-
ent kinds to provide a choice to patients?

How might we move forward to close some of the
gaps identified from the above mentioned ques-
tions?

What can we learn from experiences in other coun-
tries?

Avadecn Kat Tapoxn UTINPEGIWV UYELQG:
Adaypara amé 1o Hvwpévo Bacinewo (UK);

G. Ikkos," Ph. Sugarman,® N. Bouras®

'School of Health and Social Care, London South Bank University,
2King's College London, UK

Wuxlatpikr} 2015, 26:181-187

H avaBeon kat n mapoxn UMNPECIWV UYEIG, CUUTTEPIAAUBAVOUEVWVY TWV UTTNPECIWV YUXIKAG U-
yeiag, mpémel va cuvadouv pe TiG apxég TG HOIKAG Kal tng Agovtoloyiag — ol omoieg Ba pmopou-
oav va ouvoPlotolVv wg «Sikaleg», avefdptnta and tnv emiexBeioa péBodo mapoxng epovtidag.
Emiong, mpémel va gival cup@épouoeg TG00 yla Toug aoBeveic 600 Kal yla TNV KOWVWVid YEVIKO-
TEPA. TO «OUNPEPOV» Ba UMTOPOVCE vVa 0plobei WG 0 AOYOC TWV ATTOTEAECUATWY OTNV LYEIA TWV
a00evWv TTPOC TO KOOTOC TWV UTTNPECIWV KABOAN TN dtadikacia Tng ppovtidag. Eidikd og Suoko-
Aoug Kalpoug, gival amapaitntn n SEKTIKOTNTA WG TTPOG TOUG TPOTIOUG TTOU KATL TETOLO UMTOPE( va
emtevuxOei. Ziyoupa ol eBVIKEG Kal Ol TTEPIPEPEIAKEG TTOMTIKEG Ba Slapépouy, KaBwg ol TeEheuTaieg
aAvVTAVAKAOUV TNV 10TOPIa, TNV KOUATOUPA, TIC AVAYKEC Kal TIC ETTIAOYEC TNG CUYKEKPIPEVNG TTEPLPE-
pelac. KabBwe n avdbeon kat n mapoxn YUXIKAG @povTidag Slapépouv amo Xwpa o€ XWPa, UTTAPXEL
n duvatdétnta va pdboupe amd AAAoug. 1o péNNov ol SleBveic ouyKpioeglg umopolv va xpnol-
MEVOOULV OTNV AVAYVWELON TTOAITIKWV KAl CUCTNHATWY IKAVWV VA AEITOUPYHOOUV SIOKPATIKA Kal
Siatomikd. Eva emipovo mpéBAnpa givat n EANEWYN COPWV OTOIXEIWV YIA TO OIKOVOUIKO KOOTOG Kal
TNV moldTNTA TTOL TTAPEXOLV Ta Slapopa TomiKd 1 eBvikd cuotApata. Otav epwtwvTal yia ta Ste-
Ovr otolxeia, ol olkovopikoi avaluTtég dev divouv caer amdvtnon, ummootnpi{ovTtag Mwe n TEAEL-
Taia e€apTdTal amo To MW PETPIOUVTAL TO OIKOVOUIKO KOOTOC, TO €BVIKO povTého SlakufBépvnong
Kal To UYog Twv mépwv. To Hvwuévo Baoilelo éxel éva Keviplkd Slaxelpl{OUeVo cUOTNUA TTOU
xpnuatodoTteital amod Tn YEVIKA @opoloyia, yvwoTto we EOvikd Zuotnua Yyeiag (National Health
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Service). Ané 1o 2010, 0 véog KuPBepvnTIKOG CUVACTIIONOC Tou Hvwpévou Baaothgiov mpoxwpnoe
oTNV TEPAITEPW HETAPPUOUION TOU CUCTAMATOC ayopdg Kal Tapoxng umnpectwv tou NHS, ue
okomd TNV evuvApwon Twv EMAOYWV Kal TNG AVTAYWVIOTIKOTNTAG LETAEY TWV QOPEWV TTAPOXNG
UTTNPECIWV PE BAonN TNV TTOLOTNTA, TA ATTOTEAEGUATA KAl TO OLKOVOUIKO KOOTOC. Av Kal n mpoBeon
TOU KUBEPVNTIKOU CUVACTIIOMOU €ival n Slatripnon €vog CUOTAHATOC XpNHatodoToupEVOL amd
™ popoloyia Kal Swpedv 0To ONUEIO TTAPOXAG, N EICAYWYH TWV TTPAKTIKWY TNG Ayopdg oTnV avd-
BOeon uUTTNPECIWYV Kal Ol HETAPPUOUITELG ammd TNV MAEUPA TWV QOPEWV TTAPOXNG UTTNPECIWV OUVOE-
ovTal Je VEoug KIvOUVoUC, evw N pn emdiwén Tn¢ peETappLUBUIONG EVOC CUOTAUATOC OE Kpion emi-
oN¢ eYKUpovel Kivduvouc. O avtaywviopdg umopei va amo@épet amodoTikoTNTa aAld evdéxetal
Kal va amoduvapwoel Tn cuvepyacia PeTall Twv mapoxwy, énwg emiong kal tn dtagdvela. Ano
TNV AAAN MAELPQ, givatl SUOKOAN N e@appoyr TN anapaitntng StakuBEpvnong Kat EAEyXoU Xxwpig
va emdelvwOei n ypagelokpatia Kal n avamoteAeopatikoTnTa. H embiwén Tng amoteAeopaATIKO-
TNTAG TNG AYOoPdG gival IS1aITEPWG AU@IAEYOUEVN O0TNV YUXIKN UYEia, OTTOU TTOAAOI eTTaYYEAHATIES
KPATOUV AMUVTIKN 0TACON O 00N UE TOUG KIVOUVOUG Tou EANOXEVOULV YIa TOUG EUAAWTOUG aoBe-
VEIC Kal TIC TapadOCI0KEG HOPPEC EMAYYEAUATIKAG Epyaciag. Ot e€eAielc kal ol culnTAOELG TTOU
Aappavouv xwpa oto Hvwuévo Baacihelo evdéxetal va eival S16akTIKEG kKat aAlov. KAeivoupe to
ApOpo e Pla OEIPA EPWTHCEWYV TTOU PTTOPEL va TPoPoS0THCOLVY TN TIEpAITEPW cu{NTNON Kal TNV
afloAdynon Twv UTTNPECIWV YPUXIKAG LYEiag SleBvwc.

Né€eig evpeTnpiov: YINpeoieg PUXIKAG LYEiAg, avabeon UTTNPECIWY, TTAPOXH UTINPECIWY, HVWHéVo

PSYCHIATRIKI 26 (3), 2015
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Special article

NICE recommendations for psychotherapy
in depression: Of limited clinical utility

D. McQueen,' P.St. John Smith?

"West London Mental Health NHS Trust, London, °National Health Service, Redditch, UK

Psychiatriki 2015, 26:188-197

n 2009/10 NICE partially updated its guidelines on the treatment and management of depression

in adults. Due to methodological shortcomings the recommendations for psychotherapy must

be treated with caution. Despite recognising the heterogeneous and comorbid nature of depres-

sion, and the limitations of depression as a unitary diagnostic category, NICE treats depression
as if it were a unitary entity differentiated only by severity. The guidance ignores important ae-
tiological factors such as trauma, loss and maltreatment, personality and interpersonal difficulties.
It excludes the largest naturalistic studies on clinical populations treated in the National Health
Service on the grounds that they are observational studies conducted in heterogeneous groups
with mixed neurotic disorders. It unquestioningly accepts that the “brand” of psychotherapy has
construct validity, and ignores psychotherapy process research indicating significant commonali-
ties, and overlap, between treatment modalities and evidence that individual practitioner effects
are larger than the differences between treatment modalities. It fails to consider patient differences
and preferences, which are known to influence uptake, completion and response. It takes an exclu-
sively short-term perspective on a chronic relapsing disorder. It does not consider the evidence for
longer-term treatments. It is of special concern that NICE misrepresents the findings of its own sys-
tematic review by implying that CBT and IPT are superior treatments. NICE's systematic review actu-
ally found no evidence of superiority between CBT, IPT, psychodynamic psychotherapy, or counsel-
ling. Based on the exclusion of much clinically relevant research demonstrating the effectiveness of
psychodynamic psychotherapy and counselling many commentators have alleged a bias towards
CBT in the guidance. With regard to service delivery NICE proposes the replacement of psychiat-
ric assessment and individualised treatment plans, with an unproven stepped-care model. These
clinical and theoretical limitations, perceived bias in the selection of studies, neglect of patient
differences, preferences and values, misrepresentation of results of the systematic review, and the
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proposal for an unproven service delivery model together seriously undermine the validity of the
guidance. The guidance, lacking validity is of questionable use, it undermines patient autonomy,
professional expertise and, ultimately, patient welfare.

Key words: Depression, psychotherapy, guidelines, NICE.

The National Institute for Health and Clinical
Excellence (NICE) provides national guidance on
promoting good health and preventing and treat-
ing ill health. It aspires to be based on the best
available evidence and involve all stakeholders in a
transparent and collaborative manner.! Once pub-
lished, health professionals (and employing organi-
sations) are expected to take NICE guidance fully
into account when deciding treatments.? The guid-
ance on depression is aimed at clinicians, managers
and commissioners. It makes recommendations on
assessment, pharmacotherapy, psychosocial inter-
ventions, relapse prevention and service delivery.

The full updated guideline on depression (707
pages)® starts by describing depression as a broad,
heterogeneous condition, influenced by diverse
biological, psychological and social factors, and
concludes that current diagnostic systems do not
capture this complexity. However, having estab-
lished these facts the guideline oversimplifies in
key areas. Firstly it treats depression as a unitary
diagnosis. Secondly it takes different psychother-
apies at face value as representing distinct well-
characterised interventions rather than the com-
plex interventions that they are. Thirdly it treats pa-
tients as homogenous, without comorbidity, per-
sonality traits or preferences that moderate their
responses to treatment. Fourthly it only considers
short-term studies in what is a chronic relapsing
disorder. Fifthly it excludes effectiveness studies,
because of diagnostic heterogeneity or not being
from randomised controlled trials (RCTs). In ad-
dition to these oversimplifications NICE actually
misrepresents the results of its systematic review
and erroneously implies that it has demonstrated
that cognitive behavioural therapy (CBT) and in-
terpersonal therapy (IPT) are superior treatments,

whereas it has actually showed a lack of difference.
Finally NICE recommends replacing clinical assess-
ment and personalised treatment with an untested
service delivery model.

Clinicians will be only too aware that “pure de-
pression” if it exists at all rarely comes to the atten-
tion of psychiatrists working in the National Health
Service, where comorbidity of all kinds and clinical
heterogeneity are the norm. Epidemiological data
suggest that NICE's model of depression separate
from mixed neurotic conditions does not exist, the
depressive syndrome overlaps with other common
neurotic conditions.* Depressive symptoms occur
in most mental and many physical disorders. Just
consider the core depressive syndromes; depres-
sive adjustment reactions, dysthymia and melan-
cholia:®> Adjustment disorder may be criticized for
vagueness and medicalising problems of living.°
Dysthymia is defined by mild symptoms, but suf-
ferers spend more time depressed, have more
admissions, more self-harm,” higher rates of per-
sonality disorder,® and it is more resistant to brief
psychotherapy.’ Depressive episodes have worse
prognoses when co-occurring with dysthymia.”®
Furthermore depression has diverse aetiologies:
Depressions arising from feelings of loss and activa-
tion of the attachment system (anaclitic depression)
are associated with tearfulness, somatic complaints,
parasuicide and care seeking. Depressions associ-
ated with failure, and activation of the social rank
system (introjective depression) lead to fatigue,
pessimism, guilt, inability to seek help and seri-
ous suicide attempts.'""'? Anaclitic and introjective
depressions appear to have differential responses
to psychotherapy.”*> Some depressive behaviour
can be seen as adaptive:'* After loss of an attach-
ment figure, depression inhibits searching and pro-
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test when it has become futile. In respect of social
dominance and competition the depressive state
may operate as an unconscious, involuntary, los-
ing strategy, enabling the individual to accept de-
feat and accommodate to what would otherwise
be unacceptably low rank.'”®> Displays of unhappi-
ness also evoke sympathy and caring from oth-
ers.'® Understanding the functions of depression
helps distinguish between situations in which de-
pression may be considered in some way adaptive,
and where it is dysfunctional.'”” Most patients with
clinically significant depression meet the criteria
for several different diagnoses and personality dys-
functions.'® Co-morbidity is critically important in
outcome research.'® Depression arising in the con-
text of early relational trauma (childhood bereave-
ment, abuse or neglect) changes brain function®
and may be differentially responsive to psychother-
apy rather than pharmacotherapy.’’ The patients
referred to secondary care psychotherapy services
with depressive symptoms have high levels of per-
sonality disorder, psychotic disorders, comorbid
neurotic disorders, and psychosocial or behavioural
difficulties.?

As NICE itself writes in its guidance on the treat-
ment of depression in children:®® “the most signifi-
cant limitation (to the evidence base) is the concept
of depression itself... it is too broad and heteroge-
neous a category, and has limited validity as a ba-
sis for effective treatment plans. A focus on symp-
toms alone is not sufficient because a wide range
of biological, psychological and social factors have
a significant impact on response to treatment and
are not captured by the current diagnostic systems”
(p9).

Is the “brand” of psychotherapy the most use-
ful level of analysis? In the guideline the different
‘brands’ of psychotherapy are accepted at face
value as having construct validity. However the lit-
erature on psychotherapy process research reveals
that psychotherapy is a complex intervention, and
that ‘brand’ of psychotherapy has a loose relation-
ship to what takes place within psychotherapy or
what the effective ingredients of successful psy-
chotherapy are. Psychotherapies are often con-
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sidered to have non-specific effects (qualities in-
herent in any helping relationship that improve
morale or lead to personal development) and spe-
cific effects (well defined intentional actions by
the psychotherapist, usually considered as tech-
niques). Both types of effects have been shown to
be important.?* The branding of different modali-
ties of psychotherapy belies fundamental overlap
in psychotherapeutic processes, for instance in
the US National Institute of Mental Health's 1985
Treatment of Depression Collaborative Research
Program (TDCRP) IPT was found to correlate more
strongly with the CBT prototype than the IPT pro-
totype.?” Psychoanalytic psychotherapy often
contains significant CBT elements, and change-
promoting processes in CBT can be psychoana-
lytic.?® Convergence is greater when conducted
by master therapists.?”’ Rigid adherence to a par-
ticular model can be negatively associated with
outcome,?®*?? and effective therapists adjust their
use of techniques to the individual patient.*° This
has lead to calls for a move away from what ‘brand’
is best, to what techniques or interpersonal pro-
cesses achieve what ends with which kinds of pa-
tients.?! If specific techniques account for little of
the variance in outcome, then what are the change
promoting ingredients? In psychotherapy, as in
psychiatry generally, the interpersonal relation-
ship is often said to be the basic vehicle for pro-
ducing improvement. The TDCRP showed that the
contribution of the therapeutic alliance outweighs
the modality of treatment, whether CBT, IPT, imi-
pramine or placebo.*? Even with pharmacotherapy
individual psychiatrist effects accounted for more
variance in outcome than did medication over pla-
cebo (9.1% vs 3.4% of variance in BDI score).>*

The third oversimplification is ignoring individual
differences and preferences, instead treating pa-
tients as homogeneous and passive recipients of
psychotherapy. Outcome in psychotherapy and
psychiatry is generally highly personal and can be
difficult to measure precisely. Increasing emphasis
is placed on patient values and recovery. Patient
preferences strongly influence take-up and com-
pletion rates in mental health treatments.?* The
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personality characteristic perfectionism predicts
poorer response to brief treatments.®® Different
personality types respond differentially to explora-
tory versus supportive treatments, and to short-
term versus long-term treatments.*® Personality
dysfunction reduces treatment responses in de-
pression.’” Patients with borderline personality
traits may even be harmed by short-term or direc-
tive treatments.?3 Interestingly the full guideline
contains seven personal accounts of depression (p.
52-68), the majority identified long-term psycho-
dynamic psychotherapy and counselling as most
helpful, none preferred CBT. Most wrote about the
importance of making sense of childhood trauma
and difficulties.

Unfortunately short-term psychological and phar-
macological treatments are only partially effective
in the treatment of depression, at 1-year follow-
up about 60% of those treated with drugs still
meet criteria for caseness,*® and despite improv-
ing depression they do not lead to normal mood.”
Despite these limitations of short-term treatments
NICE excluded evidence for differential outcomes
in long-term psychotherapy because the research is
in mixed neurotic conditions or is observational.***

The exclusion of much research supporting psy-
chodynamic psychotherapy and counselling on
the grounds that it was conducted in heterogene-
ous groups with mixed neurotic disorders* or was
from observational studies,* of long-term psy-
chodynamic psychotherapy, both RCT**™*¢ and ob-
servational,”™*” and of cost effectiveness,*** lead
many commentators to the consultation phase to
suggest a bias towards CBT.*° Close reading of the
draft guideline®' reveals that the decision to with-
draw the previous recommendation for psychody-
namic psychotherapy “was influenced by contex-
tual changes in the NHS including the significant
increase in evidenced based psychological inter-
ventions (guided self help and CBT) made available
through the IAPT programme” (p. 196). This com-
mitment to one model, self-help and CBT, introduc-
es bias and undermines the impartiality and cred-
ibility of the guideline.
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The exclusion of many well-conducted obser-
vational and naturalistic studies is unsatisfactory.
RCTs have been described as “experimental tools
used to test hypotheses not well designed to as-
sess clinical effectiveness”? (p. 67). The danger
of over reliance on RCTs with their controlled set-
tings and atypical patients has been widely com-
mented on.>*** There are specific problems in
using RCTs to assess psychotherapy: Firstly, treat-
ments cannot be blinded. Secondly, the act of ran-
domisation may reduce the effectiveness of psy-
chotherapy, because its effectiveness depends on
the subjects active participation, beliefs and pref-
erences.’® Thirdly, while RCTs are excellent for as-
sessing drugs, psychotherapy contains no directly
acting chemical ingredient, and is analogous with
a chemotherapy placebo.’® RCTs are designed to
control for —and exclude- precisely those inter-
personal processes that are at the core of psycho-
dynamic psychotherapy. Psychodynamic psycho-
therapy requires entering into an interactive, inter-
personal process of exploration of the meaning of
interpersonal events in the patients’ life and in the
psychotherapeutic relationship, and relationships
cannot be randomised any more than friendship,
values, or beliefs. Thus “the idea of evaluating the
efficacy of psychotherapy by controlling for non-
specific or placebo factors is based on a flawed
analogy.”’ Fourthly RCTs are less reliable assess-
ing complex interventions with multiple “active
ingredients”.>® Naturalistic studies offer additional
means of assessing the effectiveness of interven-
tions, particularly complex interventions like psy-
chotherapy.®®

There is an irony that this NICE guideline, which
only admits RCT evidence, has not been tested in
any RCT or shown to lead to improved care.

Having systematically reviewed its selected evi-
dence NICE identifies “no clinically important dif-
ferences” between CBT, interpersonal psychothera-
py (IPT), short-term psychodynamic psychotherapy
and brief supportive counselling, behavioural ac-
tivation or GP treatment as usual (Full Guidance?
p. 234-235). Thus NICE's review actually supports
the ‘equivalence paradox’ that different short-term
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psychotherapies appear equally effective, glob-
ally, in the short-term, in a range of conditions.
The equivalence paradox has survived over thirty
years®® and has been confirmed naturalistically in
the NHS.®' Even though the overall effectiveness
is similar, this does not mean that all individuals
or types of depression respond equally; individual
factors significantly influence outcome. Despite
the absence of evidence of superiority NICE recom-
mends CBT and IPT alone. The full guidance states
“cognitive behavioural therapies have the largest
evidence base” (p. 291) and in the research recom-
mendations section “CBT has the best evidence
base for efficacy but it is not effective for everyone.
The availability of alternatives drawing from a dif-
ferent theoretical model is therefore important” (p.
300). This essential detail is lacking from the short-
er NICE Guidance®? (64 pages) and Quick Reference
Guide®® (28 pages), which are most widely read,
and are likely to be misconstrued as presenting
evidence that CBT and IPT have been proven to be
superior treatments.

With regard to service delivery NICE recom-
mends the replacement of assessment by experi-
enced clinicians able to refer on to a broad range
of psychotherapeutic modalities according to
clinical judgment and patient characteristics and
preferences with a stepped-care model offering
self-help, CBT and IPT. This is despite “very limited
evidence from direct studies in the support of a
stepped care model” (draft for consultation,® p.
100). This stepped care model creates an illusion of
objective standards, but deprives patients of pro-
fessional expertise, individualised treatment and
choice.®*

Depressions are characterised by the interplay of
biological, social and psychological factors, shaped
by the individual, education, social class, beliefs,
values and environment. Judgement is required
to separate abnormal from normal.®® Idiographic
patient factors and values are increasingly recog-
nised in causation and recovery from depression.®®
Psychiatric treatment should be based on diagno-
sis and formulation after detailed clinical assess-
ment, taking into account patient values and pref-
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erences.’” Experienced clinicians consider a wide
array of patient preferences, characteristics and
values in deciding management.®® A diagnosis of
depression alone is insufficient for optimal clini-
cal decision-making. The draft for consultation®?
states: “The guideline development group consider
thatitis important to acknowledge the uncertainly
inherent in our current understanding of depres-
sion and its classification and that assuming a false
categorical certainty is likely to be unhelpful and
worst damaging” (p. 18). However the guidance
does just that.

The needs of the majority of patients, who do not
respond to CBT or relapse within two years (Full
guidance p. 158), or for whom CBT is unacceptable
or ill-suited, must be addressed. Can they benefit
from other psychotherapeutic modalities? Do long-
term treatments or different modalities have supe-
rior long-term outcomes? Which psychotherapeutic
processes, cognitive, behavioural, affective or inter-
personal, and which aspects of the patient, clinician,
and clinician-patient relationship promote change?
Which modalities or processes are best suited to
whom?

In 2009 Andy Burnham, then Secretary of State
for Health, speaking about the Improving Access
to Psychological Therapies programme, declared:
“IAPT stands and falls on choice” and henceforth
will be “providing people with a choice between
different NICE approved treatments, such as CBT,
Interpersonal Therapy, Couples Therapy, Brief
Dynamic Therapy, Counselling and Collaborative
Care”.®® The recognition of the importance of
choice and the shift from NICE's narrow recom-
mendations for guided self help, CBT and IPT to a
wider provision of “approved” therapeutic modali-
ties is welcome. However the shift from “NICE rec-
ommended” to “NICE approved” begs the question
of what process was followed by NICE in “approv-
ing” treatments, because this is not described in
the guidance.

Within the narrow framework established by NICE
the review and statistics may be technically cor-
rect, but the method chosen is inadequate to com-
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prehend the complexity of clinical condition, the
complexity of the interventions and the range of
evidence available. This reduces the clinical utility
of the guidance. Credibility is reduced by commit-
ment to a particular model and “one-size-fits-all”
ecological fallacy (assuming because certain inter-
ventions have general efficacy they should be ap-
plied routinely to all cases). The proposal to replace
expert clinical assessment with an untested model
is wrong and dangerous because by inappropriate
restriction of choice it undermines patient autono-
my, professional expertise and, ultimately, patient
welfare.

Future revisions of the guideline should reflect
what the data show, not simply “count votes”; use
an ecologically valid definition of depression; pay

Focus of the intervention
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due consideration to factors influencing outcome:
heterogeneity, aetiology, comorbidity, patient
preferences; and consider long-term psychother-
apy and naturalistic trials of effectiveness. NICE
should heed the advice of its own chair Michael
Rawlins, who criticising the “undeserved pedestal”
that RCTs occupy’® quotes Bradford Hill, architect
of the RCT:

Any belief that the controlled trial is the only way
would mean not that the pendulum had swung too
far but that it had come right off the hook.”’
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Nature of the intervention

STEP 4: Severe and complex? depression,
risk to life, severe self-neglect

Medication, high-intensity psychological interventions,
ECT, crisis service, combined
treatments, multiprofessional and inpatient care

STEP 3: Persistent subthreshold depressive symptoms
or mild to moderate depression

with inadequate response to initial interventions,
moderate and severe depression

Medication, high-intensity psychological interventions,
combined treatments, collaborative care’
and referral for further assessment and interventions

STEP 2: Persistent subthreshold depressive symptoms,
mild to moderate depression

Low-intensity psychosocial interventions,
psychological interventions, medication and
referral for further assessment and interventions

STEP 1: All konwn and suspected presentations
of depression

Assessment, support, psychoeducation,
active monitoring and referral for further assessment
and interventions

Low-intensity psychological/psychosocial interventions;
individual guided self-help based on CBT principles
computerised CBT

structured group physical activity programme.

group CBT

High-intensity psychological interventions:
CBT

IPT

Behavioural activation

Behavioural couples therapy

Additionally those at significant risk of relapse or with residual symptoms should have;

individual CBT
mindfulness-based cognitive therapy



194 D. MCQUEEN and P.ST. JOHN SMITH PSYCHIATRIKI 26 (3), 2015

Yuctacelg amo 1o NICE
yua v puxobepameia tng kartadbnwpng:
lMepropiopévn KAvikg XpnelpotTnTa

D. McQueen,' P.St. John Smith?

"West London Mental Health NHS Trust, London, ?National Health Service, Redditch, UK

Wuxiatpikr} 2015, 26:188-197

To 2009/10 10 EBVIKS IvaTitoUTto KAVIKAG Aptoateiag (NICE) emkalpomoinoce ev YEPEL TIG KATEV-
Buvtrplec 0bnyieg Tou yia Tn Bepameia kal Tn Siaxeipion TG KATdOAMYNG o€ eVAAIKES. AOyw M-
Bodoloyikwv aduvaplwy ol CUCTACELC Yia TNV YuyxoBepameia Oa mpémel va avTipeTwmifovtal Ye
npoooxn. Mapd TNV avayvwplon tng ETEPOYEVELAG Kal TNG CUVVOONPAG @UONG TNG KAatddAyng,
Kal TOUC TTEPLOPLOMOUC TNG KATABAIPYNC w¢ eviaiag StayvwoTikiAg Katnyopiag, To NICE avtipe-
TWICel TNV KATAOAIYN cav va eMPOKELTO Yld Hla eviaia ovtoTnTa mou SlagopoToleital povov
w¢ mpo¢ TN BaputnTta. Ot 08nyiec ayvoouv onuavTikoUG alTIOAOYIKOUG TTAPAYOVTEG, OTTWG TO
PUXOAOYIKS TPAU A, N ATTWAELA KAl N KAKOUETAXEIPION, N TPOCWIKOTNTA Kal ol SUCKOAIEC OTIC
SlamPOCWTIIKEG OXEOEIG. ATTOKAEIEL TIC HEYOAUTEPEG VATOUPAANIOTIKEG LENETEG OE KAIVIKOUG TIAN-
Buopoug péoa oto EBvikS Xuotnua Yyeiag (NHS) pe tnv emixelpnuatoloyia o1t gival HENETEC
TAPATAPNONG O ETEPOYEVEIC OUAOEG UE MIKTEG VEUPWTIKEG SlaTtapaxég. Aéxetal avavTippnta
OTL YevIKOTEPA N YuxoBeparmeia €xel Soplkn eykupdTNTA, KAl AyVoEi TNV épguva mavw otn St-
adikaoia Tng YuxoBeparmeiag mou Seixvel ONUAVTIKEG OUOIOTNTEG KAl EMIKAAVYPELG HETAEY TWV
Slapdpwv e1ldwv Yuyxobepameiag, kal ototxeia mou Seixvouv Ot n emidpacn Tou BepameuTn i-
val onuavTikotepn amd Ti¢ Slagopéc petady Twv 16wV Yuyxobepameiag. AmoTtuyxavel va e€eTd-
o€l TI¢ S1aPOPEC Kal TIC TPOTIUAOELG TwV aoBevwy, ol omoieg gival yvwoTo ot emnpedlouv TNV
amoyn yia tnv Yuxobepameia, TNV oOAOKAApwWON Kal TNV avtandkplon otn Bepameia. YioOetel
pila amoKAELIOTIKA BpaxumpdBeoun TPOOTTIKA Yia Hia Xpodvia umotpomidlovoa Statapaxn. Asv
ouppepiCeTal amodeIKTIKA oTolXEla yia TIG pakpompdBeopeg Bepameieg. Eival 18laitepa avnou-
XNTIKO 10 yeyovog 0Tt To NICE StaotpeBADVEL TO ATTOTEAECUATA TWV SIKWV TOU CUCTNUATIKWOV
AVOOKOTIOEWV urtovowvTag 6Tl n CBT kat n IPT givat avwtepeg YuxoBepaneieg. tnv mpayuati-
KOTNTA, cuoTnUaTtikh avackomnon tou NICE dev anmédeie avwtepn kapia ek Twv CBT, IPT, Yu-
xoduvapikn 1 cupBouleuTik YuxoBepaneia. Me fdon Tnv e€aipeon KAIVIKA OXETIKWV EPEVVWV
OV ATMOSEIKVUOULV TNV ATTOTEAECHATIKOTNTA TNG YUXOSUVAULKNAG KAt TNG CUMBOUAEVUTIKAG Yuxo-
Bepameiag, moANoi OXOAAOTEG €XOUV LOXUPLOTEL OTL Ol 06NYieC €xouv MPOKATAANYN UTTEP TNG
CBT. ‘Ocov apopd otnv mapoxn umnpeotwyv, To NICE mpoteivel Tnv avtikatdotaon tng Yuyla-
TPIKAG EKTIPNONG Kal TNG e§aToplkeVpEVNG Bepameiag pe éva avamdSeIKTO HOVTENO KAIMAKWTAG
@povTidac. Autoi ol KAIVIKOi Kal BewpnTIKOi TTEPLOPIOUOL, N MEPOANTITIKN ETIAOYH HEAETWY, N
mapdAnyn otnv afloAdynon Twv S1agopwV, TWV MPOTIUNCEWVY Kal TIC aélwv TwV acBevwy, n un
AVTIKEIYEVIKN TTAPAOEon TWV ATMOTEAECUATWY TWV CUCTNHATIKWY AVACKOTIOEWY, Kal N MPo-
TaON Yla éva avamoSeIKTO HOVTENO TAPOXAG UTTNPECLWY, UTTOVOEVUOUV Gofapd To KUPOG TWV
odnylwv. Ot katevBuvTApleg odnyiec pe EANTT eyKUPOTNTA €ival ap@iBoAng xpriong, umovo-
MEVOULV TNV AUTOVOUia ToUu acBevoug, TNV EMAYYEAUATIKN EUTTELPIA Kal, €V TENEL, TN @povTida
Twv aoBevwv.

NéEeig evpeTnpiov: KatdOAiyn, puxoBepaneia, kateuBuvtripieg odnyieg, NICE.
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he ancient Greek physicians have not failed in their studies to indicate the beneficial role

of sexual activity in human health. They acknowledged that sex helps to maintain men-

tal balance. Very interesting is their observation that sex may help mental patients to re-

cover. Nevertheless they stressed emphatically that sex is beneficial only when there is a
measure in it, so they believed that sexual abstinence or excessive sexual activity affect negatively
the mental and physical health of man. Ancient Greek physicians reached this conclusion by em-
pirical observation. They tried to justify the mental imbalance, as the potential physical problems,
which probably will be listed today in the psychosomatic manifestations, of people with long-term
sexual abstinence or hyperactivity, based on the theory of humors which was the main methodo-
logical tool of ancient Greek medicine. Their fundamental idea was that the four humors of the
body (blood, phlegm, yellow and black bile) should be in balance. Therefore they believed that the
loss and the exchange of bodily fluids during sex help body’s humors to maintain their equilibrium
which in turn will form the basis for the physical and mental health. Although in ancient medical
texts the irrationality presented by people in the aforementioned conditions was not attributed
in any of the major mental illnesses recognized in antiquity, as mania, melancholy and phrenitis,
our belief is that their behavior is more suited to the characteristics of melancholy, while accord-
ing to modern medicine it should be classified in the depressive disorders. We have come to this
conclusion, because common characteristics of people who either did not have sexual life or was
overactive, was sadness, lack of interest and hope, as well as paranoid thinking that can reach up
to suicide. Regarding the psychosomatic problems, which could occur in these people, they were
determined by the ancient Greek physicians in the following; continuous headaches and heaviness,
dilatancy, pain, dysuria and fever. But all these symptoms would disappear when the man gained
a measure sexual activity, as was categorically stated by Galen. It is striking that these ideas were
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maintained over time, starting already from the authors of the Hippocratic Corpus, from which the
distinguished work De virginum morbis, refers indeed to women who reached the point of suicide
due to the absence sexual life, hanging themselves or falling into wells and eventually passing to
the works of Rufus of Ephesus, Soranus of Ephesus and Galen.

Key words: Sex life, depression, melancholy, mania, ancient greek medicine.

Introduction

It was a common notion amongst ancient Greek
physicians that people must be sexually active' while
maintaining a balance in this activity. This belief
was based on the premise of the theory of humors
on the foundations that either sexual abstinence or
excessive sexual activity contributed to the unbal-
ance of those humors in the body which results to
disturbance of mental® and corporal health.?> On the
other hand a well-adjusted sexual life contributed to
balanced humors and a good health. In fact ancient
Greek physicians had observed that people with
absent or excessive sexual life presented corporal
and mental diseases,* mostly mania® (madness) and
melancholy® (depression) and in order to explain
the pathophysiology of these diseases they used
the theory of the four humors, which was their basic
methodological tool.”

The Hippocratic corpus

From the Hippocratic Corpus® we are informed that
one of the oldest prognoses according to Hippocratic
school of medicine is that not only athletes but also
those who suffered from diseases, knew that their
health will deteriorate in case of lack of food, of
over-eating and over-drinking, of not walking or of
excessive sexual activity as it is described in the book
Prorrheticon (Hippocrates Med. et Corp. Prorrheticon
2.1.14-19).° Moreover, in the book De morbis popu-
laribus it is highlighted that it should be a measure
in sexual life as in hunger, in food, in drinking, in
sleeping, in physical exercise and in fatigue, in or-
der to maintain a healthy body (Hippocrates Med. et
Corp. De morbis popularibus 6.6.2.-3)."° However it is
stressed that sexual activity is an element of health
(Hippocrates Med. et Corp. De morbis popularibus
6.8.23.1-2).'°

A very important work on sexual life in Hippocratic
Corpus can be found in the book about the diseases
of the virgins, De virginum morbis (Hippocrates Med.
et Corp. De virginum morbis 1.1-45),'" not only be-
cause there the theory of humors is applied in the
analysis of the sexual life, but also because it is a
work that clearly deals with mental and psychoso-
matic problems that derive from sexual deprivation.

This work indicates that sexual intercourse helps
the body to maintain the equilibrium of the humors
by loosing and receiving liquids. Furthermore the ab-
surdity of a woman without a sex life is emphasized,
which leads sometimes to committing suicide, that is
why there is the advice of a sooner than later begin-
ning of sexual life. In this situation the cause of the
insanity is attributed to the theory of humors and
especially in a specific state which is formed in the
blood. Itis believed that blood is accumulated in the
area of the diaphragm (locus of logic)'? and the heart
and thus —according to its characteristics— it causes
a special paranoiac manifestation that is respec-
tively the same as that of the main mental diseases
in antiquity, mania,” melancholy,”® phrenitis."* The
paranoia of the virgins could be milder or more se-
vere. When it was milder, it was believed that the ac-
cumulated blood was transformed to phlegm?® pro-
voking acute inflammation, and when it was severe
this blood was septic. In these severe cases women
could commit suicide, either by falling into a well or
hanging themselves, while on the milder cases they
presented depressive manifestations.

As much as the physical problems are concerned
there is fever that comes and goes, as well as weak-
ness in mobility for women, which is attributed to
the accumulation of blood to the extremities. It is
considered a consequence with the least problems
as it is not life threatening. We would say that these
are part of the psychosomatic manifestations, since
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psychological distress can cause fever, that comes
and goes as it is already mentioned in the text, and
immobility which is characteristic of malaise and the
lack of energy as a sign of weakness which are seen
in the people with mental disorder.

Finally, the direct advice of an early beginning of a
sexual life and childbearing is an empirical observa-
tion of ancient physicians pointed also by the writer
of this work, which nonetheless conforms with the
contemporary approach of the topic as well as with
the contemporary conception that sexual activity
can stimulate and help a person with mental prob-
lems.

Views of other physicians in ancient Greece

Rufus of Ephesus (1st century AD) would be one to
embrace moderation in sexual life as we learn from
the Byzantine physician, Aetius of Amida (1st half 6th
century AD). The physician believes that intercourse
is a natural activity and thus anything that is natural
is not harmful. On the contrary it becomes harmful
when moderation is lost and sexual activity is con-
stant and at disagreeable time. He will therefore
stress that this constant activity must be avoided
when there is a disease in the nerves (paralysis and
other neurological diseases related with movement),
in the thorax, in the kidneys, in the waist and when
there is ischialgia or podalgia. We would point out
the reference to the thorax illness which gives the
impression of pointing to a respiratory or heart prob-
lem which can be aggravated by intercourse (Aetius
Med. latricorum liber iii 8.1-6)."®

Similar ideas we find in the work of another
Byzantine physician, Oribasios of Pergamon (325-
395/6 AD), who also preserves the ideas of Rufus of
Ephesus. In the text of the Byzantine physician we
are informed that the ancient Greek physician does
not praise cravings but suggests more restraint, es-
pecially if there is disease in the bladder, in the kid-
neys or epilepsy or mania which defers from the
work of Aetius of Amida. In addition to the various
physical diseases the observation introduced here
is that in a manic patient sexual activity may dete-
riorate the condition. However another interesting
suggestion is that when urges are under control
and are acted upon in moderation then the body
can cope with future diseases. Lastly, the general
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rule is emphasized that man must combine the de-
sires of the soul in harmony with those of the body,
when it allows it, while excessive desire only serves
the body; pointing clearly that people must not be
prays to their physical desires of sex (Oribasius Med.
Collectiones medicae 6.38.25.4-6.38.26.3).'°

In another part of the work of Oribasios of
Pergamon are preserved the suggestions of Rufus of
Ephesus for what should be done in order to regain
physical and mental balance in the case of a man be-
ing harmed by excessive sexual activity. He should
therefore take a small number of walks, to take warm
baths, have fresh food that will empower him, re-
ceive plenty of fluids, and sleep well enough and not
to be agitated from rage, sadness, excessive enter-
tainment, fever, perspiration, vomiting, drunkenness,
fatigue, too much heat and too much cold (Oribasius
Med. Collectiones medicae 25.1.1-25.1.8).'°

Oribasios of Pergamon also saved Rufus’ of Ephesus
ideas about the benefit a person gets from sexual
activity, which are based on the eucrasy of humors
of the body."” That is, it stresses that with sexual ac-
tivity the body is emptied from the overgrowth of
sperm and becomes more masculine. The positive
influence touches also the soul because it resets the
thought to accuracy and exempts from unrestrained
anger. For this reason he points out that for the mel-
ancholic people sexual intercourse is a way of heal-
ing, while at the same time it makes mad people
sane and is very useful to those who suffer from dis-
eases related to phlegm. They eat more easily as they
become anorexic. Also it is stressed that sexual in-
tercourse helps many people to avoid frequent wet
dreams (Oribasius Med. Synopsis ad Eustathium filium
1.6.1.1-1.6.4.1).'%

Studying the views of Soranus of Ephesus (2nd half
1st century — early 2nd century AD) in his original
work it is made very clear that he strictly follows the
adaptation of the humoral theory concerning the
topic of sexual life. He takes a closer look to the ques-
tion of which is healthier for a woman, to stay virgin
for a long period of time or to have sexual relations,
quoting the various views of his predecessors.

The view in favor of the sexual relations is based on
the arguments that not only sexually active women
have sexual drives but also virgins. In fact some of
these are considered to have experienced stronger



PSYCHIATRIKI 26 (3), 2015

loving desires than the sexually active women. It
is mentioned that some claimed that excretion of
sperm was not harmful neither for women nor for
men. Lack of norm harms the body when they con-
stantly excoriate sperm. It is believed that they ben-
efit when the excretion happens in regular bases so
as to avoid clumsiness and discomfort, while many
state that after the sexual activity they became more
agile and braver (Soranus Med. Gynaeciorum libri iv
1.31.11-1.31.3.1)."°

It is also made known that many women due to
long widowhood presented urinal retention and a
pain feeling when urinating but when they became
sexually active again the problems ceased (Soranus
Med. Gynaeciorum libri iv 1.31.3.11-1.31.4.1)."° We can
say that this observation clearly suggests psychoso-
matic problems due to lack of sexual life.

Soranus of Ephesus is opposed to the above men-
tioned idea, thinking that virginity for a long period
is healthy because intercourse entails risks which he
elaborated on his chapter Hygiene. He gives the ex-
ample of animals which we see to be more robust
than those that are prevented of having sexual in-
teraction. Moreover he gives another example of
women who keep their virginity by the law or be-
cause they are dedicated to their religion and Gods,
who do not die easily from disease. He also explains
that the difficulty in urine cleansing and body fat
observed in virgin women is caused by not par-
ticipating in the beneficial physical activities which
drives them at the following discomforts. That is why
he concludes that as much as in men as well as in
women staying a virgin for a long period is healthy,
which will benefit them in breeding (Soranus Med.
Gynaeciorum libri iv 1.32.1.1-1.32.3.4)."° We would say
that the physician focuses more in the issue of pre-
vention of infections related to sexual activity.

On the other hand studying the problem of fertil-
ity he finds that there must be erotic impulse and de-
sire by men and women in order to be fertile; show-
ing by this way their mood for intercourse as an ele-
ment of health, following the established concept of
Ancient Greek medicine (Soranus Med. Gynaeciorum
libriiv 1.37.1.1-1.37.3.7)."?

Galen (129 - ca. 210 AD) will follow the basic ad-
vice for moderation in sexual activity, commenting
generally that just like any other activity the same
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applies for sexual activity, that correctness lies in a
healthy quantity, quality and circumstances (Galenus
Med. Thrasybulus sive utrum medicinae sit an gymnas-
ticae hygieine 5.885.9-13).%°

Galen discussed sexual issues in a special work
called, De venereis, which was saved by Oribasius of
Pergamon where once more exemplifies the applica-
tion of the theory of humors in sexual life (Oribasius
Med. Collectiones medicae 6.37.1.1-6.37.11.6.).'°

In the beginning the wisely sexual function is
pointed out as a healthy instruction. At that point
the physician discusses the characteristics that the
body must have during intercourse. Thus he empha-
sizes that even though none is healthy according to
the Epicurus, more correct is the sexual activity with
pauses, while during it the person should not feel
uninhibited and think that he became lighter and
with better breath. The time for intercourse is proper
when the body is in the middle of all external con-
ditions; neither overfull nor empty, neither cold nor
overheated, or dried or really wet. If there must be
some exaggeration, it should be minor. It is better
for the body to be more heated rather than very cold
and overfull, rather than empty and wet and over-
dried during sexual intercourse. Those who are weak
due to lust become very ill. Those who are strong
and have a disease related to phlegm cause a reduc-
tion to the rest humors. Harmless are the intercours-
es in wet and hot people and to those that by nature
have a lot of semen. Lust also raises the temperature
in robust. In those who are weaker the temperature
rises and then falls greatly.

Furthermore he mentions the problems caused in
body and soul during intercourse or in the absence
of it, so we would say that he explores in detail the
issues that had already been discussed by the physi-
cians of the Hippocratic Corpus and Rufus of Ephesus.
He stresses the facts that some of those who start in-
tercourse at a young age end up patients. Some if do
not have constant sexual intercourse feel heaviness
in the head and develop fever, wish the worst and
become spineless. Those of this nature, when being
abstinent in sexual intercourse, end up stuporous
and cumbersome, while some become unreasonably
moody and hopeless like melancholic people, but all
these stop at once with sexual intercourse; clearly re-
ferring to the work, De virginum morbis. Galen pon-
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dering concludes according to the above that sperm
retention is very harmful which is confirmed by his
experience, hence he states that he met some peo-
ple who for reasons of shame refrained from sexual
activities, resulting to be stuporous and cumber-
some.

Except of prompting for sexual activity, he does
not forget to point out that those who are sickly
due to age or other reasons but participate in sex
life, should know that the reduce of strength is in-
evitable; reminding us the relevant views of Rufus of
Ephesus.

Apart from this indirect source we must also stand
in another reference in the work of this Byzantine
physician who saves a relevant view of Galen. In this,
he first discusses the beneficial properties of inter-
course when treating mania or melancholia, a fact
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that shows how Rufus of Ephesus influenced Galen.
It is also contained that sexual activity is beneficial
in mania and melancholia, making a person more
logical, while in a person in love it diminishes the
excessive urge and passion, when the person has in-
tercourse with a partner (Oribasius Med. Collectiones
medicae 24.1.1-24.2.1).'°

Conclusion

Sexual activity in ancient Greece was an act to
preserve the balance between health and disease.
Body and mind could have been afflicted in the case
of absence or excess of intercourse. Since the era of
Hippocrates and later on, in the works of a series of
well-known physicians, sex was tightly connected to
the theory of the four humours.
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Ot apxaiot EAANveG latpoi Sev mapéelpav oTiG LEAETEG TOUG Va UTTOSEIEOUV TOV EVEPYETIKO pOAO
NG oe€ovalikng dpaotnpldTNTAC 0TNV LYEIA TOU avBpwmou. Avayvwploav 0Tl ol GEEOUANIKEC
oxéoelg BonBouv otn dlatripnon TN YPUXIKNAG LooppoTiag Tou avBpwmou. MaAlota evlilagépov
€XEL N MAPATAPNON TOUG OTL N 0eEOVAANIKEG emapEéC umopei va BonBricouv Yuxika acbeveic va
avappwoouv. Opwg Toviav epeatika 0Tl N oe€ovalikr (wn gival EVEPYETIKA POVO OTAV UTTAPXEL
pE€TPO o€ auThy, yI' autd kat uroypdpptlav iIdlartépwg 6tL n oe§ovalikn amoxr n n urmepBoALKkr og-
Eoualikn SpaotnploTnTa eMPBapUvouv apvNTIKA TNV PUXLKH, AAAA Kal T CWHATIKA UYEia Tou av-
Opwmovu. X10 cupmépacpa autd KatéAnéav amd TNV eUNELpIK Toug mapatripnon. Mpoonddnoav
Va aITIOAOYRGOULV TNV YPUXIKK avicoppomia, éTTwe Kat Ta moavd cwpatikd mpoAiuata, ta omoia
MAANov orjuepa Ba KATATACOAE OTIC PUXOOWHATIKEG EKONAWOELS, TWV AVOPWTTWV PE HOKPOXPO-
via 0e§ovalikn amoxn i umepdpaoTnEIoTNTa, e fdon Tn Bewpia Twv XUUWVY TTOU ATAV TO KUPILO
peBodooyiko epyaleio TNG apxaiag eAANVIKAG 1aTPLKAG. Ekpivay, SnAadn, 6Tt n amwAE&la Kal n
avtaAAayrn CWHATIKWY UypwV Katd Tn oe€ovalikn emaer Fonbd otn diatnpnon tng Icoppormiag
TWV XUUWV TOU OWHATOGC, N omoid Ye Tn o€lpd Tng Ba amoteAéoel Tn BAoN yla TN CWHATIKA Kal
PUXIKN LyEia. Av Kal oTa apyaia 1aTpikd Keipeva Sev amodidetal o mapaloylopdg mou mapouvaia-
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Cav o1 dvBpwrol oTIg MpoavapepBeioeg ouVONKEG a€ KAToLa aTo TIG KUPLEG YUXIKEG VOOOUG TTOU
avayvwpifovtav otnv apxalotnta, SnAadn pavia, pehayxoAia kat @pevitida, Ba kpivape 6TL n ov-
MTTEPLPOPA TOUC TALPLALEL TTEPICOOTEPO OTA XAPAKTNPIOTIKA TNG HEAAYXOAIAG, EVW CUPPWVA UE
™ olyxpovn latpikh avth Ba mpémel va KatatdooeTal 0Tn vooo TG KATABAYNG. ZTo cupmépa-
opa autd pmopolpe va odnynboupe, yiati Kovd yvwpiopata Twv avBpwrnwv mou eite dev gixav
oe€oualikny (wn N NTav utepdpactrplol, tav n abupia, n amoucia evélapepdvtwy Kal eEAmidag,
OTWG Kal N mapdloyn okEYN TTOU UTTOPEL va GTACEL PEXPL KAl TNV AuToXElpia. Ta YuXOOWHATIKA
npoBAnuata mou Atav Suvatod va EPPAVIOTOUV O€ AUTOUC TOUC avBpwmoug, cUUPWVA UE TOUG
apxaioug EAANVEG 1aTpOUC ATAV TA TTAPAKATW: CUVEXEIC TOVOKEPANOL, aioBnua Bapoug, Suokivn-
oia Tou cwpatog, mévog, Sucoupia, MUPETOC. OAa AUTA TA CUUTTTWHATA OPWC e€agavifovtal 6Tav
0 AvBpwTo¢ ATTOKTAOEL PE HETPO 0£EOVAAIKN §paoTnEIOTNTA, OTIWG UTTooTNPIlEl 0 TaAnvoc. Eival
EVTUTIWOIAKO OTL AuTEC o1 16€e¢ SlatnpriBnkav Staxpovikd EekivwvTag AdN amod Toug CUYYPAPEIC
NG Immokpatikig ZUANOYNG, amd Tnv omoia Ba {exwpiooupe To €pyo Mepi MapOeviwy, oto omoio
HAAloTa YiveTal ava@opd o€ YUVAIKEG TTOU €QTAvVAV OKOUN KAl O AUTOKTOVId, amayXovi{OHEVES
N méptovtag o€ mnyadia, e€attiag Tng amovaoiag oe§ovalikng {wric. AvAloyeg avagopég yivovtal
akéun ota épya Tou Pougou tou Egeaiou, Tou Zwpavol Tou Egeaiou kat Tou faAnvou.

Né&erg evpeTnpiou: Zeouvalikr (wry, KATABAYN, HeAaYXOAia, peviTiSa, apxaia eEAANVIKH lATPLKA.
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Research article

Validity of the Greek Eating Disorder Examination
Questionnaire 6.0 (EDE-Q-6.0)
among Greek adolescents

S. Pliatskidou, M. Samakouri,? E. Kalamara,’ E. Papageorgiou,’
K. Koutrouvi,' C. Goulemtzakis,' E. Nikolaou,' M. Livaditis®

"Mental Health Center of Orestiada, Orestiada,
2Department of Psychiatry, School of Medicine, Democritus University of Thrace, Alexandroupolis, Greece

Psychiatriki 2015, 26:204-216

he aim of this study is to examine the validity of the Greek version of the Eating Disorder

Examination Questionnaire 6.0 (EDE-Q-6.0) in a sample of adolescent pupils. EDE-Q is a self

- report instrument that assesses attitudes and behaviors related to Eating Disorders (EDs).

A two-stage identification protocol has been applied to the 16 schools that agreed to par-
ticipate in the present study. Initially, 2058 adolescents, in class under the supervision of one re-
search assistant and one teacher, completed a Questionnaire on socio-demographic data, the Greek
EDE-Q-6.0 and the Greek Eating Attitudes Test (EAT-26) while their weight and height were measured.
Six-hundred and twenty six participants, who had scores on EAT-26=20 and/or were underweight
or overweight, were considered as "possible-cases" while the remaining 1432 pupils of the sample
were thought as "non-possible cases". At the second stage, parents of 66 of the participants identi-
fied as possible-cases as well as parents of 72 participants from 358 controls randomly selected from
the sample of "non-possible cases" agreed that their children would be examined by means of Best
Estimate Diagnostic Procedure. Participants meeting DSM-IV-TR Eating Disorders criteria were identi-
fied. Receiver Operating Characteristics (ROC) analysis was applied to reveal EDE-Q’s criterion validity.
The kappa statistic test was used as measure of agreement between categorical variables at EDE-Q
and at interview (the presence of objective binge eating episode, of self-induced vomiting, the use
of laxatives and of excessive exercise). The Discriminant and Convergent validity were assessed us-
ing the non-parametric Mann-Whitney U test and by means of the Spearman’s correlation coefficient,
respectively. Nineteen cases of EDs were identified [one case of Anorexia Nervosa (AN), 13 cases of
Eating Disorder Not Otherwise Specified (EDNOS), 5 cases of Binge Eating Disorder (BED)]. At the cut-
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off point of 2.6125 on the EDE-Q’s global scale the instrument screens with a sensitivity (Se) of 89.5%
and a specificity (Sp) of 73.1%, a Positive Predictive Value (PPV) of 34.7% and a Negative Predictive
Value (NPV) of 97.8% The same analyses for both sexes revealed a cut-off point of 2.612 for females
and of 3.125 for males on the global EDE-Q-6.0 score (Se=84.62%, Sp=73.33% for females and Se=
83.33%, Sp= 84.09% for males), yielding a PPV and a NPV of 35.5% and of 96.5% for females and 41.7%
and 97.4% for males, respectively. A very low agreement level, between EDE-Q and interview, was
observed regarding the presence of objective bulimic episodes (OBEs) [k=0.191 (SE=0.057)] and the
unhealthy weight control behaviors [k=0.295 (SE=0.073)]. Positive correlations were found between
EAT-26 and EDE-Q-6.0 for both global scale and subscales (rho=0.50-0.57). The results suggest that
EDE-Q-6.0, when using its global score, appears to be a proper screening tool for assessing the core
psychopathology of eating disorders in community samples in two-stage screening studies since it
distinguishes very well the cases from the non-cases. However, the assessment of the presence and
frequency of pathological behaviours which characterize EDs appears to be problematic since adoles-
cents, especially the younger ones, misunderstood terms like large amount of food and loss of control
or misinterpret the motivation for excessive exercise. Therefore, marked discrepancies were observed
between pathological behaviors self-reported at questionnaire and those detected at interview. We
may assume that giving participants more information regarding the definition of these concepts
may increase the accuracy with which the participants report these behaviors.

Key words: Eating disorders, Greek Eating Disorder Examination Questionnaire (EDE-Q), validity coef-
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ficients, adolescent pupils.

Introduction

According to the Academy for Eating Disorders
position paper, eating disorders (EDs) are serious,
biologically based mental disorders associated
with the highest level of mortality and medical
complications of any psychiatric condition, with
impairment in emotional and cognitive function
and significant worsening in quality of life.'

Early detection of EDs, in order to provide ap-
propriate management, is critically important and
as an alternative to the clinical interview, which
is time-consuming, costly and needs specialized
interviewers, two-stage EDs identification proto-
cols have been developed. During the first stage,
through screening instruments, individuals who
are likely to have significant levels of eating pathol-
ogy are identified, while, in the second stage, the
clinical diagnostic interview is applied only to the
proportion of people identified as possible cases
during the screening.?

The Eating Disorder Examination Questionnaire
(EDE-Q) is a self-reported, present-state version

of the semi-structured clinical interview Eating
Disorder Examination (EDE), and has the advantage
to assess not only the eating disorder attitudes but
also the specific ED behaviors and their frequency.?
The psychometric properties of the EDE-Q have
been examined in depth and, according to a recent
review, the results revealed acceptable internal
consistency and test-retest reliability. In Greece,
the use of the EDE-Q is limited; up to now there has
been published a study regarding the reliability of
the EDE-Q,> however there are no studies about its
validity among adolescents.

The purpose of this study is to examine the va-
lidity of the Greek version of the EDE-Q-6.0 in a
sample of adolescents (aged between 12-18 years)
enrolled in secondary education.

Material and method
Overview

The study was carried out among secondary
school adolescents (aged between 12-18 years)
who live in northern Evros, a border prefecture of
northeastern Greece. The study was reviewed and



206 S. PLIATSKIDOU et al

approved by both the Pedagogical Institute of the
Hellenic Ministry of Education and by the Ethics
Committee of the General Hospital of Didymoticho,
Greece. Participation involved informed consent
from parents and pupils. From the 17 schools
which were contacted, 16 agreed to participate in
the study and for these schools a two-stage proto-
col was applied.

At the first stage, the students attending the
school on the specific day of the study and who
agreed to participate, in a single one-hour session
in class, completed the study’s questionnaires and
had their weight and height measured. The study
was presented as a research about the eating be-
haviors and body image concerns of adolescents.
The pupils were informed that their participation
was voluntary and they were assured of the con-
fidentiality of their answers. Based on specific cri-
teria pupils were classified as "possible" and "non-
possible" cases.

During the second stage of the study, the par-
ents of all possible cases and of a randomly select-
ed sample of non-possible cases were contacted
by phone and invited to visit the local Mental
Health Center of Orestiada, together with their
child, in order to be interviewed. They were kindly
requested to bring with them any recent medical
records of their child. Two reminder telephone
calls were made in order to increase the participa-
tion rate.

Measures

During the first stage of the study the following
questionnaires were administered:

a. An ad hoc questionnaire on socio-demograph-
ic data [age, gender (male-female), place of resi-
dence (rural-urban)].

b. The Greek version of EDE-Q-6.0: The current
version (EDE-Q-6.0) is comprised of 28 items that
focus on the past 28 days and allow assessment
of both the core pathology of eating disorders (22
items) and the frequency of disordered eating be-
haviors (6 items). The 22 items generate four sub-
scales scores (Restraint, Eating Concern, Shape
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Concern and Weight Concern) as well as a global
scale score which is the average of the four sub-
scales.? The frequency of the core ED behaviors is
assessed in number of episodes occurring in the
past four weeks. The Greek version was developed
following World Health Organization (WHO) guide-
lines for translation and cross-cultural adaptation
of self-reported measures in order to assure equiv-
alency between the original source and the target
version.® Both internal consistency and test-retest
reliability of the Greek EDE-Q-6.0 were examined
in a previous study which involved a sample of
257 adolescents, and both were found adequate
(Cronbach’s alpha coefficient for each of the EDE-Q
subscales as well as for the global score ranged
from 0.71 to 0.91, intraclass correlation coefficients
and Pearson’s correlation coefficients for each sub-
scale and the global score of the questionnaire
ranged from 0.55 to 0.70 and from 0.58 to 0.73, re-
spectively while Kendal tau b coefficients indicat-
ing the test-retest reliability of items assessing be-
havioral features ranged from 0.22 to 0.57).>¢

c. The Greek version of the EAT-26: EAT-26 is a
26-item questionnaire designed to identify abnor-
mal eating habits and concerns about weight and
it is probably the most widely used standardized
measure of symptoms and characteristics of ED.
A score exactly or above the cut-off score of 20 is
considered to be an indicator of a possible eating
disorder problem.? EAT-26 has been validated for
Greek adolescents.’

d. Anthropometric measures. All participants had
their weight and height measured in order to cal-
culate the body mass index (BMI). The participants
were classified as underweight, normal weight,
overweight and obese by comparing their BMI
with the BMI Percentile Charts of Greek Children
and Adolescents'? as follows: participants that had
BMI less than that corresponding to the 3rd per-
centile for their age and sex on the above men-
tioned charts were considered as underweight. In
addition, as proposed by the Obesity Task Force,"
pupils were considered overweight or obese when
their BMI exceeded the percentile curves that, at
the age of 18 years, pass through the BMI of 25 kg/
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m? and 30 kg/m? respectively. The remaining pu-
pils were considered as normal weight.

The adolescents were identified as possible cases
if they met at least one of the following three cri-
teria: (a) they had EAT-26 scores of greater than or
equal to 20, (b) they were underweight, or (c) they
were obese. All other adolescents were considered
as "non-possible" cases.

During the second stage of the study the parents
of pupils identified as "possible cases" as well as
parents of a randomly selected sample from pu-
pils identified as "non-possible" cases were invit-
ed, to visit —together with their child- the Mental
Health Centre of Orestiada. The pupils which
constituted the control sample were selected ac-
cording to the technique of systematic random
sampling. Specifically, during the first stage of the
study, when pupils delivered the questionnaires, a
researcher wrote a code number on the first page
of socio-demographic questionnaire. Two catalogs
were developed from all these code numbers for
"possible” and "non-possible cases", respectively.
From the catalog of "non-possible cases" were se-
lected, every fourth, the pupils who would become
the control sample. The Best Estimate Diagnostic
Procedure was used as the gold standard in order
to identify the cases of EDs. This procedure, apart
from the psychiatric interviews, employs all avail-
able sources of information (e.g. self-reported
data from individuals and also information from
family members and medical records) in order to
reduce diagnostic errors and its use is particularly
common in psychiatry because psychiatric illness-
es —-unlike their medical counterparts— have no
external validators such as laboratory tests or ra-
diological examinations.'>'* Moreover, individuals
with eating disorders, especially adolescents with
AN, are less likely to admit the presence of pathol-
ogy and have the tendency to minimize or deny
the presence of symptoms since they may not rec-
ognize their eating behaviors as problematic and
therefore their reports may not be accurate.' It
is obvious that parents’ reports are especially im-
portant as they are interested in eating patterns
of their children and may be able to recognize dis-
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turbed eating behaviors. Generally, there are two
forms of Best-Estimate Diagnostic Procedure. In
the first one, two or more clinicians, independently,
review the data and derive diagnoses, while in the
second one a team of diagnosticians examine and
discuss all data and by consensus arrive at best-
estimate diagnoses.' In the present study we used
the second procedure. Specifically, the interviews
of participants and their parents were conducted
by the first author, and subsequently a meeting
took place, which involved another two psychia-
trists. All accumulated data were discussed and di-
agnoses were determined by means of DSM-IV-TR
criteria for EDs.

Statistical analysis

Descriptive analysis was done using mean =*
Standard Deviation or median (Q1-Q3) for normally
or non-normally distributed continuous variables
and percentages for categorical variables. T-tests
were used to check for differences between con-
tinuous normally distributed variables. Chi-square
tests were used for the comparison of categorical
variables.

Internal consistency of the EDE-Q, total and sub-
scale scores, was tested by Cronbach’s alpha coef-
ficient.

To assess convergent validity scatter plots were
created to examine first graphically the nature
of association between EDE-Q-6.0 total and sub-
scales and EAT-26 (linearity, outliers). After that,
Spearman’s correlation coefficient was chosen in-
stead of Pearson’s, to better describe the above
relationships (a linear line could not always be as-
sumed to describe the associations, and outliers
were apparent in some cases).

The kappa statistic test was used as a measure of
agreement between categorical variables at the
EDE-Q-6.0 and at the interview with respect to ob-
jective binge-eating episode and unhealthy weight
control behaviors. The ability of EDE-Q-6.0 then to
discriminate between cases and non-cases (discri-
minant validity) was assessed using the non-para-
metric Mann-Whitney U test.
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Receiver operating characteristics (ROC) analy-
sis was conducted. Sensitivity, specificity, correct
classification and likelihood ratios were calculated
for all possible cut-off points of EDE-Q-6.0 global
score both for the whole sample and for females
and males separately. Finally, the EDE-Q-6.0 global
scores which provide the optimal compromise be-
tween sensitivity and specificity were determined.

The PPV and NPV of the EDE-Q-6.0 as well as an
area under the curve (AUQ), at the optimal cut-off
point, were also calculated. Results were consid-
ered statistically significant for p<0.05 (a=5%). All
analyses were conducted using STATA 9.1.

Results

The sample

Overall, n=2058 pupils participated on the first
stage of the study and provided data regarding
their eating attitudes and behaviors as like as an-
thropometric data. From them n=626 and n=1,432
were classified as "possible" cases and "non-possi-
ble" cases, respectively. From the 626 participants’
parents, who were classified as "possible" cases,
only 66 (10.5%) agreed to be interviewed. From the
358 participants’ parents, who were randomly se-
lected as controls from the sample of 1432 pupils

Table 1. Description of the sample at the two stages.

S. PLIATSKIDOU et al
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who were classified as "non-possible" cases, only
72 (20.1%) agreed to be interviewed. So, one hun-
dred and thirty-eight adolescents and their par-
ents took part in the second part of the study.

A description of the sample at the two stages is
shown in table 1.

Out of the 2058 participants, 3.3% were classified
as underweight, 61.2% as normal weight, 24.4%
as overweight and 11% as obese. The EDE-Q-6.0
global score for females was 1.58 (SD=1.28) while
for males it was 0.99 (SD=1.03). Regarding the 138
pupils examined at the second stage, 5.3% of them
were underweight, 55.6% normal weight, 25.6%
overweight and 13.5% obese. Females’ EDE-Q-6.0
global score was 1.88 (SD=1.48) and males’ 1.73
(SD=1.42).

Considering the second stage interviewed sam-
ple (n=138), there were no statistically significant
differences between the pupils originally thought
as possible cases (n=66) and non-possible ones
(n=72), regarding age, sex and place of residence.
However, interviewed possible cases compared
to non-possible ones presented statistically sig-
nificant higher BMI [(24.6£6.2) vs (22.2+3.2), t=2.84,
p=0.005] and EDE-Q-6.0 global score [(2.65+1.35)
vs (1.14+1.16), t=7.08, p<0.000].

1st stage sample

2nd stage sample

(n=2058) (n=138)
Demographics
Age (mean=SD) 15.3+1.8 14.7+1.9
Sex (n%) Male 1045 (50.8) 50 (36.2)
Female 1013 (49.2) 88 (63.8)
Place of residence (n%) Urban 1459 (70.9) 118 (85.5)
Rural 599 (29.1) 20 (14.5)
BMI (mean=SD)
EDE-Q (mean=SD) 23.1+45 23.3+5.0
Global scale
Subscales
Restrain 1.28+1.20 1.83+1.46
Eating concern 0.96+1.17 1.46+1.51
Weight concern 1.58+1.52 2.17+1.69
Shape concern 1.77+1.63 2.52+1.92
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Internal consistency

Cronbach’s alpha coefficients were 0.96 for
EDE-Q global scale, 0.84, 0.80, 0.94 and 0.84 for
the Restraint, Eating concern, Shape concern and
Weight concern subscales respectively, indicat-
ing good internal consistency for all EDE-Q global
scale and subscales.

Assessment of binge-eating behaviors

On the EDE-Q, 55 participants from the 138 in-
terviewed, reported that they engaged in binge-
eating behaviors. However, the interview revealed
that only 9 actually presented objective bulimic
episodes (OBEs) [k=0.191 (SE=0.057)]. Among these
the number of OBEs on the EDE-Q and at the inter-
view ranged from 1 to 28 and from 1 to 20, respec-
tively.

Assessment of weight control
behaviors

The use of weight control behaviors was report-
ed by 46 participants on the EDE-Q but confirmed
by only 11 (23.91%) participants at the interview
[k=0.295 (SE=0.073)].

Sensitivity, specificity, positive
and negative predictive value

At the second stage, using DSM-IV-TR diagnostic
criteria, we detected 19 cases of EDs, 17 from those
originally identified as possible cases and 2 from
controls, 13 females and 6 males. One participant
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(female) met all DSM-IV-TR diagnostic criteria for
Anorexia Nervosa (AN) restrictive type. The other
18 participants met the criteria for Eating Disorder
not Otherwise Specified (EDNOS) among which
five were clinical cases of Binge Eating Disorder
(BED). Of the 13 cases diagnosed with EDNOS: 9
were sub-threshold clinical cases of AN restrict-
ing type (all criteria met except amenorrhea while
body weight was over and below the 85% of EBW
in 8 and 1 participants, respectively), 2 were sub-
threshold clinical cases of AN binge eating/purg-
ing type (all criteria met except amenorrhea and
body weight over the 85% of EBW) and 2 were
sub-threshold clinical cases for BN purging type
(all criteria met but frequency of binge eating and
compensative behaviors were lower than required).

The mean age of the cases group was 15.2 years
(SD=1.8) while that of non-cases was 14.5 years
(SD=1.9) (t=1.93, p=0.056). The mean BMI was 25.84
for the cases group and 21.70 for the non-cases (t=
5.75, p<0.001). From the 19 cases, six (31.5%) were
classified as obese (four males and two females)
and one (female) as overweight.

Tables 2 and 3 provide an overview of sensitiv-
ity, specificity, correct classification and likeli-
hood ratios at the various cut-offs of EDE-Q-6.0
for the whole sample of 138 cases and as well as
for females and males separately. The optimal
compromise between sensitivity and specific-
ity was achieved at a score of 2.6125 (5e=89.47%,

Table 2. Sensitivity, specificity, correct classification and Likelihood ratios for EDE-Q various cut-off points (n=138).

Cut-off point Sensitivity Specificity Corrected classification LR* LR~
24 100 70.59 74.6 34.0 0.0
2.6125 89.47 73.11 75.3 33.2 0.14
2.85 84.21 77.31 78.2 37.1 0.20
3.125 73.68 81.51 80.4 39.8 0.32
3.281 73.68 81.51 80.4 39.8 0.32
3.85 42.11 91.60 84.7 50.1 0.63
4.168 36.84 97.48 89.1 146.1 0.64
4.262 26.32 99.16 89.1 313.1 0.74

LR*=Positive likelihood ratio, LR"=Negative Likelihood ratio
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Table 3. Sensitivity, Specificity, correct classification and Likelihood ratios for EDE-Q various cut-off points for

females (n=88) and males (n=50).

Cut-off point Sensitivity Specificity Corrected classification LR* LR™
Females

24 100.00 72.00 76.14 35.7 0.00
2.612 84.62 73.33 75.00 31.7 0.20
2.875 76.92 76.00 76.14 32.0 0.30
3.137 69.23 81.33 79.55 37.0 0.37
3.5 46.15 86.67 80.68 34.6 0.6
4.243 30.77 97.33 87.50 115.3 0.7
Males

2.493 100.00 68.18 72.00 31.4 0.00
2.85 100.00 79.55 82.00 48.8 0.00
3.125 83.33 84.09 84.00 52.3 0.19
3.512 50.00 90.91 86.00 55.0 0.55
4.062 33.33 95.45 88.00 73.3 0.69
4.262 16.67 100.00 90.00 0.83

LR*=Positive likelihood ratio, LR"=Negative Likelihood ratio

Sp=73.11%) yielding a PPV of 34.7%, a NPV of 97.8%
and a likelihood ratio for a positive test of 33.2. In
addition, ROC analysis demonstrated an AUC of
0.88% (Cl={0.82, 0.94}) which, according to Swets,
indicates moderate accuracy.'®

The same analyses for both sexes revealed a
cut-off point of 2,612 for females and of 3,125 for
males on the global EDE-Q-6.0 score (Se=84.62%,
Sp=73.33% for females and Se=83.33%, Sp=84.09%
for males), yielding a PPV and a NPV of 35.5% and
of 96.5% for females and 41.7% and 97.4% for

males as well as a likelihood ratio for positive test
of 31.7 and of 52.3 for females and males, respec-
tively.

Discriminative validity

Scores on the EAT-26 and the EDE-Q-6.0 global
and subscales, for cases and non-cases are given in
table 4. Individuals who were diagnosed as cases
had significantly higher scores on both the EAT-26
and the EDE-Q-6.0 global and subscales’ scores
compared to non-cases.

Table 4. Values of the EDE-Q and the EAT-26 scales by eating disorder caseness.

Cases Non-cases Mann-Whitney U
(n=19) (n=119) z p
EAT-26 (mean=SD) 255*8.5 13.0£7.3 6.75 <0.001
EDE-Q (Q1-Q3)
Global scale 3.28 (3.1-4.26) 1.16 (0.39-3.11) 5.31 <0.001
Subscales
Restrain 3 (2.4-4.4) 0.6 (0.2-2.2) 5.08 <0.001
Eating concern 2.6 (1.4-3.6) 0.4 (0-1.6) 4.68 <0.001
Weight concern 3.8 (3.4-4.6) 1.6 (0.4-3.4) 4.25 <0.001
Shape concern 4.6 (4.1-5.25) 1.63 (0.5-4) 5.02 <0.001
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Convergent validity

Correlations between the EDE-Q-6.0 global and
subscale scores with the EAT-26 for the sample of
138 pupils are presented in table 5. The results re-
vealed moderate positive correlations from 0.50 to
0.57. The mean global score of the EDE-Q-6.0 for
participants with EAT-26 score of less than 20 and
greater than or equal to 20 was 0.95 (0.33-2.4) and
3.23 (2.4-4.14), respectively, and the difference was
statistically significant (M-W U test z=5.62, p<0.001).

Discussion

The aim of the present study was to examine the
criterion, convergent and discriminative validity of
the EDE-Q-6.0 in a sample of Greek adolescents
and to establish appropriate cut-off points for use
in screening a general population sample. Many
studies investigated the psychometric features of
the EDE-Q and provided normative data for com-
munity samples'’ but, to our knowledge, until to-
day, only two published studies indicated cut-off
scores which optimize its sensitivity and specific-
ity. These two studies involved women aged 18-
45, were conducted by Mond et al and based on
samples of 1,318 and 25 cases'® respectively, they
revealed cut-off scores of 2.3 [Se=0.83, Sp=0.96]"®
and 2.80 [Se=0.80, Sp=0.8019 on the global scale
of the EDE-Q.

The present study, based on the sample of 19 cas-
es, revealed values of sensitivity and specificity for
the EDE-Q-6.0, similar to those reported by Mond

Table 5. Spearman correlations between EAT-26 & EDE-Q
total scale and subscales (n=138).

EDE-Q & EAT-26 correlations Spearman’s rho

EDE-Q global scale 0.569

EDE-Q subscales

Restraint 0.539
Eating concern 0.510
Shape concern 0.529
Weight concern 0.501

All correlations are significant at the 0.01 level (two
tailed)
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et al."®" In this study we chose a cut-off point
which optimizes sensitivity since screening tests -
in opposition to diagnostic tests— aim to have high
sensitivity in order to include all potential cases, es-
pecially if they are used to identify serious diseases
that if missed could result in severe harm for the
patient.”” Anderson et al stated that the purpose of
screening for the presence of eating disorder is not
"necessary to determine an exact diagnosis... but
rather to identify individuals who are likely to have
significant levels of eating pathology and need fur-
ther assessment".? Taking this into consideration a
high sensitive instrument will be more suitable in
screening for ED despite the high number of false
positives which it yields.

The clinical cut-off score of 2,612 for females
falls between the values of 2.3 and 2.8 reported
by Mond et al'®' in the samples of adult women,
whereas for males, as far as we know, the research
is limited and until today only normative data re-
garding EDE-Q scores have been published. In the
present study, for male adolescents, the cut-off
score which had optimal sensitivity and specific-
ity was higher than that for females, but this find-
ing must be interpreted with caution on account
of the small number of male participants and the
preponderance of obese individuals, since values
of the EDE-Q were found to increase significantly
with BMI.?' However, this high value is in concord-
ance with that reported by Mond et al who found
a higher cut-off point which optimized the valid-
ity coefficients for overweight participants than for
normal weight ones (3.10 vs 1.98)."°

Related to compensatory behaviors (self-induced
vomiting, laxative misuse and excessive exercise)
discrepancies were found between question-
naire and those reported at the clinical evaluation.
Similar, Mond et al*? found that about 42% of the
participants who reported any self-induced vomit-
ing or laxative misuse on the questionnaire denied
these behaviors when they were questioned in a
face-to-face interview. Concerning exercise in a
compulsive way in order to lose weight or to pre-
vent weight gain, it seems possible that this ques-
tion on the questionnaire is misunderstood, and it
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is mostly perceived that it refers to body building
or to additional exercise for physical fitness and
sports competition rather than as a compensatory
behavior.

Similarly, a significant number of participants
reported binge-eating behaviors but the pres-
ence of true OBEs was confirmed in only a few of
them while the others, in fact, presented episodes
of overeating, frequently, during parties, family
celebrations, national or religious holidays. It was
stated that assessment of self-reported binge-eat-
ing in youth is especially problematic due to ambi-
guity of terms such as "large amount of food" and
"loss of control"?? and that giving participants more
information regarding the definition of binge-
eating may increase the accuracy with which they
report these behaviors on questionnaires like the
EDE-Q.**

In the present study we identified only one case
which completely fulfilled the strict diagnostic cri-
teria of DSM-IV-TR for AN and 18 cases of EDNOS.
These results are in concordance with those re-
ported by two-stage epidemiologic studies which
revealed that EDNOS is the most frequent diag-
nosis of EDs in adolescent samples.?>*° The high
frequency of EDNOS-AN which revealed in our
study is similar to that reported by Muro-Sans and
Amador-Campos who, in a sample of 1,155 adoles-
cents, aged 11-17 years, found 12 cases of EDNOS-
AN and 2 cases of EDNOS-BN.?' However, we have
to notice that no case of BN was diagnosed in the
present study in opposite with some similar studies
who reported, in addition to a significant number
of EDNOS, some cases of BN as well.?*3° Specifically,
Pelaez-Fernandez et al in a group of 332 possible
cases identified 28 cases of EDNOS, 3 cases of AN
and 22 cases of BN.”® Machado et al in a sample
of 2028 female adolescents diagnosed 48 cases of
EDNOS, 8 cases of AN and 6 cases of BN.?° Similar,
Vardar and Erzengin, interviewed 238 at risk par-
ticipants from an initial sample of 2907 adolescents
and found 44 cases of EDNOS, 1 case of AN and 23
cases of BN.>° However, compared with aforemen-
tioned studies, participants in the present study
recognized as having an ED, were younger (15.2+1.8
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vs 16.19+1.33% and 17.01+0.86%*). Pelaez-Fernandez
et al do not report mean age of their cases but
young adults were included in their sample, and it
appears that 64.1% of the cases were over 16 years
old.® It is well established, first, that the onset of
BN, compared to that of AN, occurs at an older age
with the majority of cases beginning during late
adolescence and, second, the partial syndromes
of BN are more prevalent among adolescents than
among adults.*? Younger age of our sample might
be an explanation of not identifying any case meet-
ing the strict diagnostic criteria for BN. Similar to
our results, Isomma et al, in a sample of adolescents
mean age 15.4 years, detected 2 cases of EDNOS-BN
but no case of BN.>* It is very possible the two cases
of sub-threshold BN, which were diagnosed in the
present study, represent early stages of a later full-
blown syndrome. However, we have to notice that
if we used the diagnostic criteria of DSM-V3* which
are wider, probably some cases of EDNOS would
become full cases of AN or BN.

Moderate positive correlations were found be-
tween the EDE-Q-6.0 and the EAT-26 for both
global and subscale scores. As far as we know only
one study examined the convergent validity of the
EDE- Q and the EAT-26 in an adolescent sample and
found similar results (r=0.497).*°

The results of the present study should be inter-
preted in the context of some limitations. A large
number of participants were assessed and more
than a quarter were considered as possible cases
according to selection criteria, but unfortunately
only a small proportion of them were interviewed.
In similar studies the number of participants who
did not participate in the interview was quite small
in comparison to that of the present study (au-
thors reported that they interviewed 69%,* 95%,2®
96.6% 26 and 99.5%° of those identified as pos-
sible cases). One explanation may be that in these
studies interviews were carried out at school, so
both children and parents did not have any con-
cern for this. On the contrary, in the present study
we chose to interview children and parents at the
local Mental health Center and perhaps this was
why some of them were reluctant to participate in
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the interviews. Another explanation may be that
parents did not recognize their children’s behav-
iors as problematic and consequently they did not
have any reason for further investigation. Lectures
to the Parents and Guardians Association in order
to inform parents about the aims of the study as
well as about the ED pathology did not increase
the rate of participation. As in all studies which use
self-reports the results can be affected by denial
and social desirability, especially when the study,
like the present one, involves individuals with eat-
ing disorders psychopathology which, deliberately
may omit, conceal or distort their symptoms*® or
t*” or delusional body
image beliefs,®® may not be aware of their illness
and may not admit that their behaviors are in fact
symptoms of a mental disorder. Moreover, since
the questionnaires were administrated in school
class in the presence of a researcher and a teacher,

due to an impaired insigh
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the fear of revealing personal information to class-
mates and teachers might made some participants
to minimize or hide their concerns and behaviors.

In addition, the small number of identified cases
on which analysis of validity coefficients was based
—although similar to those of Mond et al'®'- limits
the generalization of results.

To our best knowledge, this is the first study
which investigated the validity of the EDE-Q-6.0 in
a sample of Greek adolescents and provided cut-
off scores for both females and males. EDE-Q-6.0
was found to be moderately accurate in discrimi-
nating between individuals with eating disorders
and those without, and it demonstrates good
convergent validity. These results suggest that
EDE-Q-6.0, when using its global score, appears to
be a proper screening tool for assessing the core
psychopathology of eating disorders in commu-
nity samples in two-stage screening studies.

Eykupotnra tng €AAnvikng KOOXKH(
tou Eating Disorder Examination Questionnaire
(EDE-Q-6.0) ce deiypa €AARvev e@iBwv padnrwv

Y. Mhatokidov,! M. Zapakoupn,’ E. Kahapapd,? E. Mamayswpyiov,’
K. KoutpouPn,' X. FouAeptlakng,' E. NikoAdou," M. AsiBaditng’

'Kévtpo Wuyiknc Yyeiac Opsotiadac, Opeotidda,
2Wyyiatpikr KAvikr, latpikr ZxoAr, Anuokpitsto MNavemotriuio Opdkng, Aeéavdpoumoln, EAMGSa

Wuxatpikn 2015, 26:204-216

JKOTIOG TNG MEAETNG €ival n Slepelivnon TNG EYKUPOTNTAG TNG EAANVIKAG €KSOXNAG TOU EpWTNUA-
Tohoyiou Eating Disorder Examination Questionnaire 6.0 (EDE-Q-6.0) o€ deiypa eprifwv padn-
TWv. MNpokKertal yia éva auTOGUUTTANPOUUEVO EpWTNHUATOAGYLO e TO omoio alohoyolvTal OTACELG
KOl CUMTTEPLPOPEG TTOU oXeTiCovTal pe TIG Statapaxég mMPOoANYNG TPoPNG. Amotelegital amd 28 -
PWTNOEIC. BaBuoAoyoUvtal TO0O TO GUVOAIKO OKOpP Kal Ol 4 UTTOKAIHOKEC TOU £PWTNUATOAOYIOU
(meploptlopdg, avnouyia yia tn Stlatpo@n, avnouyia yla To oXfua Tou CWHATOC, avnouyia yla tTo
Bapog Tou cwpatog) 600 Kal n ocuxvotTnTa guPdviong enelcodiwv 6 TUMwWV dlatapaypévng ou-
pITEPLPOPAC Slatpo@ng [KaTavalwon acuvhBlota peyAAng moodTNTAC TPOPNG, AVTIOTAOUIOTIKEG
OUUTTIEPLPOPEC (AUTOTTPOKANOUHEVOC EUETOC, KATAVAYKAOTIKI) AOKNON, KATAXPNoN KaBapTikwv)].
>1a 16 oxoAeia Sdesutepofdaduiag ekmaidevong mou S€XTNKAV VA CUUUETACXOUV OTNV Mapolod
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€peuva, EQappooTnKe éva MPwWTOKOANo SUo @dAcewv. ApxIKd, 2.058 HaBntég, otn OXOAIKN TAéN
EVTOC plag SISAKTIKAG WPAC, Tapouaia evog HENOUC TNG EPEVVNTIKAG OUASAC Kal EVOC eKTTatdev-
TIKOU, CUMTTANPWOAV €va EpWTNUATOAOYIO SNUOYPAPIKWY XOPAKTNPIOTIKWY KABWG Kal TIG €A-
Anvikég ekdoxéc Tou EDE-Q-6.0 kat Tou EAT-26. EmmpooBétwg, ueTpriBnke To BAPOG Kal To UYOoC
TOUG. BAoel ouyKekplpévwy Kpitnpiwv ol padntég xapaktnpiotnkav wg «moavég» (n=626) kat
«UNn-mMOavég» (n=1432) mepimtwoelg Alatapayxwv MpdoAnPng TPo@r¢. ZuyKeKPLYEVa, ol pabnTég
BewpnrOnkav «mBavég» mepimtwoelg edv mapoucialav oto EAT-26 Babuoloyia ion 1 peyaAute-
pn tou 20, edv nTav Mimofapeic n €dv ATav maxvoapkol. Xtn SeVTEPN QAON, Ol YOVEIG TwV Tal-
Slwv mou avayvwpeioTnKav wg «mBaveey TTEPIMTWOELG KABWE Kal ol YOVEIG Twv matdlwv mou, and
TO GUVOAO TWV HAONTWV TTOU AVAYVWPIOTNKAV WG «UN-TIOAVEG» TTIEPITTWOELG, EMAEXTNKAV WG O-
pada eAéyxou, mpookARBNKav va emoke@Bolv padi pe ta maidid toug 1o Kévtpo Yuyikng Yyeiag
OpeoTiddac. O1 padntég mou amotélecav Tnv opdda ehéyxou emAéxTnkav pe tn Stadikacia Tng
OUOTNUATIKAG TuXaiag detypatoAnyiag amod 1o Seiypa Twv «un-moavwvy mepImTwoewyv. Ot Yoveig
66 HaONTWV —amod To GUVOAO TWV 626 HABNTWV- TTOU XOPAKTNPIOTNKAV WG «TTIOAVES TIEPIMTTWOELGY,
KaBw¢ Kat 72 pabntwv —amd 1o 6UVOAO TwV 358 HaBNTwv- mou EMAEXTNKAV WG OpAda eAEéyxou,
Séxtnkav va e€etaotolv ta matdid toug. H didyvwon t€0nke xpnotpomolwvtag Tnv KaAltepn
Avvath AlayvwoTikn EKTipnon n omoia, EKTO¢ amd TnV LATPIKK ouvévTeuén mepAapuPfdvel kal o-
AEG TIG TNYEG TANPOYOPLWV (T.X. TANPOYOPIEG amd Ta PEAN TNG OLKOYEVELAG, ATIO TO OLKOYEVELD-
KO 10TOPIKS KABWE Kal amd 10TPLKEG EEETACELG) UE OKOTIO TNV AaxIoTOTOINON TwV S1AYVWOTIKWY
AaBwv. Epapudotnke n avaluon Receiver Operating Characteristics (ROC) yia tnv €€étaon tng
Eykupotntag Kpitnpiov tou EDE-Q-6.0. H Alakpivouoa Eykupédtnta tou EDE-Q-6.0 kaBwg Kat n
Juvtpéxouoa Eykupdtnta avapeoa otic Babpoloyiec Tou EDE-Q-6.0 kat tou EAT-26 a&lohoyrifn-
KOV HE TO UN-TTAPAMETPIKO Te0T Mann-Whitney U a@evdg, Kal a@eTEPOU PE TOV UTTIOAOYIOUS TOU
OUVTEANEOTH ouoXéTiong Spearman. O cuvteleotri¢ Kamma tou Cohen xpnotpomolntnke mpokel-
pévou va a&lohoynBei o Babuog cuppwviag Twv KAaTNyoplkwy petafAntwy oto EDE-Q-6.0 kat otn
OUVEVTELEN, 0€ O,TL aPOopd OTNV TAPOUGIia TwV eMElCOSIWV LUTTEPPAYIAC KAl TWV AVTIOTABUIOTIKWY
OUUTIEPLPOPWV. BAoEl Twv S1ayVWoTIKWY Kpttnpiwv Tou DSM-IV-TR Siayvwotnkav 19 mepImTwoElg
Alatapaywv MpooAnwng Tpoeng (AMT) (uia mepimtwon Yuxoyevoug Avopediag, 13 mepImTWOoElg
ANT Mn KaBopilopevn ANIWG kat 5 mepimtwoelg Alatapayng Emeicodiakng Yrnepeayiag). Xto Sia-
yVwoTiké 6plo 2,6125 tng ouvoAikig Babpoloyiag n evaioBnoia, n 161KOTNTA, N BETIKNA TPOyVW-
otikA aia kal n apvnTik mpoyvwoTikn a&ia tou EDE-Q-6.0 Atav 89,5%, 73,1%, 34,7% kat 97,8%,
avtiotoixa. H avdhoyn avaluon ota 600 @UAa unédelée we «StayvwoTikd dpto» To 2,612 (yia Tig
OnrAelc) (evalobnoio=84,62%, 161kOTNTA=73,3%, OTIKN MPOYVWOTIKN a&ia=35,5%, apvnTiKr mpo-
YVWOoTIKA aia= 96,5%) kal 3,125 (yta Toug dppeveg) (evalobnoia=83,33%, €161koTnTa=84,09%), O¢-
TIKA TPOYVWOoTIKA a&ia=41,7%, apvnTtikA TpoyvwoTiKA aia=97,4%). EAdx10To¢ Kat pikpog fabuocg
oup@wviac mapatnpEninke og O,TL agopd oTnV mapouacia Twv emelcodiwv unepayiag [k=0,191
(SE=0,057)] Kal TwV avTIoTAOUIOTIKWV cupmeplpopwv [k=0,295 (SE=0,073)]. Téoo n cuvoAikr Bab-
poloyia 600 Kal ot BaBuoloyieg oTig umokAipakeg Tou EDE-Q-6.0 Bpébnkav va cuoxeTi(ovtal Be-
TIKA pe TN Badpoloyia Tou EAT (Spearman's rho=0.50-0.57). Ta anmoteAéopata umodeikviouy 0Tl
n eAANVIKA ekdoxn Tou epwTtnuatoloyiov EDE-Q -6.0, otn ouvoAikn tTng fabuoloyia, @aivetal va
amoTeNel €éva €ykupo gpyaleio yia tnv a§loAoynon tng Yuxomaboloyiag Twv AMT oToug épnoug
paBbntéc. QoT600, N aloAdynon TnE mapouaciag Kal TG ouxvotTnTag Twv dlatapaypévwy Slatpoel-
KWV CUPTTEPLYPOP WV, TTOU XapakTnpilouv Tig AMT, @aivetal va eivatl mpoAnpatiki kabwg ot épnpol,
KUPIWG ol vedTEPOL, TapavoolV 0poug OTwE acuviBioTa peydAn moodtnta TPOoPNG 1 aicbnon
ATTWAELOG EAEYXOU KAl TTAPEPUNVEVOLV TNV £VVold TNG AOKNONG ME €Vav KATavVayKaoTiké Tpomo. Q¢
€K TOUTOU, TTAPATNPNONKE HEYAAN AOUUPWVIa avApeca o 6oa SNAWBNKAV auTo-avagopIKA Kal
o€ 60a SlamoTwinkav otn cuvévteuén. MNpoobeteg mMAnpogopieg mou Ba amocapnvifouv autolg
TOUG 6pouG gival evdexouevo va ocupdlouy og peylotomoinon TnG akpifelag pe Tnv omoia ot
é¢pnpol Ba dnAwvouy, auto-avagopikd, TIG €V AOYWw CUUTTEPIPOPEC.

Né&eic eupeTnpiou: Alatapayég mpdoAnyng Tpo@ng, Greek Eating Disorder Examination-Que-
stionnaire-6.0, eykupotnTa, £pnot pabnTtéc.
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Brief communication article

Inter-rater reliability of the Greek version
of CAARMS among two groups
of mental health professionals

C. Kollias,! V. Kontaxakis,' B. Havaki-Kontaxaki,'
M.B. Simmons,? N. Stefanis,’ C. Papageorgiou’

'Early Psychosis Unit, 1st Department of Psychiatry, Eginition Hospital, University of Athens, Athens Greece,
20xygenYouth Health Research Centre, Centre for Youth Mental Health,
The University of Melbourne, Melbourne, Australia

Psychiatriki 2015, 26:217-222

here is increasing interest within the Greek psychiatric community in the early detection

and prevention of psychotic disorders. To support this, there is a need for a valid and reli-

able tool to identify young people that may be at risk of developing a psychotic disorder.

Our team has previously translated the Comprehensive Assessment of At-Risk Mental States
(CAARMS). The validity of the CAARMS was ensured by the procedure of translation and the aim of
the current study was to estimate the interrater reliability of the CAARMS Greek translation among
residents in psychiatry and specialized mental health professionals. 43 mental health workers (27
residents in psychiatry and 16 specialized mental health professionals (i.e. 11 psychiatrists and 5
psychologist) participated in two seminars that covered theoretical information about the ultra
high risk concept and training in the CAARMS. During the seminars, 10 vignettes with psychiat-
ric history cases were presented, including healthy, ultra high risk and first episode psychosis. The
mean correlated percentage of agreement with the correct answers regarding diagnosis of the pre-
sented history cases among all our subjects was 81.42, among specialized mental health profession-
als 77.88, and among residents 84.46. Intraclass correlation co-efficients were 0.994 for specialized
mental health professionals and 0.997 for residents. The translated Greek version of CAARMS pre-
sents a satisfying interrater reliability when used by both residents and specialized mental health
professionals. Residents declare even higher intraclass correlation co-efficients and mean corre-
lated percentage of agreement than specialized mental health professionals, which indicate that
residents are capable of using the CAARMS in early intervention units.

Key words: Early psychosis, prevention, CAARMS, Greek version, reliability.
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Introduction

The Comprehensive Assessment of At-Risk
Mental States (CAARMS)' has been designed by
Yung et al. to assess psychopathology indicative of
imminent risk of development of a first psychotic
episode (FEP) and to determine if an individual
meets the Ultra High Risk (UHR) criteria for devel-
oping a FEP. The original CAARMS has been tested
regarding its inter-rater reliability and concurrent,
discriminant and predictictive validity which have
been found to be good to excellent.! The CAARMS
has been translated and standardized into multi-
ple languages, including Spanish, Swedish, Danish,
German, French, Italian, Japanese, Chinese, Korean
and Arabic.*”

The growing interest of the Greek Psychiatric
Community in the issues of early prevention in
psychosis has been developing in recent years.®
Some of the initiatives taken were the publica-
tion of a new book (“Early Psychotic Experiences.
Signs, Symptoms and Interventions”),” the transla-
tion of the CAARMS® and the organization of pres-
entations in daily meetings, training seminars and
round tables in national and international con-
gresses, regarding early prevention in psychosis
issues. A “Hellenic Group for early intervention in
Psychosis” was formed by specialists from many
Greek University Psychiatric Clinics and organized
scientific meetings. Representatives of Greek rela-
tives’ and patients’ associations were invited and
participated in one of those meetings. The transla-
tors of the CAARMS suggested (and got their sug-
gestion published in an international journal) that
the term sub-threshold prodromal state might be
used instead of attenuated psychosis syndrome
in DSM-V.? They have also presented in a congress
preliminary findings regarding the translated
CAARMS psychometric properties.'

The growing interest in issues of early preven-
tion has led a number of mental health institu-
tions in Greece, such as Eginition Hospital - 1st
Department of Psychiatry, University of Athens,
Attikon Hospital — 2nd Department of Psychiatry,
University of Athens, the Mental Health Research
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Institute and the Psychiatric Clinics of the
University of Thessaloniki, of the University of
loannina and of the University of Patras, along
with Hellenic Psychatric Association, to organize
scientific presentations and collaborations, as well
as training seminars, regarding early psychosis
prevention programs. Since 2007, an early inter-
vention service for psychosis has been operating
in loannina, and has since been successfully estab-
lished within the context of the local mental health
network."

In Athens University in particular, the 1st and
2nd Psychiatric Clinic, in Eginition Hospital and
Attikon General Hospital respectively, took a few
more steps in implementing such preventive strat-
egies. Two new outpatient units have been in-
stalled in Eginition and Attikon Hospital regarding
early psychosis.

The outpatient Eginition Hospital unit is ad-
dressed to young first degree relatives (15-45
years of age) of patients with psychosis, as well as
probable ultra high risk patients referred by other
psychiatric units of Eginition or other hospitals.
Among them, those who are found to meet the
Ultra High Risk criteria are selected and followed
up. Appropriate psychological and pharmacologi-
cal interventions (benzodiazepines and antide-
pressants or antipsychotic medication once they
have transitioned to First Episode Psychosis) are
implemented to them, if necessary. Those sub-
jects are also studied regarding various psycho-
social parameters, such as quality of life, person-
ality traits, anhedonia, psychosis or schizophrenia
proneness, as well as biological parameters.

It should be mentioned that investigators in
those two hospitals had already experience in the
research of first episode schizophrenia (FES) pa-
tients. From previous studies, various biological
parameters were investigated as probable suscep-
tibility risk factors for schizophrenia, such as the
serum BDNF levels at the onset of schizophrenia
and the BDNF Val66Met variant."” In other stud-
ies, it was demonstrated that activities released
by P600 during working memory tasks may be
involved in FES patients'® and that second-pass
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parsing process of information processing, as in-
dexed by P600, elicited during a working memory
test, is impaired in FES patients.”* Methods dem-
onstrating chromatin alterations of leucocytes of
FES patients were studied as tools of early diagno-
sis, since decondensed chromatin is considered as
a biological marker of schizophrenia.'® So, it would
be of great interest to search if such genetic, mo-
lecular, psychophysiological and other biologi-
cal markers might be related to ultra high risk for
psychosis patients. Our team in Eginition Hospital
has also translated, back-translated in Greek and
published another psychometric instrument used
in early prevention, the SPI-A.'¢

Aim

The goal of this study was to estimate the reli-
ability of the Greek translation of the CAARMS,
regarding diagnosis of psychiatric history cases
presented to our subjects and to compare two
groups of mental health professionals regarding
their inter-rater reliability for the positive sub-
scales of the CAARMS. The Eginition early psycho-
sis intervention outpatient unit trains residents in
their last year of their training in psychiatry in the
use of the CAARMS. Those residents participate in
the estimation process of subjects referred to our
unit. Thus, it is important for our unit to demon-
strate that residents are equally capable as special-
ized mental health professionals in the use of the
CAARMS, after being trained.

Material and method

The CAARMS was translated in Greek in collab-
oration with the authors of the original CAARMS.
The validity of the CAARMS was ensured by the
method of translation - back translation in Greek
followed by the translators, according to the fol-
lowing directions proposed by the authors of the
interview:

The original version of the CAARMS was trans-
lated into Greek by one person, then translated
back by another separate person and then this
back-translation was checked by an author of the
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original version of the CAARMS. Then, any dis-
crepancies were resolved by discussion between
the Greek translation team and an author of the
English version of the CAARMS.

Our outpatient unit has organized two seminars,
in which the participants were psychiatry resi-
dents and other mental health professionals who
have completed their training in their specialty
(i.e. 11 psychiatrists and 5 psychologists). In those
seminars we gave them theoretical information
about the ultra high risk concept, we presented
the CAARMS and we gave them directions in
which way they should rate subjects when using
it. The translators of the CAARMS were the trainers
in the two seminars. One of them, following the
“train the trainer’s model”, was provided training in
the use of the CAARMS by the CAARMS Training
Coordinator of the time.

During those seminars, we presented to our sub-
jects the same 10 vignettes with psychiatric his-
tory cases, which might belong to patients suffer-
ing from a first psychotic episode, to subjects in
high risk for psychosis or to healthy ones. Those
vignettes were provided by the authors of the
CAARMS, in order to estimate reliability among
mental health professionals using the CAARMS.
Five of these vignettes were rated as part of the
training, by discussing which might be the correct
rating and final conclusion about diagnosis. Then,
five vignettes were rated by our subjects in order
to estimate their inter-rater reliability.

The two seminars were followed by 43 mental
health professionals, 27 residents in psychiatry
in the last year of education and 16 specialized
mental health professionals (11 psychiatrists and
5 psychologists). Statistically, the SPSS, version 17,
was used and the mean correlated percentage of
agreement with the correct answers, regarding
diagnosis and the severity and frequency of the
three initial subscales of the CAARMS were esti-
mated. The intraclass correlation coefficient was
estimated separately in our two groups of special-
ized mental health professionals and of psychiatric
residents.
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Results

The mean correlated percentage of inter-rater
agreement with the correct answers, regarding the
categorization of the psychiatric history cases (Trait
and State Risk Factors-TSRF, Attenuated Positive
Symptoms - AIMS, Brief Limited Intermittent
Psychotic Symptoms - BLIPS, normal, psychosis
threshold) among our subjects, was 81.42%. The
mean correlated percentage for residents was
84.46% and for specialized mental health profes-
sionals was 77.88% (table 1). The mean correlated
percentage of agreement with the correct answers,
regarding the severity and frequency of the three
initial positive symptoms subscales is presented in
table 2.

Two intraclass correlation co-efficients were esti-
mated, one for the specialized mental health pro-
fessionals and one for the residents. The intraclass
correlation co-efficient for the specialized mental
health professionals was 0.994, while for the resi-
dents it was 0.997.

Conclusion

The translated in Greek CAARMS is valid and
reliable when used by mental health profession-
als in order to correctly diagnose psychiatric his-
tory cases. Both the group of specialized mental
health professionals and of psychiatric residents
exhibited high intraclass correlation co-efficients.
Our findings show that psychiatric residents, even
though they have not completed their training,
were proven more reliable in using the CAARMS,
after a short training in the use of that interview,

Table 1. Mean correlated percentage of agreement with
the correct diagnosis among all subjects, specialized
mental health professionals and residents.

All subjects 81.42
Specialized mental health professionals 77.88
Residents 84.46
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than specialized mental health professionals. Thus,
it seems that psychiatric residents after a short
training are suitable for participating in preven-
tion programs in which this interview is used.

The method used in order to estimate the inter-
rater reliability of the translated CAARMS differed
from the method used to estimate the inter-rater
reliability of the original."” However, in both cases,
the CAARMS exhibited satisfactory inter-rater reli-
ability.

Greece, at the time being, is a country in eco-
nomic crisis, so policy and economic issues should
be taken into account, regarding the implemen-
tation of early prevention services. Specialists in-
terested in shifting preventive interventions in
psychosis from a model of secondary and tertiary
prevention in psychosis to one of primary and
secondary prevention have also to face negative
attitudes towards early prevention, especially in
such a difficult period for mental health services.
Yet, there is a lack of financial programs assisting
that effort of Athens in issues of early intervention.
Thus, people interested in those services should
have a deep interest in them and voluntarily elab-
orate time and energy in order to promote the es-
tablishment of those new preventive activities.

Acknowledgements

The authors would like to thank Professor Alison
Yung (Institute of Brain, Behaviour and Mental
Health, University of Manchester) for the provision
of the original CAARMS and for her instructions in
its translation and back translation in Greek.

Table 2. Mean correlated percentage of agreement with
the correct answers.

Severity Frequency
Unusual thought content 92.78 92.3
Non bizarre ideas 91.18 94.14
Perceptual abnormalities 97.56 97.02
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H afiomoetia petalu exuipnrwov
¢ €AAnviking peragpacng tng CAARMS
GE OUO0 OPAdEC emMAyyeENpaTIwV WPUXIKNG UYELQG

K. K6AA\ag,' B. Kovta&akng,' M. XaBdakn-Kovtaédaxkn,'
M.B. Simmons,? N. Zte@avic,' X. Mamayswpyiou’
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Wuxlatpikn 2015, 26:217-222

Ta péAN tnG EAANVikn g Yuxiatpikng Kowvotntag emdeikviouv éva auéavopevo evalagEpov OXETIKA UE
TNV TPWIKN avixveuon Kat TPOANYN Twv Puxlatpikwy Slatapaywy, To omoio €xel odnynoel £vav apto-
p6 Sopwv YUXIKAG vyeiag oTnv EAAASa oTn Slopydvwaon EMOTNHOVIKWY TTOPOUCIACEWY, CUVEPYACIWV
Kal EKTTAUSEVUTIKWY CEUVOPIWY OXETIKWV UE TTPOYPAUMATA TTPWIUNG TTapéuBaong. Xto MNavemotriuio
TwVv ABnvwv &181koTePa, otnv Yuxlatpikr KAwvikr Tou Atyivnteiou Nooookopegiou Aeitoupyei éva véo
e€wTePIKS 1aTpeio MPWIUNG Mapéppaong otnv Yuxwon. MPOoKEIUEVOU Va avayvwploTouV VE AToua
w¢ vPnAov Kivduvou yla Puxwolkn Slatapayn ival amapaitnto va pmopei va xpnotpomnotndei éva
€YKUPO Kal a€lomoTo epyaleio peTappacpuévo ota EAANViKA. H opdda pag mpdopata petdgpaoce
Vv Comprehensive Assessment of At-Risk Mental States (CAARMS). H eykupotnta tng CAARMS &1-
aoc@aliotnke péow tnG Sladikaciag mou akoAouBnOnke katd Tn peTd@paon TnG. O 0TOXOC TNG TMa-
poloac MEAETNC gival N ekTipnon NS HeTa&y Babuoloyntwy aflomoTiag TS EAANVIKAC HETAPPACNC
¢ CAARMS o€ 800 opddeg, pia eldikevopévwy TNG YuxlatpikAg Kal pia eI0IKWY EMAYYEAUATIOV TNG
WYuxikng Yyeiag. To tatpeio mpwiung mapépBaong otnv Yuxwon tou Atylvnteiov Noookouegiou mapé-
XEl ekmaideuon o€ €I8IKEVOPEVOUG OTO TEAEUTAIO £TOG TNG eKMaideuong Toug otnv Yuyxlatpikn, otn
xprion tng CAARMS. Ot e18ikeuopevol autoi CUPPETEXOLV 0T Sladikacia eKTIUNONG TWV ATOUWV
TTOU TTAPATTEUTTOVTAL OTO latpeio. ETol, gival onupavTiko yla 1o atpeio pag va SiepeuvnOei edv ol €1-
Sikevopevol gival e€icou KaTdAAnAol 660 ol EISIKEVUEVOL EMAYYEAUATIEG PUXIKNAG LYEiag oTn xprion
¢ CAARMS petd and ekmaideuon. 43 epyaldevol GToV XWPO TNG PUXIKAG Lyeiag (27 1Sikeuopevol
otnv Yuxlatpikn kat 16 e1Sikevpévol emayyeAUaTieG PUXIKNAG Lyeiag) cuppeTeixav o€ duo ogpvapla,
Ta omoia dlopyavwOnkav amod To EWTEPIKO LATPEI0 TPWIUNG TTapEUPaong Tou AlylvnTeiou. XTa ogul-
vdpla autd mapaoxéOnke BewpnTikn evnuépwon yla To Béua Twv e€alpeTIKA LPNAOL Kivduvou yla
PUXWOon KataoTtacewy, yve mapouaciaon tng CAARMS kat 660nkav odnyieq yia tn Babuoidynon Tne.
Ot petappaotéc tng CAARMS oav ol ekmaideutéc ota Svo oeuvapla. Evag amd autolc, akohoubBw-
VTAC TO «HOVTENO eKTTAISEVOVTAC TOV eKTTAIOEUTH», EKTTAIdeUTNKE 0TV CAARMS amo Tn ZuvtovioTtpla
otnv Ekmaidsuon tng CAARMS ekeivng tng meplodou. Katd tn SidpKela Twv oepvapiwy mapouoitdoTn-
Kav €K KEPEVA TTEPIMTWOEWV PUXIATPIKWY LOTOPIKWY, TTOU agopoloav EiTe LYIEIG ite dtoua Aiav
uPnAou Kivéuvou yla YUXwon &ite pe TPWTO YUXWOLKO emelcddlo. To mean correlated percentage of
ageement PE TIC OWOTEG ATTAVTNAOELG AVAPOPIKA PE TN S1dyvwon TwV TTapouslacOEVTWY I0TOPIKWY
METAEL TOU GUVONOU TWV UTTOKEIMEVWY TNG HEAETNG ATaV 81,42, METAEL TWV EISIKWY EMAYYEAUATIWV
YUXIKAG LyeEiag ATav 77,88 kal HeTall Twv e1dikevopévwy RTav 84,46. Ta intraclass correlation co-
efficients Atav 0,994 yia Toug €ISIKEVUEVOUG EMAYYEAUATIEC YUXIKAG LYEiag kat 0,997 yia Toug €181
KELOUEVOUC YPUXIATPOUC. H peTappacpévn eAAnvikn ékdoon tng CAARMS mapouatddel pia ikavorol-
Ntk petady Babuoloyntwv alomoTia 0Tav XpNOoIHOTOLETAL €iTE ATIO EIGIKEVOUEVOUC PUXIATPOUG
€ite amo e18IKEVPEVOUG emayyeApaTieg YUXIKAG vyeiag. Ot e1dikeudpevol paAiota p@avifouv akdun
peyalUtepa intraclass correlation co-efficients kat mean correlated percentage of agreement amé
TOUG €I0IKEVUEVOUC ETAYYENUATIEG YUXIKAG UYEIQG, YEYOVOC TTOU Onpaivel OTL ol EISIKEVOUEVOL Eival
katdAAnAot va embidouv Tnv CAARMS o€ povdadec mpwipng mapéuaonc.

Né€eig evpetnpiov: Mpwiun Yuxwon, mpdAnyn, CAARMS, EAANVIKNA peTag@pacn, alomoTia.
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Obituary

lewpylog Xt. Kampivng
(1943-2015)

X716 17 louviou 2015 €puye agvikd yia to peydho Ta&idt oto emékelva o OpdTinog Kabnyntng Tou AploToteAeiou
Mavemotnuiov ©@ecoalovikng Mwpyog Kampivng. Zuocowun n Mavemotnuiakn Kowvotnta, oav pia dgUtepn olkoyé-
VELQ, TOV amoxalp€tnoe Pe Babia OAiYn kat aiocdnua kevoo.

O lewpylog Kampivng, pia xaplopatikn Kal ToAuoxI8n¢ mpoowmikotnTa, yevviOnke to 1943 otnv Koldavn kat gixe
NV TPAyIKA Hoipa va pn yVwpioegl ToV TaTéPA TOU TTOU OKOTWONKE 000 N UNTEPA TOU €yKUMOVOUOE. ' autd Kat é-
Ypa@e To dvoud Tou TpocBéTovtag mavTa Ta apXIkd XTlépyloc] Tou matpwvupou Tou, ou Sgv Eexvoloe oUTE 0TNV
uTIoYP AP TOU.

>ta SUoKOAA XPOvIa TNG HETATTOAEMIKNAG EANGSag N untépa Tou KAgovikn agooiwbnke amdAuta otn gpovtida Kal
avatpoen tou. Eykataotddnkav otn @ecocalovikn 6mou @oitnoe oto A’ MpdTummo AnpoTIKO ZX0AE(0 Kal akoAoUBwC
oto Melpapatikd fupvdaolo Osooalovikng. Htav meprn@avog yia 1o oXoAeio Tou Kat avapepdtav mavta pe ogBacud
0TOUC KABNYNTEC TOL.

Ymoudaoce otnv latpikn XxoAf Tou Aplototeleiou Mavemotnuiov Ogocoalovikng Kal eméNe€e va €101keLOel 0Tn
Neupoloyia-Yuxlatpikr. AkoAoUBw petekmadevtnke emi 3 xpdvia oto Mapiol, wg umdtpoPog Tou IKY kat Tng
FaANKAG KuBepvnosw, og TpWTOMOPA yla TNV EMOXN EMOTNUOVIKA TEdia. TIG VEEC YVWOELG TOU UETEQPEPE OTNV
EANGSa péoa amod tnv évtary Tou otnv akadnpaikr Yuxlatpikn, 6mou aviABe OAeg TiG BaBuideg TNG mavemoTnpLa-
KNG lepapyiag péxpt tn fabuida tou Kabnyntn.

MNa pia 20¢tia unmpée SievBuvTric duo MavemoTtnuakwyv KAvikwy, apxikd tg A” Mavemotnuakrig Yuxtatpikng KAt
VIKNG Kal akoAoUBwC, amod 1o 1998, tng I Mavemotnuiaknc Yuxiatpikrig KAMvIkng, amd omou kal agumnpétnoe To 2010.

Ytnv akadnuaikr Tou mopeia, Tov lewpyto Kampivn xapaktipilav mpwTioTwg ot Babiég PuxIaTPIKES YVWOELG TOU
KOl TO PEYLOTO EVOIAPEPOV TOU Yia TouG acBeveic. Htav évag xaplopatikog SAOKANOG Tou Xalpotav va SéxeTal pw-
TAOELC KAl aTTOPIEG, va TTPOKAAEL TNV au@lofritnon Kat va oulnTtd. Xtov €peLVNTIKO TOPEA €EETTANTTE TTAVTA LE TIG
186€€¢ TOU, ATAV AVOIXTOC O KAIVOTOMEG TTPOTACELG, WOWVTAC TOUG CUVEPYATEG TOU O€ VEQ €MOTNUOVIKA media Kal
TIPWTOTIOPEC €PEVVEC Kal UTTNPETieC. EAeUBepo TVeLQ, €ixe TO XAPIOHA va OUVOETEL avTiBeTEC aMOYEIC KAl TTPOOEY-
Yioelg, amd TNV avTipuxlaTpLKh WG TNV KAACIKA «OPYAVIKA» PUXIATPIKE, XWPIG ATTOKAEIOMOUE, XWPIG EMOTNOVIKEG
16eo0AnYieC. ZuvepydTeC Kal HABNTEC TOU €XOUV OAUEPA AVENLXTEL ETTIOTNUOVIKA 0€ UPNAEC BECEIC TNG AKASNMATKAS
WUXIOTPIKAG, WG EMAEKTA HEAN TNG YUXLATPIKAG KOWVOTNTAG.

‘Ovtag avijouxn Kat MoAUCXIOG TPOCWTIKOTNTA, SV UTOPOUGCE TTAPA VO CUHUETEXEL OTA KOIVA. NUAVTIKA Kal
OUCLAOTIKNA ATAV N Tapouasia Tou ota Opyava dtoiknong tng latpikig XxoAnG. Yrnpée amd Toug Aiyoug KaBnyntég
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TTIOU ATAV OLVEXWG WEAN TNG Mevikng Zuvéleuong TG latpikig ZXoAnG, amd tnv kabiépwon Tou Beopou (1982) wg
Vv apumnpétnon Tou. AletéAeoe AleuBuvTng Tou Topéa NeUPOEMOTNUWY Yia TIEPIOCOTEPA amd 10 €Tn. ZUPMETEIXE
og MA\Bo¢ emTponwv TO00 TNG latpikrg XXoAn¢ 600 Kal Tou Apilototelegiou Mavemotnpiov Osocalovikng, CUPBAA-
AOVTOG OUCIACTIKA OTO €PYO TOUG KAl APAVOVTAG TO TIPOCWTTIKO Tou oTiypa. 16puTikd péhog Tou GUVSIKAMOTIKOU
0pPYAVoU TNG ZXOANG, Tou «XUANOYoU peAwv AET tng latpikng ZxoAng AMOyx, Sietéheoe emi pia 10etia mpoedpog Tou
OUANOYOU, aywvI(OPEVOC Yia TNV TTPowBNnon Kal eMAVoN Twv TPORANUATWY TWV TTAVETTICTNMIOKWY IATPWV.

YnuavTikn nTav n cupBoln Tou Mwpyou Kampivn otnv mpowBnon tng Wuxlatpikng Metappubuiong otnv EAAada.
Q¢ mpoedpoc tTng Emrpomm¢ Wuxiknig Yyeiag Tou Ymoupyeiou Yyeiag oxediaoe, opydvwoe kat SinUOBUVE, OTIC APXEC
¢ Sekaetiag Tou 1990, tnv mapéuPaon oto Yuxlatpikd Noookoueiou Aépou yla Tnv amoaculomoinon Twv acBe-
VWV Kal TN WETAPOPA TOUG OE EEVWVEG OTOUC TOTTOUG KATAYWYHG TOUG. ZUVEXIOE VO CUMETEXEL LEXPL TOV BdvaTtd
TOU OTIC TPOOTIABELEG YIa TNV ATTOACUAOTIOINGH, TNV PUXOKOIVWVIKK OTTOKATACTACH TWV AcBeVWV Kal TNV avAmTu-
&n e€wvoookouelakWY SoUWV PECw TNG KN KUBepvNTIKAG eTalpeiag EYYKA. H cupfoAr Tou otnv mpowBnon tng
Yuxilatpikng MetappuBbuiong otn xwpa pag duotuxwg dev €xel avayvwplotel otov Babud mou Ba émpeme.

Y& 6An Tou N {wrj, o Nwpyog Kampivng ixe Simha Tou, GUVTPOEMO KAl GUUTITAPACTATN TOU, TNV AYATINTH CUVASEAPO
Oupdtiun Kabnyntpla tng latpikig ZxoAng tou AN EAeuBepia Koupila-Kampivn. Toug cuvédee pia Babid ouvaiodn-
MaTIKA oxéon mou EeKivnoe amod Ta QOITNTIKA TOUG XPOVIA Kal OUVEXIOTNKE HEXPL TEAOUG. 'HTav o otulofdtng Kat o
@UNaKag dyyehdg Tou. Eutuxnoav va douv padi Toug SUO YI0UG TOUG EMOTNUOVIKA KAl EMAYYEAUATIKA KaTa§lwué-
vouc. Tov 2Ttépylo Emikoupo KaBnyntr Yuxtatpikric oto AMO kal Tov ZmUpo va otadloSpopeEl we apXITEKTOVAG OTN
Meydhn Bpetavia. O xpovog ag amaAuvel Tn OAPn kal Tov TOVo Toug Yia TNV EAQVIKH amWAELQ.

MeTtd tnv agumnpétnon tou o lewpylog Kampivng dev amoolpBnke aANA TTAPEUEIVE EMOTNHUOVIKA €VEPYOC.
JUVEXIOE VO CUMPHETEXEL OTIC EMOTNUOVIKEG EKONAWOELG, va SnUIOUPYEL Kat va UTTNPETEL TNV ekmaideuon Twv VEwvV
ouvadéA@wy pe KABe eukalpia, petadidovtag MAéov Tn PaKpOXPOVN EUEIPia Tou Kal TN cogia Tou. Avaloyiouat
aKOUN TNV TeAeuTaia Tou opthia oto Mpoo@ato MaveAArvio Yuxlatpiko ZuvéSplo otn Adploa Tou pag KaBNAwoe Je
TN S1E108UTIKA Kal SIAAEKTIKE TOU OKEYN.

Mptv amo évav xpovo dnuocicuoe To TEAeUTAIO TTOVNUA TOU, TTOU SEV AVAKE OTOV XWPEO TNG PUXIATPIKAG, AAAA TNG
noinong. E€¢€6waoe Tnv moinTik cuAAoyN «Eyw 0 AANOC» O€ ia CUYKIVNTIKH KAl KaAaioOnTtn €ékdoon e TNV EIKACTIKN
BonBela tou yiou tou, Zmupou. Mag pavépwae pia akdpn MAeUpd Tou eauToU TOU, TNG YUXAG TOU, TIOU {0WG EMUEAWG
€KpuPe Ta mponyoLueva xpdvia. QpLuog Hetd amo pla pakpd Stadpoun pe Spdon, yvwon Kal eMtuyia, Eypage:

n (wn, {wrj ™ Aéve
ua épyo tn¢ o Bdvaroc.
H ueydAn axivntn 6e€auevni
TTOU QG TTEPIUEVEL
MpdéBAnua dev eivai o Bdvaroc...

la va cuunmAnpwaoel 6’ éva emdueVo Toinpa Tou:
Twpa xeipwvag ma,
Sev pofdual TimoTe,
Kt' ot voatadyiec EeBwptaocav ma Ki' QUTEC.
Eiuai, oxebov, eAevBepog.

To téMo¢ Sev Bpnke tov Mwpyo Kampivn, autdv tov Saokalo Kal 1aTpo, ampoegToipaoTto. Htav and kaipod €ToIUoC.
Epac pag tdpaée o Bavatoc tou.
Kahd oou tagidt NMwpyo. Ot gilol oou, ol GUVEPYATEC GOV, Ol HaBNTEC oou, ot KaBnyntég Tng laTtpikig ZXoANg Tou
AMNO Ba oe BuuodpaoTe yla mavta.
lwavvne Nnuatoudng
KaBnyntri¢ Yuxiatpikric Alo
AtevBuvtric I Yuxiatpikric KAvikric Ao



® 5th European Conference on Schizophrenia Research (ECSR),
Berlin, Germany
24-26 September 2015
Organizers: (1) World Psychiatric Association (WPA), Section
on Schizophrenia, (2) German Association of Psychiatry,
Psychotherapy and Psychosomatics (DGPPN), (3) European
Psychiatric Association (EPA), Section of Schizophrenia, (4)
Competence Network on Schizophrenia (CNS)
Congress Secretariat: CPO HANSER SERVICE, Hanser & Co GmbH,
Postfach 1221, 228 82 Barsbutel, Germany
Tel: (+4940) 670 8822
Fax: (+4940) 670 3283
E-mail: schizophrenia@cpo-hanser.de
Website: www.schizophrenianet.eu

® 9th International Forum “What does it mean to be a

Daseinsanalyst?”, Athens, Greece

24-26 September 2015

Organizers: (1) International Federation of daseinsanalysis (IFDA),

(2) Hellenic Society of Daseinsanalysis

E-mail: ageorgas@windowslive.com

Website: www.ifda-athens-forum.webnode.gr,
www.yparxiakianalysi.wordpress.com

® WPA Regional Congress, Kochi, India
25-27 September 2015
Organizer: World Psychiatric Association
Contact: Dr Kuruvilla Thomas
Tel: (+91484) 312 4740, (+91984) 602 2631
E-mail: office@wpakochi2015.com
Website: www.wpakochi2015.com

® 20 NMoAuBepatiko Zuvédpio Wuylatpikig kat Ekmaidevong
Kat 30 Zuvédpio WYuylatpodikaoTikig Bopeiag EAAGdag,
Kolavn, EAAGSa
1-4 Oktwfpiov 2015
Opyavwon: EAAnvikr WuxiatpodikaoTikr Etatpeia, Mepipepeiako
TuRpa Makedoviag tng EAAnvikrg Yuxlatpikrig Etaipeiag (EWE)
lpaupateia Zuvedpiou: Global Events, 50A Stadiou street,
555 35 Pylea, Thessaloniki, Greece
TnA: (+30) 2310-247 734-43,210-72 10 001
Fax: (+30) 2310-247 746
E-mail: chryssa@globalevents.gr
Website: www.globalevents.gr

® FENS-Featured Regional Meeting (FFRM, Thessaloniki,
Greece
7-10 October 2015
Organizer: Federation of European Neuroscience Society (FENS)
Contact: Christina Dalla
Tel: (+30) 210-74 62 577

Future scientific meetings

Fax: (+30) 210-74 62 554
E-mail: cdalla@med.uoa.gr
Website: scholar.uoa.gr/cdalla

10th International Congress of the International
Neuropsychiatric Association “Neuropsychiatry”,
Jerusalem, Israel

14-16 October 2015

Organizer: International Neuropsychiatric Association
Contact: Prof. Robert H. Belmaker

Congress Secretariat: Nina Wilson

E-mail: ina2015@taarget-conference.com

Website: www.ina2015.com

The 20th World Congress of the World Federation for Mental
Health, Cairo, Egypt

16-19 October 2015

Organizer: Egyptian Society for the Rights of people with Mental
lliness

Contact: Dr Nasser Loza

E-mail: n.loza@behman.com

Website: www.wfmh2015.com

17th International Conference on Philosophy, Psychiatry
and Psychology “Why do humans become mentally ill?
Anthropological, biological and cultural vulnerabilities

of mental illness”, Frutillar, Chile

29-31 October 2015

Organizers: (1) Centro de Estudios de Fenomenologia y Psychiatria,
Universitad Diego Portales, Chile, (2) International Network for
Philosophy and Psychiatry Collaboration, (3) European Psychiatric
Association/Philosophy Section

Contact: Dr Leonor Irarrazaval

E-mail: centrodefenomenologia@mail.udp.cl

Website: www.centrodefenomenologia.udp.cl

12th Congress of World Association for Psychological
Rehabilitation, Seoul, Korea

1-4 November 2015

Organizers: (1) World Association for Psychological Rehabilitation
(WARP), (2) Korean Association for Psychological Rehabilitation
(KARP)

Contacts: (1) Dr Afzal Javed, (2) Prof. Tae-Yeon Hwang

Congress Secretariat: Nina Wilson

E-mail: afzal.javed@ntlworld.com, ilymh@gmail.com

Website: www.iwarp.info

3rd Congress of Preventive Psychiatry and 4th Psychiatric
Congress of Eastern Europe “Preventive Psychiatry &
Psychiatry in Eastern Europe”, Athens, Greece

12-15 November 2015

Organizer: Society of Preventive Psychiatry
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Collaboration: (1) Psychiatric Association for Eastern Europe and
the Balkans (PAEEB), (2) Hellenic Psychiatric Association (HPA)
Contact Prof. George N. Christodoulou

Congress Secretariat: CONVIN

29, K. Varnali street, GR-152 32 Chalandri

Prefecture of Attica, Athens, Greece

Tel: (+30) 210-68 33 600, 210-72 14 184

Fax: (+30) 210-72 42 032

E-mail: (a) profgchristodoulou@gmail.com, (b) psych@psych.gr
Website: www.preventive-psychiatry2015.com

WPA International Congress of Psychiary, Taipei, Tawan
18-22 November 2015

Organizer: World Psychiatric Association

Congress Secretariat: c/o Elite Professional Conference Organizer
4F, No 285, Sec 2, Tiding Boulevard, Taipei, 114, Taiwan

Tel: (+88) 62 2798 6225

Fax: (+88) 62 2798 6225

E-mail: secretariat@wpaic2015.tw

Website: www.wpaic2015.tw

15th Internationa forum on mood and anxiety disorders
(IFMAD 2015), Prague, Czech Republic
2-4 December 2015

Organizers: International Forum on Mood and Anxiety disorders

(IFMAD)

Congress Secretariat: Publi Creations
74 Boulevard d’ Italie, 980 00 MONACO
Tel: (+377) 97 97 35 55

Fax: (+377) 97 97 35 50

E-mail: ifmad@publicreations.com
Website: www.ifmad.org/2015/

24th European Congress of Psychiatry, Madrid, Spain
12-15 March 2016

Organizer: European Psychiatric Association

Congress Secretariat: Kenes International Organizers of
Congresses SA
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7, rue Francois-Versonnex, CP 6053
1211 Geneva 6, Switzerland

Tel: (+4122) 508 7599

Fax: (+4122) 906 9140

E-mail: invitation@kenes.com
Website: www.europsychiatric.com

® WPA International Congress

“Integrating clinical, community and public health

in psychiatry”, Istanbul, Turkey

6-10 July 2016

Organizers: (1) Psychiatric Association of Turkey, (2) Turkish
Neuropsychiatric Society

Contact: Dr Levent Kuey

E-mail: kueyl@superonline.com

Website: www.wpainstanbul2016.org

® “Psychiatry: Integrative Care for the Community”,

Cape Town, South Africa

18-22 November 2016

Organizers: (1) World Psychiatric Association (WPA), (2) South
African Society for Psychiatrists (SASOP)

Congress Secretariat Scatterlings Conferences and events
Tel: (+27) 11 463 5085

Fax: (+27) 11 463 3265

E-mail: Bernard.sasop@mweb.co.za

Website: www.wpacapetown2016.org.za, www.soafrica.com

e WPA World Congress of Psychiatry “"Psychiatry of the 21st

Century: Context, Controversies and Commitment”, Berlin,
Germany

8-12 October 2017

Organizer: German Association for Psychiatry, Psychotherapy
and Psychosomatics

Contact: Prof Peter Falkai

E-mail: wpa2017@cpo0-hanser.de

Website: www.wpaberlin2017.com
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