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Editorial

Consequences of major economic crises
on citizens’ physical and mental health

Psychiatriki 2012, 23:105-108

There have been three major international economic crises during the twentieth century. The great depression,
the so-called “financial crash” in 1929, the Russian and Baltic countries economic crisis in 1990 and the East and
South-East Asian financial crisis in 1997.

During the “financial crash” there was a fall in international trade of more than 50%, most banks collapsed and
unemployment rose rapidly. US policy-markers to mitigate the effects of the depression created a welfare system
and invested in public health programs. The package implemented included relief of the unemployment, impov-
erished farmers, reform of financial regulation and support of wages and prices. Surprisingly, there was evidence
that overall mortality in US urban populations fell during the crisis. Especially, there were reductions in mortality
from infection diseases (pneumonia, tuberculosis) but concurrently increases in deaths from chronic diseases (heart
diseases, cancer, diabetes) and suicide. However, according to recent retrospective epidemiological data, only heart
diseases and suicide rate could possibly be directly linked to short-term economic shocks."?

In 1992, the Russian government started an economic program well known as “shock therapy”. Abolition of price
control resulted in soaring consumer prices, a rapid decrease in real wages and pensions, a loss of personal savings
and a high increase in poverty rate. The next years life expectancy declined by 6 years in men and by 3 years in
women. The main causes of death were diseases of the circulatory system and external/violent causes (i.e. suicide,
accidents, injury and poisoning). Two principal explanations were proposed for the Russian mortality: stressful socio-
economic conditions and heavy alcohol consumption.>*

Baltic countries (Latvia, Estonia, Lithuania) experienced dramatic social-economic upheaval during the same time
period. The independence movement of these new states and the rapid transformation of the societies lead to
the lost of the State which had taken care for the citizens. There was a rapid increase in poverty, unemployment,
divorce rates, general mortality rates and especially suicide. The social changes primarily affected males because of
their traditional role to take care of the family’s wellbeing and to earn money.'?

In 1997, economic crisis began in Thailand and quickly spread to neighboring economies including Philippines,
South Korea, Japan, India, Malaysia and Indonesia. There was an increase in general mortality and especially from
suicide in most of the countries. Epidemiological studies conducted suggest that mortality rates were, mainly, asso-
ciated with the rapid increase in unemployment and decline in household income. It is worth to note that Singapore
and Taiwan were less affected by the crisis. This was attributed to the smallest impact of crisis on GDP and unem-
ployment rates.>™

The European economic crisis started in 2008 and has mainly affected the Greek population.® Unemployment has
risen from 6.6% in 2008 to 22% in 2012 while youth unemployment rose to 45%. Greek Government borrowed from
the International Monetary Fund and Eurozone partners under strict conditions that included drastic curtailing of
government spendings. As a result, there were cuts in public hospital beds, cuts in health workers and generally in
health care spending. In spite of these conditions, an increase in admissions in public hospitals and a decrease in
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admissions in private hospitals was recorded. Yet, according to recent data there was an increase in suicide and in
attempted suicide, in violence and homicide, in HIV infected people and in heroin users was observed.””

What can we learn from the experience of the aforementioned economic crises? The main conclusion is that the

health impact of the crisis may depend mainly on the dept and length of the crisis and the buffering capacity of a
society. Under condition of economic crisis the unemployed, the poor as well as individuals already experiencing a
chronic physical or mental disease represent high risk groups for morbidity/mortality or suicide behaviors. In hard
times of economic-social crises, the first priority of countries should be the protection of high risk individuals."*°

Vassilis P. Kontaxakis
Professor of Clinical & Social Psychiatry, University of Athens

Beata J. Havaki-Kontaxaki
Ast. Professor of Psychiatry, University of Athens
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ApOBpo Zuvta&nc

Ot GUVETTELEG TWV PEYANWV OIKOVOMIKWV KPIGEWV
GTI] GWHATIKI] KAl PUXIKH UYEla TwV Tolitwv

Yuylatpikr) 2012, 23:105-108

Katd tn Sidpketa tou 2000 alwva urnp&av TPEIG LEYANEG TTAYKOOUIEG OIKOVOMIKEG Kpioelg. H peydin vgeon, To
OmmOKANOUPEVO «OIKOVOULKO crash» ota 1929, n olkovouikr Kpion Tng Pwoiag kat Twv xwpwv tng Baitikig to 1990
KAl N OIKOVOIKN Kpion TN¢ AvatoAikrig Kat NotioavatoMkni¢ Aciag to 1997.

Katd tn didpkela tou olkovouikoU crash umrpée katakdpuen Mtwon tTwv SleBviv xpnuatayopwv (meplocoTtepo
amo 90%), ol meploodTepeC TPAMeleC KaTéppeuoav Kal n avepyia avérnbnke katakdpua kat taxutata. Xtig HMA
TIPOKEIEVOU VA HETPLACOO0UV Ol KOIVWVIKEC EMITTWOELS TNG VPEONC EPAPHOCAV VA TTPOVOIAKO CUCTNHA E emeVOU-
O€IG O€ TIpoypdppata dnuootag vyeiag. H epappoyr] Tou mpoypdupatog mePIAAPBAVE TNV KOIVWVIKH KAl OIKOVOUIKN
otpn Twv avépywy, Tn HETAPPLOUION Kal BEATIWON TNG AYPOTIKAG TAPAYWYNS, TNV avaBewpnon-mpocapuoyn
TWV OIKOVOUIKWV EKKPEUOTATWV TWV TIOAITWY, TNV UTTOCTAPIEN TWV XAUNAOUICBwV TTOMTWV-cuvTagloUXwV Kal Tn
TIPOCAPHOYN TWV TIMWV TWV TTPOIOVTWY OTIC avAYKES Twv TTOATWV. Mpog yevikn éKTANEN, urmpav cageic evoeifelg
OTL N YEVIKN BvnoludtnTa 0Tov aoTikd MANBUouo pelwbnke katd tn Sidpkela TnS Kpiong. EldikdTtepa, mapatnpriBnke
peiwon TNG BvnoIpuoTNTAC Ao LOAUCUATIKEG A0BEvVelEC (Tveuovia, puuaTiwon) VW Tautoxpova avéndnke n Bvnot-
poOTNTA amod Xpovieg TaONoEIC (Kapdlayyelakd voonuata, kapkivog, cakxapwdng dtaprtng) kat autoktovia. BéBala,
oUUQWVA HE Ta Sedouéva TPOCPATNG AVASPOMIKAG EMIONUIOAOYIKNAG MEAETNG, LOVO Ol KapSIlayyelaKEG TTABNOELG Kal
Ol aUTOKTOViEC Ba umopovoav va ano8oBouv OTIC AUECEC BPAXUXPOVIEC CUVETEIEC TG OIKOVOUIKAC Kpionc."

>1a 1992, n Pwoikn KuBépvnon epAapPooE éva OIKOVOULIKO TTPOYPAUMA, YVWOTO we "shock therapy”. H amolutn
Kal EA@VIKH KATapynon Tou eAEyXOU OTIG TIPEC TWV TIPOIOVTWVY 08ryNoE O€ KATAKOPUPN auénon Twv TIHWV TOUG,
€VW TTAPAAANAA N peiwon Twv PoBwv Kal Twv oUVTAEEWV €ixe w¢ emakOAouBo TN peyain avénon tng eTwyelac. Ta
ETTOUEVA XPOVIA HEIWONKE 0 HECOC Opo¢ (WA TWV avdpwV KATA 6 Xpovia KAl TwV YUVAIKWY Katd 3 xpovia. Kupleg
aitiec Bavatou twv moAITwv RTav: kapdlayyelakég mabnoelg kat Bialot BAvatol (AUTOKTOVIEG, ATUXNMATA, CWUATIKEG
KaKWoelg, SnAntnplaocelg). H avénuévn Pwoik Bvnoudtnta anodéOnke og §U0, KUPIwG, AITIES: TIC OTPECOYOVEC
KOIVWVIKO-OIKOVOUIKEG KATAOTAGCEIC KAl T 00Bapr KatavaAwaon owvonveupatwdwov.>*

2TIG XWPES TNG BaAtikAg (Aetovia, EcBovia, AtBouvavia) kataypd@nkav SPaHATIKEG KOIVWVIKEG KAl OIKOVOULKES OA-
Aayég Tnv idla xpovikn mepiodo. H avefaptntomoinon autwy Twv KPAaTwy Kal 0 TaxUTATOC KOIVWVIKOG JETATXNUA-
TIOMOC 08rjynoav otnv anwAela TG oTApENg TG mMoAlteiag mpog Toug oAitec. Kataypd@nke pia taxutatn avénon
NG PTWYXELAG, TNG avepyiag, Twv Staduyiwy, TNG YeVIKAG BvnolpudTnTag Kat e81IKOTEPA avEnNon TwV autokToviwv. Ot
KOIWVWVIKEC AANAYEC ETTNPEACAV TTEPIOCOTEPO TOUC AvOPEC AOYW TOU TTAPadociakoU Toug poAou yia tn @povTida-
eulwia TNC OIKOYEVELAC KAl TG TIPOGKAUIONC OIKOVOUIKWV TTOpwV.">

>ta 1997, pia olKOVOUIKH Kpion dpxtoe otnv Taihdvdn, mou ypriyopa e€amAwOnKe OTIC OIKOVOUIEG TWV YEITOVI-
KWV Xwpwv onwg otic Oilumiveg, otn NoTia Kopéa, otnv lanmwvia, otnv Ivéia, otn Malaioia kat otnv lvéovnaoia.
Mapatnendnke pia avénon tng YEVIKAG BvnouotnTag Kal Kupiwg avénon Twv AUTOKTOVIWY OTIC TIEPICOOTEPES XW-
PEC. Ot emMONUIONOYIKEG PEAETEG amédwaav TNV auénuévn BvnoludTNTa 0Tn ypriyopn Katl Heyain avénon tng avep-
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yiag kal oTn peiwon Tou e1008npatog Twv moAtwy. A&iCel va ToVIoOET 0TI OPIOUEVES XWPES OTIWGE N ZLyKATToUpn Kal n
TaiBdv emnpedotnkav eAdXIoTa amod tnv Kpion. To yeyovog amodobnke otn pikpn emidpacn tng Kpiong oto akaba-
PIOTO-EBVIKO TTPOIBY TNE XWPAC Kal 0TouC XapnAoug Seikteg avepyiag.’™

H Eupwmdikri 0lkOVOUIKN) Kpion dpxloe To 2008 Kal ol EMMTWOELS TNS ATav 1d1aitepa ep@aveic otov EAANVIKO TIAN-
Buopd.® H avepyia auéRBnke Spapatikd, amé 6,6% To 2008 oe 22% To 2012 v N avepyia Twv VEwv épBace To 45%.
H EAANvIKA KuBépvnon Sdaveiotnke amd 1o AleBvég NopiopaTikd Tapeio kat ta Kpatn-péAn tng Evpwmaikng Evwong,
KATW amd auotnpoug 6poug mou TePINAUBavav SpaoTIKEC TTEPIKOTIEC TwV ONUOCiWV damavwy. ATTOTEAECUA AUTWV
TWV SeOPEVOEWV NTAV N HEIWON TWV KAIVWV Kal Twv pyalouévwy ota SnNUOCIa VOOOKOEID Kal YEVIKA, N JEiwoN TwV
Samavwy vyeiac. Mapd ti¢ mapamavw SpAcelg, Kataypd@nke Uia avénon Twv El00Yywywv oTa SnUdoia VOGOKOUEID
ME TAaPAAANAN pEiwoN TwWV El0aywywv oTa ISIWTIKA VOOOKOUEia. AKOUA, CUHQWVA UE TTpoogata dedouéva mapa-
TNPEABNKE avENOoN TWV AUTOKTOVIWV KAl TWV ATIOTIEIPWY AUTOKTOVIaG, alénon Twv Bialwv CUPTIEPIPOPWV Kal TWV
avOpWTOKTOVIWY, alénon Twv opoBeTiKWY yia HIV atépwy Kat avénon Twv xpnotwv npwivng.””

Tt UTOPOUHE VA PABOUPE ATIO TNV EUTIEIPIA TWV PEYAAWY OLKOVOUIKWY KPIoEWV TTou avagépOnkav; To KUpLo Cu-
pmépaopa givat 6t n emidpaon Tng Kpiong otnv vyeia Twv moATwyv e€apTdtal, Kupiwg, amo 1o fabog kat tn Sidpkela
NG KPIoNG Kat aKOUa, armod TNV IKAvoTNTa avantuéng unxaviouwy mpootaciag Tng Kolvwviag. Y& ouvORKEG OlKOVO-
MIKNAG Kpiong, ot Avepyol, ol TWXOI, Ol TTAOKXOVTEC AT XPOVIEC CWHATIKES 1] PUXIKEG TTABNOELC ATTOTEAOUV TIC OUASEC
uPNnAoU Kivduvou yia voonpoTnta/fvnoiudTnTa KAl AUTOKATACTPOPIKEG CUMTTEPLPOPEG. X& SUOKOAOUG KalpoUg ol-
KOVOUIKWV-KOIVWVIKWV KPICEWV W¢ TTPWTN TTPOTEPAIOTNTA TWV XWPWV Ba MPETEL va gival N TTPOOTAGIA TWV ATOUWY
vPnAou Kivduvou, 410

BaciAng M. Kovtagakng
KaBnyntrc KAvikng & Kowvwvikng Yuxiatpikig, Mavemotruio ABnvwv

Mneara l. XapBakn-Kovta&dakn
Emik. KaBnyntpia Yuxiatpikng, Mavemotruio ABnvwv
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Research Article

The development of manualised
cognitive behaviour treatment for adults
with mild intellectual
disability and common mental disorders
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C. Parkes,* A. Hassiotis?

'Research & Development, "Goodmayes" Hospital, Essex,
2Mental Health Sciences Unit, Charles Bell House, London, 3Islington Learning Disability Partnership,
“Camden Learning Disability Service, London, UK

Psychiatriki 2012, 23:109-116

eople with intellectual disability are at a greater risk of developing common mental dis-

orders. In the United Kingdom, the National Institute for Health and Clinical Excellence

guidelines recommend cognitive behavioural therapy (CBT) as the treatment of choice for

such problems. Even though there is growing evidence that people with mild intellectu-
al disability can benefit from CBT, there are no manuals to assist in the delivery of the treatment.
Previously published material from journals and books describing both CBT in people with intel-
lectual disability and the general population was reviewed to create the first draft. Further consul-
tations with professionals and service users with intellectual disability on the content, accessibility
and language that was used in the manual were carried out. Specific materials were developed for
use in the therapy sessions and for homework. The manual, written for trained therapists, provides
generic information about communication and thinking styles in people with mild intellectual dis-
ability and describes in detail how to conduct each session. It contains also contains the materials
and a leaflet to help carers support the treatment. Manualised treatments are helpful in maintain-
ing a consistent approach to treatment and may be more beneficial for hard to reach population
groups.

Key words: Cognitive behavioural therapy, manual, intellectual disability.
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Introduction

Recent studies have highlighted that people with
intellectual disability* are at an increased risk of de-
veloping common mental disorders, with depres-
sion and anxiety being diagnosed most commonly.'
Richards et al (2001)* and Maughan et al (1999)* com-
pared adults with and without intellectual disability
in a British birth cohort and found a four- to six-fold
increase of common affective disorders in adults
with mild intellectual disability.

The National Institute of Health and Clinical
Excellence (NICE) in the United Kingdom advocates
cognitive behavioural therapy (CBT) as one of the
most effective forms of treatment for depression
and anxiety disorders in the general population.**
Current policy by the Department of Health® states
that people with intellectual disability should have
the same access to healthcare as those without intel-
lectual disability. However, whilst CBT is extensively
being used in the general population, it is not readily
available to people with mild intellectual disability
who often have cognitive and complex communi-
cation needs. Developing a manualised CBT guide
would be the first step to ensure that such psycho-
logical interventions can be delivered to people with
intellectual disability who may access not just spe-
cialist but primary and/or secondary mental health
services.

Despite previous concerns about the ability of
people with intellectual disability to use psycho-
logical interventions, there is now growing evidence
that CBT is being offered in clinical practice and it is
suitable to treat a range of mental health problems
in people with intellectual disability. These include
psychosis,” obsessive-compulsive disorder,® anxi-
ety,”'® depression''"® and anger."*"® Prout & Nowak-
Drabik'® conducted a meta-analysis on the efficacy
of psychotherapy in people with intellectual disabil-
ity. They found a total of 92 studies that evaluated

* Intellectual disability is defined (ICD10) as reduced 1Q
(<70), deficient adaptive capacity and being evident dur-
ing the developmental period. In Mild intellectual dis-
ability 1Q ranges from 50 to 69 and the person has suf-
ficient verbal ability and may live independently.
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the effects of psychotherapy in children and adults
with mild to severe intellectual disability from a vari-
ety of settings including community and residential
care. They reported that 13% of the studies reviewed
used cognitive/cognitive-behavioural techniques.
Their findings also suggest that cognitive/cognitive-
behavioural interventions appear to result in mod-
erate degree of change as reported by the outcome
measures and effectiveness in terms of benefit to
people with intellectual disability. However, most
CBT interventions have previously focused on ob-
servable behavioural rather than cognitive aspects
of the disorders.'”'®

Evidence of CBT in depression

A single case study in mild intellectual disability
showed improvements in behavioural symptoms of
depression, e.g. crying and depressed mood, follow-
ing CBT."” Furthermore, Lindsay et al (1999)"° found
that five individuals with mild to moderate intellec-
tual disability reported a 25% decrease in scores of
depression (on the Beck Depression Inventory and
Zung Depression Scale) following individual CBT in-
tervention, the results for which were maintained at
six months follow-up. McCabe et al (2006)"* devel-
oped a 5-week group treatment programme that
was designed to enhance social skills, promote par-
ticipation in social activities, identify and change
negative cognitions using CBT techniques. The
treatment group showed significant improvement
in scores of depression, positive feeling about the
self and reported less negative automatic thoughts
compared to a waiting list control group.'? These
positive changes were maintained at 3-month fol-
low up. McGillivray et al (2008)"* modified McCabe
et al (2006)'* CBT intervention and trained 13 staff
members employed at two different community-
based agencies to administer a 12-week group
CBT program to 47 individuals with mild intellec-
tual disability and symptoms of depression. Results
showed significant improvements cognitive and
behavioural aspects of depression and changes in
automatic negative thoughts for the individuals
who received the CBT intervention compared to a
waiting list control.”®
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Evidence of CBT in anxiety

Lindsay et al (1997)° used adapted CBT techniques
to treat anxiety in two cases with mild intellectual
disability and reported positive changes on the
Beck Anxiety Inventory and improvements in anxi-
ety related behaviour reported by staff observing
the patients. These results were maintained over 18
months. The authors reported significant reduction
in self-reported measures of anxiety in 15 individu-
als with mild/moderate intellectual disability who re-
ceived an average of 23 individual CBT sessions.

Aim

Despite CBT techniques being used n clinical
settings with published reports showing positive
changes in symptoms of depression and anxiety,
there are no specific guidelines describing how it
should be carried out in individual therapy.”® We
report the process by which we developed a cogni-
tive behavioural therapy manual for CBT therapists
to administer individual therapy to people with mild
intellectual disability who suffer from common men-
tal disorders. This was the first phase of a feasibility
study of the evaluation of manualised individual CBT
for common mental disorders in people with mild to
moderate intellectual disability.

Material and method

We undertook a literature search to find relevant
information and drafted a preliminary outline of
the manual. We consulted with experts regard-
ing the content before a full draft was produced.
Concurrently, we developed accessible materials
suitable for people with intellectual disability, which
were piloted in a service user consultation group.
The developmental process was led by the research
team comprising of specialists in the field of intel-
lectual disability, CBT and health interventions (psy-
chiatry, psychology, speech and language therapy,
research methodology). An accessible information
worker with several years of experience in develop-
ing accessible information for people with intelle-
ctual disability acted as an advisor to the project.

Literature search

We conducted a literature search using MEDLINE,
PsycINFO, PUBMED and EMBASE, in addition to
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specialist journals including Journal of Applied
Research in Intellectual Disability (JARID), Journal
of Intellectual Disability Research (JIDR) and the
American Journal on Intellectual and Developmental
Disability (AJIDD) using the following keywords:
"cognitive behav* therap*", "CBT", "learning disabilit*"
"intellectual disabilit*", "mental retardation", "depres-
sion" and "anxiety". Relevant books and book chap-
ters describing cognitive behaviour interventions in
the general population (i.e. children, adolescents and
adults) and in people with intellectual disability were
hand searched for information and materials. CBT
materials for homework tasks were mainly adapted
from the following sources: Think Good Feel Good,”'
Wilson and Branch,?? Alex Kelly** and Gulbenkoglu &
Hagiliassis.>*

Suitability for treatment

Several studies have found that people with intel-
lectual disability have the prerequisite skills to un-
derstand the concepts of CBT and in order to engage
in this form of therapy.?** These include the ability
to link situations to emotions,* to correctly identify
emotions® and to have the capacity to differentiate
between thoughts, feelings and behaviour.?® Sams
et al*® found that the identification of behaviours
and feelings is linked to verbal ability and thoughts
with general 1Q. Thoughts, feelings, and behaviours
are therefore more likely to be understood and cor-
rectly identified by people with higher verbal abil-
ity and 1Q. People with mild intellectual disability
perform better when linking situations to emotions,
rather than links involving beliefs, but many may re-
quire some training in cognitive mediation before
CBT treatment.**

The individual’s level of comprehension, level
of expression, their ability to self-report and self-
regulation skills are all important factors in assess-
ing suitability for CBT in people with intellectual
disability.”” Knowledge acquisition requires skills
such as controlling attention, and effective mem-
ory function.?® People with intellectual disability
may have impairments in both of these domains
which may affect concentration span, ability to
screen out extraneous information and to attend
to relevant stimuli.?®?° Thus, the therapist needs to
control the pace of the session, for example, slow-
ing down to reduce the amount of information the
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individual is required to process and repeating in-
formation to support retention. The use of visual
aids such as pictorial representations, drawings and
signs (e.g. Makaton, Walker & Armfield*?) for certain
tasks such as mood monitoring, thought-feeling
diaries, presenting temporal concepts and identi-
fying automatic negative thoughts would help fa-
cilitate understanding and processing of relevant
information.? Other modifications include the use
of repetition and encouraging "overlearning" in
some scenarios, along with a need for flexibility in
the number and length of the sessions offered.?
Previously modified CBT interventions in people
with intellectual disability for the treatment of an-
ger have highlighted sections on psycho-education
as essential.>?

How to manage homework tasks

Evidence from research in the general population
indicates that homework compliance in CBT is asso-
ciated with improvements in treatment outcomes.*
This provides the individual with an opportunity to
practice new skills and incorporate them into his/her
daily routine. Rose et al (2005)** found that in group
CBT for anger, service users who were accompanied
by a member of care staff (either from their residen-
tial home, place of work or from a community sup-
port team) made better progress in the therapy. By
having a carer/support worker in the session helped
to provide greater continuity between sessions and
staff members were more able to assist the par-
ticipants in practicing skills outside the session.®
Compliance with homework tasks depends on a
number of factors such as therapist and/or clients’
attitudes towards the tasks and task characteristics
(such as the difficulty of the task and the length of
the task), these factors are further discussed else-
where

Developing accessible materials
(service user workbook)

We developed the service user accessible mate-
rials using easy read guidelines that are based on
“Make it clear” guidelines on accessible information
by MENCAP,* a leading UK wide charity for people
with intellectual disability and their carers. The two
main components of delivering accessible informa-
tion are to use simpler language and pictures to
support the written message. The language needs

PSYCHIATRIKI 23 (2), 2012

to be jargon-free and if a difficult word or concept
must be used (i.e. "core beliefs") it should be accom-
panied by a simple definition. Sentences should be
as short as possible. Other guidance suggests that
there should be one or two ideas expressed per
sentence.’” Other tips of accessible information can
be found in table 1.

In our manual we use pictures from the Photo-
symbols Version 3 (www.photosymbols.com) which
is the preferred way of developing accessible infor-
mation for people with intellectual disability and
is the primary symbol resource for many organi-
sations that produce easy read information. The
Photosymbols collection contains 3000 pictures
and many of their models are people with intellec-
tual disability themselves. These images are easier
to recognise and understand because they are pho-
torealistic and in colour. They work well as symbols
because they have been cut out to remove the ex-
traneous detail often found in photographs. The text
and supporting images should be seen as a starting
point in the communication of the information in the
workbook. Talking around the information, giving
different examples and checking back for evidence
of understanding should all be part of the therapist’s
approach.

Consultations

Consultation with experts

Once a draft of the therapist’s manual was com-
pleted components were consulted upon in a two
hour session with 17 participants (10 consultants
and seven senior trainee psychiatrists) who have had
several years of clinical experience in working with

Table 1. Tips on accessible information.

® Text in an easy to read Sans Serif font (e.g. Arial)

® Main body of the text should be size 16 point or
higher

e Document should be laid out so that the pictures are
on the left side of the page and the text on the right;
it allows the service user information to be placed first
as the English language is read from left to right

® Use bullet points for lists

® Text should be laid out so that there is white space
between the sentences and the text is not densely
together (this usually occurs naturally when pictures
are inserted into the document)
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this client group. The participants discussed the con-
tent of the draft manual sections and provided com-
ments and other amendments for sections. Details of
the feedback received are shown in table 2. We also
asked the CBT course tutor of an English University
that provides CBT training to professionals working
in intellectual disability to comment on the manual
contents and layout.

Consultation with service users

The worksheets and homework materials were
taken to a service user consultation group that has
previously helped with producing several service
related accessible materials over a five year period.
The group members represent a range of people
with intellectual disability and levels of communi-
cation. They have previously worked on many of
the Camden Intellectual Disability Service publica-
tions such as brochures, leaflets, the intellectual
disability pages of the Local Authority website,
complaint forms, posters and subtitles for audio/
visual materials developed for the wider service
users group.

The two consultation sessions with the service
users focused on the use of language, the use/ap-
propriateness of photosymbols, the layout of the
documents and the content of the information, to
check that adaptations and modifications to the
CBT materials were suitable and could be under-
stood. We discussed the materials to ensure that
abstract concepts were successfully presented in
a tangible manner. Each consultation consisted of
seven participants with mild- moderate intellectual
disability. The group was first briefed on the pur-
pose of the consultation by KA using guidelines to
accessible information to structure the discussion
and facilitated by RL (accessible information work-
er). Five worksheets including the cognitive model,
the body map of symptoms of anxiety, the concept
of "future" in relation to the cognitive triad, the con-
cept of core beliefs and the assertiveness scale were
selected for consultation. Participant feedback indi-
cated that the information in the documents was

Table 2. Expert consultation feedback.

Inclusion of visual aids

Inclusion of list about therapist skills
Describe session duration and content
Describe possible outcomes
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understood when text was read out and explained
with further examples. Further details are shown in
table 3.

Results

The manual describes a step by step approach to
CBT for depression and anxiety in people with mild
to moderate intellectual disability. It is divided into
two separate parts.

Part 1 provides a review of depression, anxiety, the
cognitive behavioural approach to therapy, and the

Table 3. Service user consultation feedback.

e The CBT model: the participants were consulted on
the adapted CBT model illustration developed for with
people with intellectual disability in the project. The
participants understood that thoughts, feeling and
behaviour were linked when the model talked through
with lots of examples

® Body map of symptom of anxiety: The group went
through the symptoms one-by-one and were asked
if they understood the symptoms. For abstract symp-
toms such as "butterflies in the stomach", the group
was asked to describe it in their own words. The
term was understood and alternative words used
where, "funny feeling inside the tummy" and "feeling
nervous". The group also raised concerns that even
though they understood the symptom "tingling feeling
in your fingers and toes" they knew others who might
not understand it

® The concept of future (the cognitive triad): It was
agreed in the group that people would generally find
it difficult to understand the term "future". The group
decided on an alternative term which was "ahead" or
"doing new things"

® The concept of core beliefs: One of the principles
of accessible information is that if a substitute word
is not found, the term needs to be explained. Since
the idea of "core beliefs" in very important in CBT, it
would be important to teach/familiarise the client with
the term. Therefore, it was important to see if the
explanation was accessible. The service users were
able to easily grasp the concept and understand the
term core beliefs with examples

® Assertiveness scale: The terms (assertive, aggressive
and passive), the definitions and the layout of the
continuous scale were consulted upon, and agreed
to use in the manual
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therapeutic relationship in the context of intellectual
disability. The latter half of this section focuses on
communication and explains how the therapist can
modify their communication in a therapeutic setting
to more effectively address the needs of the clients.
Furthermore, to assess the service user’s communica-
tion and cognitive skills, we have decided to include
a language assessment that the therapist is required
to administer in the initial sessions to gauge the
service user’s strengths and verbal limitations, in or-
der to aid appropriate engagement in the treatment.
The Test for Receptive Grammar (TROG-2; Bishop?®) is
a receptive language test that is commonly used by
Speech and Language Therapists, in assessing un-
derstanding of receptive grammar and helps tease
apart possible reasons for failing to understand what
is said.

Part 2 describes in detail the process of therapy
over 18 sessions; the first five sessions are about the
introduction of the service user to the treatment and
the assessment of his/her level of communication
and cognitive level. The intermediate phase com-
prises sessions six to 15 and the final phase sessions
16-18. The manual focuses on cognitive aspects of
treatment such as thinking style errors, the cogni-
tive triad, core beliefs and linking thoughts, feel-
ings and behaviours (i.e. using the ABC form in an
accessible format). We have also included a chapter
on psychoeducation with accessible information
on symptoms of depression and anxiety and exer-
cises that can help the service user recognise his/her
symptoms effectively. All materials are included on
a CD within the manual so they can be reproduced
as needed.

Discussion

The manual is designed for therapists who have
CBT training, but have little to no experience in
working with clients who have intellectual disability.
It outlines a therapeutic protocol that can be applied
in treatment. The accessible work/homework sheets
are incorporated into the manual along with an out-
line on how they could be used during the sessions.
The work/homework sheets are designed as stand
alone tasks to provide even greater flexibility in how
they can be used.
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Homework and carer support

McVilly et al (1997)* reported that it is useful to
provide educational support and additional infor-
mation for the carer to improve his/her ability to
provide support in therapy. Availability of a car-
er/support worker is an integral part of the treat-
ment to help the service user with homework tasks,
promote adherence to treatment and prepare for
the sessions. Where necessary the carer/support
worker should also be involved in the sessions to
offer encouragement and motivation. We also see
the involvement of the carer/support worker as
essential for the service users to move success-
fully through the treatment programme. However,
Willner (2006)*° argued that the therapist also
needs to be aware of the support worker’s level of
engagement and motivation in addition to that of
the service user’s.

Advantages and limitations
of manualised interventions

As CBT in intellectual disability is relatively new in
clinical practice and research, manuals can be advan-
tageous and helpful as they allow for consistency
in the delivery of the intervention, facilitate train-
ing professionals in specific clinical techniques and
strategies and assist therapist supervision.*' Wilson
(1998)*? argued that treatment manuals encourage
a pragmatic approach to therapy without hindering
clinical practice. A manualised treatment does not
supersede clinical judgment but allows a consist-
ent evidence based perspective which may be more
likely to have a successful outcome.

Implications for research
and clinical practice

This is still a developing area in research and clini-
cal settings and a manual would be a valuable tool
for training professionals in the therapeutic skills
required to work with this population group. This
manual has been developed for accredited CBT ther-
apists; however the manualised treatment program
requires further evaluation if it is to be used by other
health professionals or frontline staff who have a
regular contact with the service users but may not
have received training in CBT.
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H avamtuén eyxepdiov yvwelakng-
GURTIEPUPOPIKIG Bepammeiag yua eviilikoug
PE QIMAQ VONTIKI] UGTEPNGI KAl PUXIKEC OLATApPaxEc

K. Azam," M. Serfaty,” M. King,? S. Martin,* A. Strydom,?
C. Parkes,* A. Hassiotis?

'Research & Development, "Goodmayes" Hospital, Essex,
2Mental Health Sciences Unit, Charles Bell House, London, 3Islington Learning Disability Partnership,
“Camden Learning Disability Service, London, UK

Wuxlatpikn 2012, 23:109-116

AToMa M€ VONTIKA avarmnpia upiokovtal o€ HEYAAUTEPO KivOuvo va avamtuouv KOIVEC PUXIKEG
Slatapaxég, 6mwe katabhyn n dyxos. ro Hvwpévo Bacilelo, to EBVIKS IvoTtitoUTo Yyeiag Kat n
KAvikr) AploTeiag ouvioTd yvwolakn-cuumeplpeplohoyikn Oepameia (CBT) we tn Bepamneia emio-
YAG Yl autég Tig maBrioelg. H undpyouvoa BiBAoypagia kat n KAwvikn epmelpia deixvouv 6t n CBT
XPNOLUOTIOLEITAL APKETA O UTINPECIEC I ATOMA PE VONTIKA UoTéPNon mapdlo mou dev undp-
XEL IKAVOTIOINTIKH EPELVNTIKN Bdon éoov agopd ota BeTikd amoteAéopata tng pebodou. Emiong
Sev urmp&e pHéXPIC TTPOOPATA EYXELPIOI0 TTOU VA TIEPIYPAPEL e AETITOUEPELA TNV EQAPUOYH TNG OE
KAvikd mrepiBaAlov. Xto dpBpo meplypdPOoUulE TO MPWTO OTASIO MIAC EPEVVNTIKAG LEAETNG TTOU
pag emétpede va avamtuéoupe To BepameuTikO eyXelpidlo. AnPooIEUUEVO UAIKO amd TiepLodIKa
kal BiBAia mou meplypdgel Tdoo CBT o€ ATopa PE HITIA VONTIKH UOTEPNON 000 KAl OTOV YEVIKO
TANBUONO emaveéeTAoTNKE yia TN dnuioupyia Tou MpwTou oxediou. AUo mepaltépw SlaBoulev-
o€I¢ paypatomoiridnkav pe: (a) Yuxiatpouc, Yuxohdyoug kal AANOUG €IGIKOUC 0T VONTIKH UOTE-
pnon Kat (B) Ke TOUG XPHOTEC UTINPECIWV YIA VONTIKN UOTEPNON WOTE va EAEYEOUE av TO TIEPIE-
XOUEVO, N TTPOCRACIUOTNTA KAl N YAWOOCA TTOU XPNOLUOToIOnKe 0To gyXelPidlo ATAV KATAAANAA.
JUYKEKPIPEVA UAIKA TTou oTnpilovTal o€ EIKOVEC Kal amAomotnévo Adyo avantuxtnkav yia xprion
otn Sldpkela TnG Bepaneiag Kal yla aoKNOELG 0TO OTIiTL ) 0€ AAAOUG XWpouc. To yxelpidlo, ypap-
HEVO yia eKTAIOEVEVOUG DEPATTEVTEG TTEPIEXEL KEPANALA TA OTIOIA TIEPIEXOLV YEVIKEG TTANPOPOPI-
£ OXETIKA UE TOV TPOTIO ETIKOIVWVIAG KAL OKEYNG TWV ATOMWVY PE ATTIA VONTIKF UOTEPNCN KAl TIEPL-
YPAQPOULV AEMTOUEPWG TOV TPOTIO WE TOV 0TT0i0 0 BepareuTric Slaxelpiletal tn ouvedpia. Mepiéxet
emiong éva CD pe Ta UAIKA Kal TO QUAAASIO Y1a TOUG UTTOOTNPIKTEC 1) TA MEAN TNC OIKOYEVELNC WOTE
va BonBrnoouv to atopo otn Bepaneia. Atoukny CBT mou otnpiletal o eyxelpidio Bonba otn
Slatnpnon TS ToIOTNTAG KAl TN CUVETH TTPOoEyylon TN Beparneiag o Siagpopa mepiailovta.
Mapd\AnAa, TPOOPEPETAL OTO VA €XOUV KAAUTEPN EUTIEIPIA AUTAC TNG AVTIMETWTTIONG €101KOI TTAN-
Buopoi mou cuvnRBwc éxouv Suokolia oTnV TPOGRACN LTINPECIWVY YPUXIKNG LYEIAC.

Né&eig eupeTnpiou: Vwolakn-cuumeplPopIKn Oepareia, eyxelpidlo, vonTikn uoTtépnon
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Cortical thickness and oscillatory phase resetting:
A proposed mechanism of salience network
dysfunction in schizophrenia
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chizophrenia is characterised by both electrophysiological abnormalities and consistent chang-

es in the structure of cortical grey matter. But the relationship between these two observations

is largely unknown. Structural changes reported in schizophrenia include reduced grey matter

volume, thickness and surface area in several cortical regions, but most frequently in the insula
and anterior cingulate cortex. These two regions together constitute an intrinsic brain circuit known as
the "Salience Network", which has a key role in stimulus processing. During stimulus processing tasks,
evoked activity is noted using electroencephalography (EEG). Phase resetting of ongoing oscillations
contributes to this evoked activity. Neuronal oscillations play a crucial role in cerebral recruitment dur-
ing cognitive tasks, and influencing the oscillatory phase can modulate cortical excitability and the tran-
sition between various cognitive states. At a network level, such a transition or switch is thought to be
enabled by the Salience Network. In this study, we investigated the relationship between the cortical
thickness in the Salience Network (measured using MRI) and the degree of phase resetting observed
during an oddball task (measured using EEG) in 18 medicated male patients in a clinically stable phase
of schizophrenia and 20 age and gender matched healthy controls. We obtained a measure of partial
phase resetting after a stimulus is presented, and a second measure representing mean evoked activity,
using the methods proposed by Martinez-Montes. Using MRI analysis, we have firstly shown that there
is a significant loss of cortical thickness of regions that constitute the Salience Network in patients with
schizophrenia. EEG analysis revealed that in healthy controls, the expected relationship between phase
resetting and evoked electrical activity is observed, but in patients with schizophrenia the theta phase
resetting is a weak predictor of the activity evoked by attending to a target stimulus, though the differ-
ence between the groups did not reach statistical significance in the present sample. Furthermore, in
patients with schizophrenia the reduced thickness in the Salience Network is associated with the inef-
ficient phase resetting of theta oscillations. Our findings suggest that the grey matter reduction seen in
the Salience Network in patients with schizophrenia has substantial functional consequences. In par-
ticular, the structural defect of the insula that is seen in schizophrenia is likely to be associated with less
efficient recruitment of brain circuits for processing information. This implies a possible mechanism by
which disruptions in the intrinsic Salience Network can result in a general disturbance in salience detec-
tion seen in schizophrenia.

Key words: Salience network, phase resetting, oscillations, insula, cingulate.
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Introduction

Voxel based morphometry (VBM) in chronic schiz-
ophrenia consistently shows significant reduction
in the grey matter volume in the insula and the
anterior cingulate cortex."? Structural changes in
these two regions are thought to be important in
the pathophysiology of schizophrenia.? In particu-
lar, insula shows significant grey matter reduction in
patients with at risk mental state who later develop
schizophrenia-like illness,*® and thus predicts transi-
tion from prodrome to established psychosis.® The
mechanism by which such a consistent grey matter
loss across the insula and ACC influences the clinical
and neuropsychological features of schizophrenia
remains unknown.

Anterior insula and anterior cingulate constitute
a "Salience Network", one of the three major intrin-
sic connectivity networks (ICN) identified using fun-
ctional connectivity analysis in healthy individuals.”
Along with other ICNs (Central Executive Network
(CEN) comprised of dorsolateral prefrontal cor-
tex and the intraparietal sulcus and Default Mode
Network (DMN) comprised of medial prefrontal
cortex and posterior cingulate cortex), the Salience
Network (SN) is involved in attentional modulation
and information processing.” The DMN includes a set
of regions related to a "resting" mode of introspec-
tive mental activity.®® These regions characteristical-
ly show reduced neural activity when attending to
tasks. In contrast, during task performance, both the
SN and the CEN are activated."’ The SN is thought to
act as a system equipped to identify the most homeo-
statically relevant material from a myriad of internal
and external stimuli occurring in multiple modalities.
Thus the SN sets up the executive network to operate
or not on identified stimuli. Using latency analysis for
Blood Oxygen Level Dependent (BOLD) activation
patterns Sridharan et al'" demonstrated temporal
precedence of insular activation during event transi-
tions and in resting state. Further, Granger causality
analysis from the above study suggests that insular
activation causes BOLD activations across the nodes
in the executive network and deactivations across
the nodes in the default mode network.

Clinical and experimental evidence strongly sug-
gest attentional and information processing defi-
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cits in schizophrenia. Attention to both behaviorally
relevant targets and infrequent and/or novel but
distracting non-targets are affected in schizophre-
nia.">"® Higher distractibility from non-targets has
been noted' in addition to higher degree of errors
induced by non- relevant cues during target detec-
tion.”” This pattern of attentional deficits is highly
suggestive of a failure in both effective reorientation
to relevant stimuli (i.e. salience detection) and execu-
tive control of evaluating the identified stimuli.'>"

Electrophysiological investigations have contrib-
uted significantly to our understanding of stimulus
processing and attention system. In particular, oscil-
latory activity of brain has been shown to have major
role in the cognitive processes related to attention,
working memory and sensory perception, although
the relative contributions of background oscillations
and additive electrical activity in event related po-
tentials remains a subject of debate.”® In addition to
amplitude and spectral power, much information is
contained in the phase of oscillations.”? Phase of
ongoing oscillations at the time of stimulus presen-
tation potentially influences the identification of a
near-threshold stimulus.?’ Degree of phase locking
of various frequency bands at frontal, parietal and
somatosensory areas could differentiate the con-
sciously attended stimuli from unperceived stimuli
in different sensory modalities.?*** Thus a mecha-
nism that sets or resets the phase of ongoing neuro-
nal oscillations can influence attentional salience by
modulating the excitability across cortical regions.
In particular, phase resetting of ongoing theta oscil-
lations has been shown to influence attention irre-
spective of the modality of stimulus presentation.?*

In schizophrenia, deficits in phase resetting have
been recently demonstrated.? Using an auditory
paired-click paradigm, Brockhaus-Dumke et al®®
showed that phase resetting in lower frequency
bands is significantly reduced in schizophrenia, and
this effect is noted across a broad time-window be-
fore and after stimulus presentation. Abnormalities
in mean amplitudes of low-frequency oscillations
that are time-locked to a stimulus have been well-
documented.? In particular, the theta oscillations
that occur 200 ms to 500 ms after a task-relevant
stimulus are reduced.”’ We recently reported evi-
dence that part of the reduction in the evoked low
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frequency oscillations can be explained by deficits in
the phase resetting seen in schizophrenia.?®

In summary, functional connectivity studies im-
plicate insula and the SN in enabling the switch
between task-positive and task-negative networks.
On the other hand, electrophysiological studies im-
plicate the mechanism of phase resetting of theta
oscillations in this switching process that reorients
the focus of attention. In schizophrenia, where ab-
normalities have been reported both in the SN and
in phase resetting, we hypothesised a relationship
between anatomical deficits in the SN and the de-
fects in phase resetting of ongoing theta oscillations
when attending to a stimulus.

Material and method
Participants

Twenty male healthy controls and 19 male patients
with schizophrenia were recruited for this study.
Regional Ethics Committee (Nottinghamshire) ap-
proved the study and all participants provided in-
formed consent. The diagnosis of schizophrenia was
made in accordance with Diagnostic and Statistical
Manual of Mental Disorders-IV criteria®® in a clinical
consensus meeting on the basis of information pro-
vided by referring clinicians, review of existing case
files and a research clinical interview performed
by a trained research psychiatrist. All patients
were in a state of clinical stability (defined as no
more than 10 points change in Global Assessment
of Functioning scale in the 6 weeks preceding the
scan). Subjects with neurological disorders, current
substance dependence, learning disabilities (1Q<70
using Quick Test*®), and diagnosis of any other axis
| disorder were excluded. Signs and Symptoms of
Psychotic lliness interview (SSPI) was administered
to quantify clinical symptoms by a trained clinician
within the same week as EEG and MRI recordings.?'
All patients were receiving treatment with atypi-
cal antipsychotic medications. The healthy control
group comprised twenty men free of current axis 1
psychiatric disorder, and either personal or family
history of psychotic disorder, matched group-wise
in age and socio-economic status (measured using
National Socio-Economic Classification, NSSEC*) to
the patient group. Controls had similar exclusion
criteria to patients. Handedness was ascertained
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according to the Annett criteria.>® EEG was carried
out immediately prior to the MRl acquisition on the
same day for all subjects.

EEG data acquisition

The EEG experiment included presentation of se-
ries of 1000Hz tones (85%) randomly intermingled
with higher pitched 1500 Hz target ones (15%) at 80
dB level. Subjects made a button press response to
the high-pitched target tones. Each stimulus was of
50 ms duration and 295 stimuli were presented with
a fixed inter stimulus interval of 2s. Subjects under-
took a practice session with 30 stimuli prior to the
experiment. Scalp potentials were recorded from 128
electrodes (Biosemi, Amsterdam, The Netherlands)
spread over the scalp according to the International
Five Percent Electrode System for high resolution
EEG** with a sampling rate of 256 Hz. Eye movements
and blinks were recorded from electrodes lateral to
each eye and an electrode placed below the right
eye and another above it.

EEG data preprocessing

Processing of EEG data was carried out using Vision
Analyzer 1.05 (Brain-Products, Munich, Germany). All
electrodes were re-referenced to the averaged elec-
trical potential of two electrodes on the mastoids.
In order to eliminate slow drifts and high frequency
noise, EEG data were band-pass filtered 0.5-50 Hz
using phase-shift-free Butterworth filters with a 48
dB/octave slope. The data were corrected for eye
blink artefacts according to Gratton et al** and stim-
ulus-locked segments were extracted for correctly
hit target trials. Large segments (1000 ms before
and after stimulus) were created in order to allow
for the time-frequency analysis. Artefact rejection
was performed to eliminate trials contaminated by
non-blink artefacts such as excessive muscular activ-
ity. Specifically, trials with a voltage greater than 100
MV were rejected automatically. The number of trials
remaining after the artefact rejection did not differ
between the two groups: targets-controls=45.24
(S.D. 8.52), targets-patients=44.98 (S.D. 7.22).

EEG data analysis

Analysis of EEG data to obtain measures of phase
resetting and mean evoked (time-locked) activity in
the theta band was carried out using the methods
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proposed by Martinez-Montes et al*® We initially ex-
tracted a representation of the time varying signal in
the mid-theta range using a complex Morlet wave-
let transformation of the segmented data around
the centre frequency 6 Hz and with a Gaussian fre-
quency spread of 2 Hz half-width, for the target trials.
The choice of the centre frequency was based on our
previous analysis.?® We obtained T-phase, represent-
ing partial phase resetting after a stimulus is present-
ed, and T-mean, representing mean evoked activity.
In contrast to the commonly measured Inter-Trial
Coherence, T-phase is a measure of phase resetting
that is not confounded by a post-stimulus increase in
mean amplitude (see Martinez-Montes®® and Doege
et al®®). T-phase and T-mean are measures that quan-
tify the relative change in phase and mean amplitude
from a pre- to a post stimulus period. For both meas-
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ures, the pre-stimulus period was defined as 200 ms
to 600 ms before the target presentation, and post-
stimulus period was defined as 0 ms to 600 ms after
the stimulus presentation. The final T values are the
the mean (across the post stimulus period) of the ra-
tio measures for each post-stimulus sample derived
according to the original work reported by Martinez-
Montes.?® The principle behind these measurements
is illustrated in figure 1.

MRI data acquisition

Magnetic resonance scans were collected using a
Philips 3-T imaging system equipped with 8-chan-
nel phased array head coil. The scanning protocol in-
cluded a single high-resolution three-dimensional T1-
weighted MPRAGE volume of isotropic voxel size 1x1x1
mm?, flip angle 8°, field of view 256x256x160 mm?.
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Figure 1. Plots of simulated real and imaginary components of the transformed complex wavelet coefficients.
Each dot represents wavelet amplitude and phase at a specific time point, in the complex plane. Plot A represents
pre-stimulus period where phases are random with zero mean. Plot B represents a partial phase resetting effect
whereby the stimulus results in an alignment of previously random phases into a specified range (45°+15°). But
when such phase resetting takes place, the amplitude of the mean signal also increases. Plot C shows phase
resetting effect after subtraction of the mean signal. Plot D and E represent hypothetical post-stimulus increase in
mean without a direct phase resetting effect. Plot D shows that the simple addition of a constant signal to every
trial produces a phase clustering effect. Plot E shows that after subtraction of the added signal, the phases are

once again randomly distributed.
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MRI Image analysis

The T1 weighted images were passed through a
series of image processing steps in accordance with
the surface based algorithm of Freesurfer image
analysis suite.’” Automated parcellations based on
Destrieux Atlas that makes use of individual sulcogy-
ral patterns® were obtained. The anatomical defini-
tion of anterior cingulate follows the description giv-
en by Vogt et al*® The anatomical definitions of the
insular subregions are as follows: The circular sulcus
that encircles and forms the outer boundary of the
insula is divided into 3 segments: superior segment
horizontally limits the insula from the subcentral and
inferior frontal gyri, anterior segment vertically limits
the insula from the orbital gyri, and inferior segment
obliquely limits the insula from the superior aspect
of the superior temporal gyrus. The central sulcus of
the insula runs antero-inferiorly from the superior
segment of the circular sulcus of insula. It divides the
insula in two parts: the anterior short insular gyrus
and the posterior long insular gyrus. The grey mat-
ter of the central sulcus itself is included with the
long insular gyrus. Average thickness values across
the vertices within the three anteriorly located sub-
regions (anterior insula, anterior and superior seg-
ments of the circular sulcus), and the single anterior
cingulate segment were obtained from each of the
two hemispheres.

Statistical analysis

We hypothesized that: (i) Patients with schizo-
phrenia will have reduced cortical thickness in the
Salience Network (ii) Phase resetting of frontal theta
oscillations will predict the evoked signal generated
during target detection across the two groups. This
relationship will be stronger in controls than in pa-
tients. (iii) In patients, the reduced grey matter thick-
ness of the Salience Network will be related to fron-
tal theta phase resetting.

To test these hypotheses, we firstly extracted cor-
tical thickness measures across 4 parcellations for
each hemisphere-3 subregions of insula and the an-
terior cingulate as described above. The SN thickness
was analyzed using repeated measures analysis of
covariance (ANCOVA) with age and global thickness
as covariates, diagnosis (schizophrenia and healthy
controls) as between-subject factor, and hemisphere
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(left and right) and regions (4 SN regions) as within-
subject variables. Regional comparisons were carried
out using independent t-tests for mean thickness (ad-
justed for age and global thickness) for each of the 4
parcellations in right and left hemisphere. To test the
second hypothesis, a simple linear regression model
with T-mean as dependent variable and T-phase as
independent variable was constructed in patients
and controls separately. A general linear model de-
scribing cortical thickness was constructed in the
patient sample with hemispheric laterality (right and
left) and regions (4 SN regions) as the within-subject
factors while theta phase measure was entered as
the major covariate of interest. Age and global corti-
cal thickness were entered as other covariates in this
model. Although our hypothesis addresses the rela-
tionship between theta phase and cortical thickness
in patients, we also tested the same linear model in
healthy controls to obtain an indication of whether
or not the hypothesized relationship applies only to
the pathological variation in thickness occurring in
patients.

Results

Demographic and clinical characteristics are
shown in table 1. There was no significant differ-
ence between the two groups in terms of age, pa-
rental socio-economic status and handedness index.
All subjects except one patient were predominantly
right handed. Patients had significantly slower re-
action times than controls (controls: mean (SD) in
milliseconds=352 (45), patients: mean (SD) in milli-
seconds=402 (72), t (1,36)=2.6, p=0.013). The intra-in-
dividual standard deviation of reaction times (ISDRT)
was significantly greater in the patient group (con-
trols: mean (SD) in milliseconds=64 (18), patients:
mean (SD) in milliseconds=94 (21), t (1,36)=-4.5,
p<0.001). Patients did not differ significantly from
controls in the percentage of correctly hit target
tones (controls=99.35% correct hits, patients=97.62%
correct hits, t (1,36)=1.2, p=0.24).

SN thickness-schizophrenia vs. controls

Repeated measures ANCOVA revealed significant
main effect of diagnosis [F(1,34)=9.83, p=0.004,
ES=0.22] and of global thickness on SN thickness
[F(1,34)=19.862, p=0.002, ES=0.37]. Age showed
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a trend to be a significant covariate in the model
[F(1,34)=3.91, p=0.056, ES=0.10] with cortical thick-
ness reducing with increase in age. There was no sig-
nificant region X diagnosis interaction [F(1,34)=0.83,
p=0.37, ES=0.024]. Independent t-tests of regional
measures adjusted for age and global thickness re-
vealed significant reduction in thickness at right cir-
cular superior sulcus [t(1,36)=2.35, p=0.02] and right
circular anterior sulcus [t(1,36)=3.19, p=0.003]. The
results are tabulated in table 2.

Contribution of phase resetting
to evoked signal

In controls, T-phase significantly predicted T-mean
[F(1,18)=7.136, p=0.016, R?*=0.284]. In schizophrenia,
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T-phase did not predict the T-mean [F(1,16)=1.079,
p=0.314, R2=0.06] and T-mean was significantly re-
duced when compared to controls [F(1,36)=9.707,
p=0.004] (figure 2). The difference in the beta coef-
ficients between patients (8=0.033, SEM=0.032) and
controls (3=0.088, SEM =0.033) was not statistically
significant (p=0.24). The correlation between the
phase locking and mean evoked activity in the two
groups is plotted as figure 3.

Phase resetting and SN thickness
in schizophrenia

Theta phase emerged as a robust predictor of SN
thickness in schizophrenia [F(1,14)=17.17, p=0.001,
ES=0.55]. Global cortical thickness, as expected, also

Table 1. Summary of the demographic data for patients and controls.

Parameter Patients (n=18) Controls (n=20) Independent samples t
Mean (SD) Mean (SD) test

Age 22.77 (4.88) 24 (5.00) t=-0.76, p=0.45

Parental socio-economic 2.55 (1.54) 1.95 (1.31) t=1.31, p=0.20
status (NS-SEC)

Quick Test score 89.16 102.8 t=-2.91, p=0.006

Handedness index 10.89 (2.11) 11.60 (0.68) t=-1.37, p=0.19

SSPI total 12.22 NA

SSPI reality distortion 2.22 NA

SSPI psychomotor poverty 2.66 NA

SSPI disorganisation 0.61 NA

NS-SEC: National statistics-socio economic status, SSPI: Signs and symptoms in psychotic iliness scale, NA:

Not available

Table 2. Salience Network thickness (in millimetres) adjusted for age and global mean thickness.

Left hemisphere

Right hemisphere

Controls Patients Controls Patients

adjusted adjusted adjusted adjusted

mean (SE) mean (SE) mean (SE) mean (SE)
Brain region Effect size Effect size
Anterior cingulate cortex  2.41 (0.05) 2.43 (0.05) -0.09 2.73 (0.04) 2.65 (0.04) 0.49
Short insular gyrus 3.82 (0.05) 3.78 (0.05) 0.22 3.85 (0.05) 3.73 (0.06) 0.48

(anterior)

Circular sulcus anterior 2.85 (0.05) 2.86 (0.05) -0.05 3.15 (0.06) 2.84 (0.06) 1.14**
Circular sulcus superior 2.53 (0.04) 2.47 (0.04) 0.35 2.56 (0.03) 2.44 (0.03) 0.85*

Positive values of effect sizes indicate a reduction in insular thickness in schizophrenia compared to controls.

**p<0.001, *p<0.01. SE: Standard error
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Figure 2. T-Phase and T-Mean in patients with schizophrenia and controls. Grand-average of T-mean and T-phase
in the control (solid line) and patient (dashed line) group. The vertical line denotes target stimulus onset.

emerged as a significant predictor of SN thickness analysis of the parcellations on either hemisphere
[F(1,14)=25.16, p<0.001, ES=0.64]. Age was not a sig-  after controlling for mean whole brain thickness re-
nificant covariate [F(1,14)=1.61, p=0.23, ES=0.10] in  vealed that largest association of diminished thick-
this model. ness and phase resetting was noted in the left short

Significant effect was noted for regions X T-Phase insular gyrus (r=0.765 p<0.001) followed by the right
interaction [F(1,14)=8.77, p=0.01, ES=0.39]. Further superior circular sulcus (r=0.603 p=0.01) and the left

15
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Figure 3. Relationship between Phase Reset and Evoked Activity. Scatter plot of the correlation between theta

band T-phase (x-axis) and T-mean (y-axis) in the patient (triangles) and control (dots) group. (Time window: 0 to
600 ms).
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superior circular sulcus (r=0.486 p<0.05). A trend to-
wards significant correlation was seen in the right
short insular gyrus (r=0.448 p=0.07). Neither left
nor right anterior cingulate showed significant cor-
relation in the post-hoc tests (left anterior cingu-
late r=0.11 p=0.67, right anterior cingulate r=0.002
p=0.99). Effect sizes (Pearson’s correlation coeffi-
cients) from the post-hoc analysis are shown in fig-
ure 4.

In healthy controls, theta phase was not a sig-
nificant predictor of the SN thickness [F(1,16)=0.525,
p=0.48, ES=0.03].

Discussion

Using MRI morphometric analysis of cortical
thickness, we have firstly shown that there is a sig-
nificant loss of thickness of regions that constitute
the Salience Network in patients with schizophre-
nia. Using EEG recording of auditory oddball tar-
get detection task we have also shown that while
in healthy controls, the expected relationship be-

Anterior cingulate cortex

[ ]

Anterior circular sulcus
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tween phase resetting and evoked electrical activ-
ity is observed, in schizophrenia the theta phase
resetting is a weak predictor of the activity evoked
by attending to a target stimulus, though the dif-
ference between the groups did not reach statisti-
cal significance. Finally, bringing together the EEG
oscillatory analysis and the MRI structural analysis,
we have shown that in patients with schizophrenia
the grey matter reduction in the Salience Network
is associated with the inefficient phase resetting of
theta oscillations.

Salience network in schizophrenia

We have identified a significant reduction in the
grey matter thickness of regions constituting the
Salience Network in patients as predicted. This re-
duction is more pronounced for the insular regions
on the right hemisphere. Our finding is broadly con-
sistent with the meta-analyses of VBM studies show-
ing that the most prominent grey matter deficits
in schizophrenia are in bilateral insula and ACC."?
Studies using manual tracing or parcellation tech-

O Right Hemisphere
O Left Hemisphere

Superior circular sulcus

Short insular gyrus

0,2

0,4 06 0,8

Figure 4. SN Thickness and Phase Reset. Pearson’s correlation coefficients between regional thickness measures
across the four parcellations of the Salience Network adjusted for global thickness and the frontal theta phase
resetting measure (T-phase) in patients with schizophrenia. Statistically significant associations were present for
right and left superior circular sulcus and left short insular gyrus. A trend towards positive correlation was seen in

right short insular gyrus.
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niques have generally concurred with the finding
of grey matter reduction in the insula despite some
inconsistencies (see Palaniyappan and Liddle? for a
review).

Despite numerous investigations establishing the
importance of ICNs in healthy individuals, only few
have explored them in schizophrenia.*® Accumulating
evidence indicates that patients with schizophrenia
and their relatives exhibit difficulties in deactivating
the default network during working memory tasks,
resulting in tonic hyperactivation of the default net-
work.*" Indirect evidence for involvement of various
regions that constitute the salience network during
attentional tasks in schizophrenia comes from odd-
ball experiments in fMRI"* and EEG.** More recently,
using Independent Component Analysis of fMRI dur-
ing somatosensory stimulation, White et al** have
demonstrated a significant loss of the SN activation
and associated DMN deactivation during perceptual
processing in patients with schizophrenia.

Phase resetting

Our data shows that in healthy controls, theta
phase resetting strongly predicts evoked activity.
Phase resetting is a promising neurophysiological
candidate for effective transmission of informa-
tion regarding salience of environmental stimuli.**
A significant portion of variability in signal detec-
tion is ascribed to the oscillatory phase preceding a
stimulus.? Phase resetting has been shown to be a
mechanism of optimising the processing of incom-
ing information.” In addition, Lakatos et al using
intracortical field potential recording in macaques
have recently shown a direct effect of phase reset-
ting in supramodal attentional control.?* Resetting
ongoing oscillatory phase to an "ideal phase" up-
on presentation of salient environmental stimuli
may prepare various cortical regions to be in an
optimum receptive state for cognitive processing.
Phase resetting will tend to establish a consistent
relationship between the phase of ongoing oscilla-
tions and the additive neural activity elicited by the
stimulus. Depending on whether this relationship
is one of mutual reinforcement or antagonism, the
net amount of neural activity in a particular brain re-
gion might be either increased or decreased. Hence,
while some regions are "deactivated”, some others

CORTICAL THICKNESS AND OSCILLATORY PHASE RESETTING 125

may be "activated". Thus phase resetting may act as
a high-level cognitive control mechanism reinforc-
ing synchronous activity in brain regions required
for processing the stimulus while deactivating (or
switching off) cortical nodes that might interfere
with the processing of current stimulus. It is worth
noting that a reduction in phase resetting of low
frequency oscillations has previously been reported
in patients with schizophrenia.?>?® Given the role of
phase resetting in attentional control, these abnor-
malities are likely to be associated with the cogni-
tive deficits noted in schizophrenia.

Insula and salience detection

We have shown that theta phase resetting is pro-
portionate to the thickness of Salience Network in
schizophrenia. This relationship is more pronounced
with insular cortex than to anterior cingulate cortex.
The role of insula in salience detection and switching
access between brain networks has recently been
reviewed by Menon and Uddin.*® To facilitate the de-
scription of the function of the salience network, we
have introduced the concept of proximal salience.?
External or internal (bodily) events attain proximal
salience when they generate a momentary state of
neural activity within the salience network that re-
sults in updating of expectations and, in some cases,
initiation or modification of action. To our knowl-
edge, the physiological mechanism behind the
switching ascribed to insula is hitherto unexplored.
Our data shows that inefficient phase resetting of
frontal theta oscillatory activity is related to abnor-
malities in insular thickness. This suggests that insula
could act as a phase regulator that enables switch-
ing between the relevant networks via direct modu-
lation of theta oscillations. Shulman et al*’ showed
that insula, along with other regions in the SN, is
highly likely to be the control region that modulates
attentional shift to unexpected stimuli.

We have previously shown that the structure of
the SN is related to the symptom burden in schizo-
phrenia.*®* Given that salience dysregulation is a
key feature of reality distortion seen in schizophre-
nia, our current findings reinforce our previous prop-
osition that insula pays a central role in generation
of psychotic symptoms.® Further, the absence of a
significant relationship between theta phase and SN
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thickness in healthy controls suggests that the rela-
tionship observed in patients is due to pathological
variation in the grey matter of the SN.

Limitations

Our study sample is comprised entirely of males.
Gender differences in brain structure have been
shown though the effect of such differences on in-
formation processing deficits seen in schizophrenia
remains unclear. All of our patients were medicated
with antipsychotics at the time of participation. The
effect of antipsychotic on brain structure is debat-
able. The most robust finding is increased basal
ganglia volume, while there is conflicting evidence
regarding other brain regions.>® The relationship
between antipsychotics and the brain oscillatory
activity is currently unclear, though evidence from
meta-analysis of P300 studies suggests that the an-
tipsychotic does not account for reduced evoked
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activity.”' A decrease in evoked low frequency oscil-
lations has been noted in both medicated patients
with schizophrenia and unmedicated siblings of the
patients.>>* This suggests that medications cannot
fully explain theta oscillatory abnormalities noted
in schizophrenia. While our study focused upon the
Salience Network, we cannot exclude the possibility
that abnormalities in other brain regions also con-
tribute to impaired phase resetting.

Conclusion

Although several studies have investigated separate-
ly the deficits in insular grey matter, oscillatory activity,
and attentional salience in schizophrenia, this is the
first study bringing together these findings. Present
results show that abnormalities of theta phase reset-
ting and hence oscillatory synchrony in schizophrenia
could be mediated by the insula, which forms the core
of the intrinsic salience network.

MMaxog piolov kKat emavapudpicn
MG PAacng Talaviwenc:
Mpotewvopevog pnxavicpog ducilettoupyiag
TOU OLAKPITIKOU OWKTUOU Gt oxulo@péveala

L. Palaniyappan, K. Doege, P. Mallikarjun, E. Liddle, P. Francis-Liddle

Division of Psychiatry, University of Nottingham, Queen’s Medical Centre, Nottingham,
United Kingdom

Wuxiatpikn 2012, 23:117-129

H oxiloppévela xapaktnpiletal T0oo and NAEKTPOPUGCIONOYIKEC AVWHAAIEC 600 Kal amd oTabepéC
aAayég otn Soun TNS ealdc ouciag Tou Aotov. EvtouTolg, n oxéon petadu Twv SVo autwy mapatn-
proswv gival og peyalo Baduo ayvwotn. Ot dopikég petaolég mou avagépovtal otn oxlloppévela
nepAapBdvouy peiwon Tou dyKou TG aldc ouaiag, Tou TAXOoUG Kal TNG EMPAVELNS TOU QAOLOU O
S1dpopeg ePLOXEC, TTo ouxvd 6 0Tn vnaoida kat Tov eAoL6 Tou pdabilou pooaywyiou. AuTég ot SUo
TTEPLOXEC ATTOTEAOUV €va £YYEVEC KUKAWUA TOU EYKEPANOU TTOU €ival yvwoTo WG «AlakpITIKO AiKTUO»
(Salience Network) To omoio mailet Baciko polo otny eme€epyacia epebiopdtwy. H emeepyacia epe-
Blopdtwy mpokalei SpacTnploTNTa 0TO NAeKTPOoEYKEPaloypapnpa (EEG). H emavagopd tng ¢dong
TWV OLVEXI(OPEVWY TOAAVTWOEWV CUUBANAEL O€ AUTHV TNV TTPOKANON dpactnptotntag. Ot vevpw-
VIKEC TOAAVTWOEIC TTai(ouV Kaiplo pONO OTNV EYKEPAAIKN EMOTPATEVON KATA TN SIAPKEIA VONTIKWY
SoKIHACIWY, Kal aAAayEC 0Tn @AoT TNG TAAAVTWONG UITOPOUV VA TPOTTOTIOI|C0UV TNV eUEPEBIOTOTN-
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TA TOU PAoLoU Kal TN HETARaon HETAED S1apopwV VONTIKWY KOTAOTACEWV. X emimedo SIKTUOU, au-
T N HeTdPaon N ahlayn Bswpeital 6Tt mpaypatomnoleitat amd 1o Alakpitiko Aiktuo. Xtnv mapovoa
HENETN, SlepeuviOnke n oxéon HeTa&L Tou TAXoUS Tou GAOLOU TOU AlAKPITIKOU AIKTUOU (U€Tpnon He
HayvnTIKA Topoypagia) Kat tou Babpou tng emavapuBuiong tng @Aaong mou mapatnendnke katd tn
Sidpketa plag «dokipaciag mapadofdtntag» (oddball task-petpdtal pe HEN) oe 18 aoBeveic pe oxi-
Coppévela umo Bepareia kat oe 0Tabepr] KAIVIKN @Aon, kat 20 vylei¢ pApTUPEG avTioTolxNG NAKIag
Kal @UAoU. Kataypdpape pia HETpnon TnG PEPLKAG EMavapubuiong TG edong Hetd amd epédiopa,
Kal pta SeUTEPN PETPNON TIOU EKTTPOCWTIEL TN MEON TTPOKANTH §pacTnPloTNTA, XPNOILOTIOIWVTAG TIG
peB6SouG TTou €xouv TipoTeivel ol Martinez-Montes. XpnOIHOTOIWVTAG TV avAAuon TWV HAyVNTIKWV
ToHOYpaRLy, pwTa Seifape 6TL UTTAPXEL CNUAVTIKA LEIWON 0TO TTAXOC TOU GAOLOU OE TTIEPLOKEG TTOU
amaptifouv To Alakpttikd Aiktuo otn oxt{o@pévela. H avaluon Twv NAEKTPOEYKEQANOYPAPNUATWY
amekAAUYPE OTL OTOUC UYIEIG HAPTUPEG, EVW TTAPATNPEITAL N AVAUEVOUEVN OXEON LETAEY TNG EMAVA-
PLOUIONG TNE PAONG KAl TNG TTPOKANTAC NAEKTPIKAG SpaotnpldTNTAS, AVTIOETWE 0TOUC ACBEVEIC e
oxiloppévela n emavagopd TnG @daong Ba sivat acBevng mpoyvwoTIKOE SeikTNG TNE dpaoTnplotnTag
TTOU TTIPOKAAEITAL ammd TNV MPOCOoXH O€ €va £pEBIOHA-0TOXO, av Kal N Slagopd PeTadl Twv opdadwv
Sev €ixe 0TATIOTIKA ONpAvTIKOTNTA 0TO Mapov Seiypa. EmmpooBétwg, otoug acbeveig pe oxiloppé-
VELO TO HEIWUEVO TIAXOG TOU ALAKPITIKOU AIKTUOU CUCXETICETAL e TNV AVATIOTEAECUATIKY EMAVAPO-
PA TNG @AoNng Twv Tahaviwoewyv 6. Ta euprpatd pag umodnAwvouv 0Tl N HEiwon TNE PALdag ouciag
TTOU TTapatnpeital oto Alakpttikd AiKTuo o€ aoBeveic pe oX1I(oPPEVELQ EXEL ONUAVTIKEG AEITOUPYIKES
ouvénelec. EIdIkoTepa, To Sopikd ENATTWUA 0TN vNoida Tou mapatnpeital otn oxlloppévela gival
mBavov va cuvdéeTal pe AlyOTEPO ATOSOTIKH EMOTPATEVON TWV KUKAWHATWY TOU EYKEPANOU yla
TV ene€epyacia MANPoPopIwV. AuTtd cuvemayeTal évav mMOaAvEO PNXAVIOUO HIE TOV OTTo{0 SlATAPAXES
OTO €YYEVEG AlaKPITIKO A{KTUO pmopoUlv va 0dnyroouv o€ pla YeVIKA Slatapayr otn SloKpITiKA A&L-
Toupyia otn oxlloppévela.

Né€eig evpeTnpiou: Alakpitikd SiKTUO, EMavVAPopd GAoNG, TOAAVTWOELG, vnoida, Tpooaywylo.
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he present study examines main psychometric properties of the World Health Organisation

(WHO) quality of life (QoL) instrument, the WHOQOL-BREF with the inclusion of four national

items. Participants were 425 adult native Greek speaking, grouped into patients with physi-

cal disorders, psychiatric disorders and healthy individuals. Participants were administered
WHOQOL-BREF and 23 national items, the General Health Questionnaire (GHQ-28) and the Life
Satisfaction Index (LSI). Confirmatory factor analysis produced acceptable fit values for the original
model of 26 items within the four WHOQOL domains: physical health, psychological health, social
relationships and environment. Testing for the fit of national items within this model, the results
indicated four new items with the most satisfactory fit indices and were thus included forming a
30-items version. The national items refer to: (a) nutrition, (b) satisfaction with work (both loaded in
the physical health domain), (c) home life and (d) social life (both loaded in the social relationships
domain). Statistical tests were applied to the 26- and 30-items versions producing satisfactory re-
sults, with the 30-items version showing slightly better values. Furthermore, results on the 30-items
version included: (a) internal consistency, which was found satisfactory, with alpha values ranging
from a=0.67-0.81, while the inclusion of new items produced higher alpha values in physical health
and social relationships domains, (b) construct validity with good item-domain correlations, as well
as strong correlations between domain scores, (c) convergent validity, which was very satisfactory,
showing good correlations with GHQ-28 and LS|, (d) discriminant validity, showing instrument’s abil-
ity to detect QoL differences between healthy and unhealthy participants, and between physically
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ill and psychiatric patients, and (e) test-retest reliability, with ICC scores in excess of 0.80 obtaining
for all domains. The WHOQOL-BREF Greek version was found to perform well with sick and healthy
participants, demonstrating satisfactory psychometric properties. Use of the instrument may be re-
commended for clinical and general populations, for service or intervention evaluation, as well as for

cross-cultural clinical trials.

Key words: WHOQOL-BREF, validity, reliability, quality of life, physical iliness, mental disorders.

Introduction

Measurements of quality of life (QoL) are increas-
ingly used today as part of routine clinical care and
reappraisal, across different groups of patients with
physical or mental disorders and across different
countries."”® QoL measurement can provide health
carers with valuable information regarding the needs
of patients and the effects of interventions.

Besides patient-centred use, QoL measurements
are systematically applied to monitor outcomes
from clinical trials in multinational studies. So, QoL
instruments are used for various aims and in differ-
ent countries, but they need to be suitable, as they
can be culture-specific or disease-specific restrict-
ing validity of cross-cultural comparisons across
large patient groups.” Language and culturally vali-
dated measurements are thus needed to assess the
impact of disorders and treatments across different
settings and patient groups. Addressing these issues,
the World Health Organisation (WHO) produced a
generic QoL instrument, which can be tested in dif-
ferent languages and clinical or social settings, as to
become suitable for systematic cross-cultural health-
related Qol measurement.®™?

WHOQOL-BREF: A brief historical account

Introduced as an easily administered instrument
for measuring therapeutic outcomes, the WHOQOL-
BREF is an abbreviated 26-items version of WHOQOL-
100, developed by the World Health Organization.”°
Items have been selected from 100-items form of
WHOQOL on the basis of statistical criteria.''?

WHOQOL-BREF consists of 24 items corresponding
to 24 QoL (thematic) facets, and two items comprising
an overall quality of life/general health facet. Items
are organized into 4 domains: (1) physical health, (2)
psychological health, (3) social relationships and (4)
environment. The 4-domain model was produced

after merging two of the original six WHOQOL-100
domains, i.e. Level of Independence and Spirituality
domains and has been tested and found consistent
with empirical results of WHOQOL-100 field stud-
ies.”®™ More recently, an international field trial of
the WHOQOL-Group in 23 countries indicated that
WHOQOL-BREF has good to excellent psychometric
properties and is identified as a cross-culturally valid
instrument for assessing QoL.'”> WHOQOL is based
on cross-cultural methodology supporting the inclu-
sion of extra national items that can be generated
by focus groups in each country or language, and
can be added to the core items in order to acquire
conceptual equivalence and accommodate the rich,
semantic and cultural variations of QoL across differ-
ent language versions.”>'"* WHOQOL-BREF has been
tested as a health-related QoL measurement system,
showing suitability in cross-linguistic and cross-cul-
tural studies involving different patient groups.

Since its development, WHOQOL-BREF has been
translated and validated into several languages,
among which are: Argentina,”® India,'® Thailand,"”
Australia,'® Turkey,'” Denmark,*® Korea,?' Malaysia,*
Poland,? Israel,** Taiwan,?* China,”® India,”” Ireland,?®
Norway.?

The purpose of the current study was to exam-
ine psychometric properties of WHOQOL-BREF and
determine the suitability of national items within
the original model. For this purpose, following the
guidelines of WHO, several focus groups were con-
ducted with patients and health carers resulting in
23 new national items.?%~'

Material and method

Patient respondents were recruited from primary
care, rehabilitation and hospital settings. Healthy
respondents came from administrative personnel in
the public sector.
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Following the WHO protocol for the development
of WHOQOL instruments in new centers,? a sample
of 425 individuals participated in the study, consist-
ing of patients with physical illness (n=234), patients
with mental disorders (n=124), and healthy individu-
als (n=67).

Physically ill individuals were under treatment for
the last 5 years diagnosed with chronic, moderate or
severe hypertension (n=139), or with different forms
of cancer (n=95), (no cases in palliative care or under-
going chemotherapy within the last year). Patients
were consecutive visits at relevant outpatient units
in two public General Hospitals.

Psychiatric patients consisted of chronic schizo-
phrenic outpatients (n=87), attending community
mental health services, or were in-patients with alco-
hol abuse/dependence (n=37), consecutively admit-
ted for a 5-week detoxification therapy.** All psychia-
tric participants were recruited from the University
of Athens Department of Psychiatry, and were diag-
nosed according to DSM-IV criteria.>*

Healthy participants were randomly selected from
administrative employees of public services, report-
ing being free from disease at the time of the study.

All subjects participated on a voluntary basis and
were provided with informed consent forms, being
free to withdraw at any time and for any reason.

Instruments

In addition to administering WHOQOL-BREF and
national items, participants completed the General
Health Questionnaire (GHQ-28) and Life Satisfaction
Index (LSI):

a. WHOQOL-BREF pilot version

The 26-items version is rated on a 5-point Likert
scale, with higher scores indicating positive item
assessment. All scores were transformed to a 0-100
scale, in accordance with the WHO guidelines.® The
WHOQOL-100 items form including WHOQOL-BREF
items underwent a rigorous translation, back transla-
tion and cross-examination by bilingual subjects.?*!
Furthermore, investigation was performed on cul-
tural and linguistic equivalence of WHOQOL meas-
urement using focus groups methodology.*' As a
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result, 23 national items were produced which were
formulated to fit the WHOQOL-BREF questioning
format and were administered in a separate section.
Testing initially the WHOQOL-100, satisfactory psy-
chometric properties were found in healthy and pa-
tient groups within the specific cultural context.®*3¢

b. Life Satisfaction Index (LSI)

LSl is a 13-items questionnaire, validated with
greek samples.*” It is a generic, self-report measure
of satisfaction with various aspects of life: physical
state, mental state, psychological health, occupa-
tion, financial status, relationships with the partner,
sexual life, family life, role in the family, friends and
acquaintances, hobbies, physical appearance, and
general QoL.*® A higher total score is indicative of
greater life satisfaction.

c. General Health Questionnaire (GHQ-28)

It is a well known self-report measure of common
psychiatric symptoms widely used to identify short
term changes in mental health and is often used
as a screening instrument for detecting mental dis-
orders in clinical and non-clinical populations.*
Psychometric properties of the 28-item Greek ver-
sion are reported as satisfactory.*’ It consists of four
sub-scales measuring: (a) somatic symptoms, (b)
anxiety/insomnia, (c) social dysfunction, and (d) se-
vere depression. The GHQ-28 employs a response
scale ranging from 0 to 3, with higher values indicat-
ing the worst health status. Scores were reversed for
consistency of reference with other measures of the
present study, so higher scores indicate a more posi-
tive self-assessment of health.

Procedure

The above instruments were administered once. In
addition, healthy participants were invited to com-
plete the questionnaire within 3-4 weeks in order to
perform test/re-test analysis.*?

Statistical analysis

Data were analysed using SPSS for Windows,
Version 13.0 (SPSS, Chicago, IL, USA). Analysis includ-
ed: confirmatory factor analysis and testing for inter-
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nal consistency, construct validity, convergent valid-
ity, discriminant validity and test-retest reliability.*'

Results
Demographic characteristics

Sociodemographic characteristics of patient and
healthy participants are displayed in table 1.

Structure of the instrument

Confirmatory factor analysis (CFA) at item level was
performed using the 26 items values corresponding
to 24 facets and 2 items referring to the global facet
of QoL/health. The results strongly supported the
structure of WHOQOL-BREF with all items loading on-
to four domains originally assigned to. Furthermore,
23 national items were introduced into the model
and testing highlighted 4 items with the best fit in
the model. These items refer to new thematic facets:
(1) nutrition; (2) work satisfaction; (3) home-life; and
(4) social life. The thematic content of these facets
is described in the respective publication including
the translation of the original domains and facets of
the WHOQOL instrument.*? The 4 new items loaded
on two of the existing domains supporting the 4-do-
main structure table 2). Specifically, the two items
referring to nutrition and work satisfaction loaded
onto the WHOQOL-BREF physical health domain,
whilst the other two items referring to home-life
and social life loaded onto the WHOQOL-BREF social
relationships domain. Additionally, the compara-
tive fit index (CFl) on the four domain model was
well above 0.9 (CFI=0,981). Based on these results, a
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30-items version including 4 national items was pro-
duced (Appendix ). Next, the 30-items and the origi-
nal 26-items versions underwent statistical analysis
for internal consistency.

Internal consistency

Calculation of Cronbach’s alpha coefficient per do-
main was performed, which resulted in satisfactory
alpha values ranging from 0.67-0.81 for the 30-items
version (table 3). Slightly less satisfactory results
were produced for the 26-items version, particularly
in relation to social relationships domain (table 4).

Construct validity

Pearson coefficient (r) was performed between
item-domain scores in the total sample of par-
ticipants (N=425). Results demonstrated good
item-domain correlations and strong correlations
between all total domains scores, particularly be-
tween physical health, psychological health and
social relationships. Moderate correlations were
identified between environment domain score and
all other domains. In overall, the values confirm the
construct validity of the instrument (table 5). (Low
correlations range from 0.1-0.3; moderate from 0.3-
0.5 and high >0.5).

Convergent validity

It was hypothesized that WHOQOL-BREF domain
scores would be closely related to scores obtained
from the sub-scales of the GHQ-28 and the to-
tal score of the LSI instrument. In particular, the
WHOQOL-BREF physical and psychological health

Table 1. Demographic characteristics of the physically ill, the psychiatrically ill and the healthy participants

(N=425).
Physically ill Psychiatrically ill Healthy
N=234 N=124 N=67
N (%) Mean (SD) N (%) Mean (SD) N (%) Mean (SD)
Mean age (years) 60.71 (11.11) 40.79 (11.88) 32.75 (8.12)

Gender: Male
Female
Education (years)
Marital status:
Single
Married/Cohabitating
Separated/Divorced/Widowed

75 (32.1%)
159 (67.9%)
9.15 (3.83)

17 (7,3%)
168 (71,8%)
49 (20,9%)

83 (66.9%)
41 (33.1%)

20 (29.9%)
47 (70,1%)
11.25 (3.55) 14.97 (2.65)
72 (58.1%)
35 (28,2%)
17 (13,7%)

30 (44.8%)
34 (50.7%)
3 (4.5%)
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Table 2. Confirmatory factor analysis (CFA) on WHOQOL-BREF 30-items version.

WHQOL-BREF Domains Number-ltem* Factor loadings
Overall QoL/general health 1 0.73
2 0.53
Physical health
(including the domain "level of independence") 3 0.36
10 -0.73
16 -0.48
15 -0.69
17 -0.83
4 0.42
18 -0.83
N1** -0.48
N4** -0.49
Mental health
(including the domain
"spirituality/religion/personal beliefs") 5 0.60
7 0.58
19 0.80
11 0.45
26 -0.61
6 0.69
Social relationships 20 0.74
22 0.60
21 0.52
N2** 0.72
N3** 0.60
Environment 8 0.18
23 0.63
12 0.48
24 0.51
13 0.40
14 0.33
9 0.50
25 0.60

*ltem number as presented in the administration form, **N=National items (Appendix I)

Table 3. Internal consistency (Cronbach’s alpha) of the
30-items version.

Table 4. Internal Consistency (Cronbach’s alpha) of the
26-items version.

WHOQOL-BREF Domains alpha (a) WHOQOL-BREF Domains alpha (a)
Physical health 0.81 Physical health 0.80
Mental health 0.79 Mental health 0.79
Social relationships 0.76 Social relationships 0.65
Environment 0.67 Environment 0.66
Overall Qol/general health 0.89 Overall QoL/general health 0.87

domains would correlate with all four GHQ-28 sub-
scales, while social relationships domain would
demonstrate strong correlation with the total LSI
score due to similarity in their content. In accordance
with our expectations, a considerable number of cor-

relations in the total sample of 425 participants were
found to be moderate to strong. In addition, strong
correlations between the WHOQOL-BREF overall
Qol/general health facet and the GHQ-28 sub-scales
were identified (table 6).
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Table 5. Correlations between WHOQOL-BREF domain scores (Pearson’s r) in the total sample.

Physical Psychological Social Environment Overall

health health relationships QoL /general health
Physical health 1.00 0.73* 0.55* 0.36* 0.67**
Mental health 0.73* 1.00 0.65* 0.34 0.63**
Social relationships 0.55* 0.65* 1.00 0.37 0.60**
Environment 0.36* 0.34* 0.37* 1.00 0.35**
Overall QoL/health 0.67** 0.63** 0.60** 0.35** 1.00

*p<0.05, **p<0.01

Table 6. Pearson’s Correlations between WHOQOL-BREF domains, GHQ-28 sub-scales, and LSI total score for

the total sample (N=425).

WHOQOL-BREF GHQ-28 GHQ-28 GHQ-28 GHQ-28 LSI
Domains Somatic Anxiety/ Social Severe Total Score
Symptoms Insomnia Dysfunction Depression

Physical health 0.62** 0.54** 0.62** 0.46** 0.66**
Mental health 0.56** 0.54** 0.53** 0.51** 0.74**
Social relationships 0.42** 0.38** 0.38** 0.33** 0.76**
Environment 0.11* 0.21** 0.074 0.055 0.35**
Overall QoL/ 0.63** 0.55** 0.56** 0.51** 0.70**

general health

*p<0.05, **p<0.01

Convergent validity was further investigated
within each of the groups of participants (healthy,
psychiatric, physical) producing similar findings (ta-
bles 7, 8). In all cases, environment domain demon-
strated either no relationship, or mild to moderate
correlations with the GHQ-28 sub-scales and the LSI
total score. It was also observed that the WHOQOL-
BREF social relationships domain accounted for be-
tween 62% and 76% of the variance for the LSI total
score. This finding supports the validity of social
relationships domain consisting of 5 items in the
30-items version, as a good predictor of life satis-
faction.

Discriminant validity

The comparison of mean scores between the
three groups of participants is shown in table 9. The
WHOQOL-BREF discriminated adequately between
healthy individuals and patient groups with healthy
scoring significantly higher in all four domains, ex-
cept environment. Differences were also identified
between psychiatric patients and physically ill par-
ticipants, with physically ill achieving higher scores,

for all domains with the exception of environment
wherein psychiatric patients achieved a slightly
higher score.

Test/Re-test reliability

The WHOQOL-BREF was re-administered to healthy
participants within 3-4 weeks in order to exam-
ine test/retest reliability. The Intraclass Correlation
Coefficient (ICC) was applied to the domain scores for
both administrations of the instrument. ICC scores in
excess of 0.80 were obtained for all domains, dem-
onstrating excellent test-retest reliability (table 10).

Discussion

The present study examines validity and reliability
of WHOQOL-BREF 26-items version with the addi-
tion of 4 national items. Following WHO guidelines
for developing new language versions, focus group
participants produced 23 national items, which were
subsequently formulated by a panel of researchers
to meet the phrasing criteria of WHOQOL items. -2
Newly developed items were placed into a separate
section of WHOQOL pilot form and were adminis-
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Table 7. Pearson’s Correlations between WHOQOL-BREF domains, GHQ-28 sub-scales, and LSI total score for

healthy participants.

WHOQOL-BREF GHQ-28 GHQ-28 GHQ-28 GHQ-28 LSI
Domains Somatic Anxiety/ Social Severe Total Score
Symptoms Insomnia Dysfunction Depression

Physical health 0.60** 0.54** 0.45** 0.34* 0.55**
Mental health 0.54** 0.62** 0.35** 0.57** 0.58**
Social relationships 0.28* 0.29* 0.21 0.17 0.70**
Environment 0.17 0.39** 0.12 0.20 0.51**
Overall QolL/ 0.49** 0.49** 0.43** 0.42** 0.61**

general health

*p<0.05, **p<0.01

Table 8. Pearson’s Correlations between WHOQOL-BREF domains, GHQ-28 sub-scales, and LSI total score for for
physically ill (Ph) and psychiatric participants (Ps).

WHOQOL-BREF GHQ-28 GHQ-28 GHQ-28 GHQ-28 LSI Total
Domains Somatic Anxiety/ Social Severe

Symptoms Insomnia Dysfunction Depression

Ph PS Ph PS Ph PS Ph PS Ph PS
Physical health 0.59** 0.59**  0.52** (0.53* 0.55** 0.70** 0.36** 0.67**  0.62** 0.59**
Mental health 0.49** 0.62**  0.50** 0.59* 0.44** 0.69** 0.42** 0.71**  0.57** 0.65**
Social relationships  0.34** 0.51**  0.34** 0.51* 0.30** (0.44** 0.29** 0.47**  0.47** 0.62**
Environment 0.16** 0.21 0.21** 0.27* 0.15*  0.11 0.10 0.33* 0.46** 0.31**
Overall QoL/ 0.59** 0.68**  0.54** 0.63* 0.47** 0.66** 0.46** 0.58**  0.44** 0.72**

general health

*p<0.05, **p<0.01, Ph=physical sample, Ps=psychiatric sample, (Note: GHQ-28 scores were reversed)

Table 9. Discriminant validity: Mean score differences between healthy, physically ill and psychiatrically ill partici-

pants (ANOVA).

WHOQOL-BREF Healthy Physical Psychiatric df F p-value
Physical health 74.58 (13.40) 63.24 (17.13) 58.06 (17.49) 424 21.32 .000
Mental health 66.79 (12.95) 61.58 (15.68) 53.28 (19.27) 423 17.07 .000
Social relationships 71.49 (13.70) 66.77 (16.77) 54.70 (19.78) 424 27.04 .000
Environment 54.06 (11.69) 57.27 (13.43) 59.23 (13.53) 424 3.34 .036
Overall QoL/ 73.69 (16.15) 55.56 (19.75) 52.42 (22.77) 424 27.39 .000

general health

Table 10. Intraclass Correlation Coefficients (ICC) for

the healthy sample.

WHOQOL-BREF

Domains

Average measure ICC

Physical health

Mental health

Social relationships

Environment

Overall QoL/general health

.80
.87
.87
.86
.84

tered to the participants as part of a larger assess-
ment battery.

Next, confirmatory factor analysis (CFA) provided
item loadings and indicated objective measures of
fit for the WHOQOL-BREF 4-domain model and the
fit of new items. The CFA results revealed that the
model was fairly good to accommodate the original
domain items, while 4 national items loaded signifi-
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cantly well on two WHOQOL-BREF domains and were
thus included in the Greek version of the instrument
producing a 30-item inventory (table 2).

Specifically, 2 new items on nutrition and satisfac-
tion with work were found to load on physical health
domain, while other 2 items on home life and social
life were found to load onto social relationships do-
main (Appendix I). The findings appear to reflect val-
ues observed within the Greek cultural context giv-
ing importance to (a) nutrition with locally produced
products; (b) home life with family, partners or alone;
(c) social roles performed and acceptance received
by others and (d) work including environmental and
interpersonal factors. The full content of these facets
is presented in a relevant publication on the content
of all WHOQOL domains and facets.*

These findings are in agreement with international
results, proposing national facets or items with sim-
ilar content in other WHOQOL validation studies. So,
in the Taiwan-Chinese versions, two national items
were added: one phrased as “being able to get the
things you like to eat” loading on the environment
domain, and another “having the respect of oth-
ers” loading on the social relationships domain.*~**
Also, a facet on eating and appetite has been ini-
tially proposed by the Hong Kong WHOQOL centre.
In the Chinese-Australian WHOQOL-100, new items
were proposed within the existing facets of pain
and discomfort, positive feelings, negative feelings
and financial resources, while new facets and their
items referred to language and literacy and respect
and discrimination.***

Regarding our findings on alpha coefficients,
values were very satisfactory supporting internal
consistency in all WHOQOL-BREF domains (table
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3). We tested the 26-items and the 30-items forms
separately and found the latter producing slightly
higher alpha scores in the physical health and so-
cial relationships domains (tables 3, 4). Thus, we ar-
gue that the inclusion of 2 new items within each
of the above domains may give strength to do-
main consistency. Items on nutrition and satisfac-
tion with work seem to add statistical strength and
are content consistent with the physical domain.
This domain including the level of independence
domain items (the original 6 WHOQOL domains
merged into 4), has a broader range of items refer-
ring to ability to move around, perform work and
enjoy various activities. Regarding social relation-
ships domain, inclusion of 2 new items on home
life and social life seems to give more power to this
domain. The present results support the WHOQOL-
BREF 4-domain structure and strengthen particu-
larly social relationships domain, which in several
studies restrictions in reliability and validity have
been reported.?'

Further statistical analysis using Pearson’s r coef-
ficients produced satisfactory correlations between
items and domains and between domain scores.
Slightly better values were produced on the 30-
items version confirming construct validity of the
instrument and supporting further the use of the
national version (table 5). Concerning convergent
validity, the national version demonstrated good-
ness to harmonize with other instruments measur-
ing similar concepts, confirming many of the au-
thors’ hypotheses. So, physical health and psycho-
logical health domains indicated higher correlations
with health related sub-scales of GHQ-28 (somatic
symptoms and anxiety/insomnia), and social rela-
tionships and environment domains with LSI scale

Appendix I. DWHOQOL-BREF: New national items and facets within existing domains.

Domains and facets

National ltems

Physical health domain
Facet: Nutrition

—_

. How healthy and suitable to your needs is the nutrition that you follow?

Facet: Satisfaction with work 2. How much satisfied are you with your job and the employment you have?

Social relationships domain

Facet: Social life 3. How much satisfied are you with your own social roles and the social
activities you are involved with?
Facet: Home life 4. How much satisfied are you with your home life?
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including similar content (table 6). Correlations of
WHOQOL-BREF with GHQ-28 or LSI were observed
in the total sample, as well as in healthy, physical
and psychiatric participants (tables 7, 8). Our find-
ings converge with results of several studies pro-
viding satisfactory validity of WHOQOL with other
associated instruments as i.e. the SF-36, reported in
the case of the Brazilian validation study.*®

Specifically, WHOQOL-BREF physical health and
psychological health domains produced -as hy-
pothesized- correlations of moderate to strong
values with all four GHQ-28 sub-scales. A milder re-
lationship was identified between WHOQOL-BREF
social relationships domain and GHQ-28 sub-scales,
supporting the hypothesis of content difference
between these measurement tools. The WHOQOL-
BREF overall QOL/general health facet demonstrat-
ed moderate to strong correlations with all GHQ-28
sub-scales and LSI total score. In addition, as ex-
pected, a strong correlation was produced between
the WHOQOL-BREF social relationships domain and
the total LSI score.

Furthermore, higher correlations were anticipat-
ed in the groups of participants with physical or
mental disorders. Accordingly, strong correlations
were produced between WHOQOL physical health
or psychological health domains and the GHQ-28
subscales of social dysfunction and severe depres-
sion in the psychiatric participants (table 8).

Application of independent samples t-test and
ANOVA investigating the instrument’s discrimina-
tory power, verified the assumption that healthy par-
ticipants would report significantly higher levels of
QoL than patient participants. This finding applied
to all domains including overall QolL/health facet,
with the exception of environment domain (table
9). So, physical health, psychological health and so-
cial relationships domains seem to provide higher
discriminatory power between groups supporting
other international results, e.g. the Polish valida-
tion study of the WHOQOL-BREF.?? It was possible to
observe in our study that all groups of participants
—healthy, psychiatric, physical- reported relatively
lower ratings on the environment domain compared
to other domains. Restrictions regarding social serv-
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ices and environmental quality may be suggested to
explain this finding. For example, participants from
the greater area of Athens reported experiencing
low availability and quality of health care, transpor-
tation and other facilities. Mean differences between
the groups of participants were also observed (table
9) with non-healthy participants reporting relatively
higher satisfaction with environment. This finding
is in agreement with the Turkish validation study of
WHOQOL-BREF arguing that patients of the study
might afford a more favorable perspective of their
environment because of attention and care provid-
ed by health care givers.*

Also, discriminatory analysis between patients
with physical or mental disorders revealed that
physically ill individuals reported higher scores in
physical health, psychological health and social re-
lationships domains. It is argued that psychiatric pa-
tients in general seem to experience multiple physi-
cal, psychological and social deficits, as a result of
psychiatric morbidity, leading to poorer ratings in
the respective QoL domains. Similar findings were
reported in the WHOQOL-100 study.** In compari-
son to healthy individuals, the results of the present
study detect reduced QoL in patients with psychiat-
ric or mental disorders and are consistent with pre-
vious investigations into self-reported quality of life
with similar patient groups, or between subjects
with different health conditions.? %%

Concerning sociodemographic variables, par-
ticipants differed with regard to age and years of
education (the healthy subjects being younger and
more educated). When the effects of age, educa-
tion and sex were examined, they were found to
be of little influence except the overall QolL/gen-
eral health facet becoming higher for younger
and more educated subjects, and physical health
domain for more educated participants. In a study
of AIDS pediatric patients in Thailand, sociodemo-
graphic factors affecting negatively QoL included
age of caregiver (above 45), inadequate financial
resources and parental death.*®

Finally, test-retest reliability was confirmed by
Pearson’s r and Intraclass Correlation Coefficient
(ICC) demonstrating —as expected- that healthy
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participants did not report any significant changes
in QoL during the time elapsed between adminis-
trations of WHOQOL-BREF (table 10).

Improving measurement power of domains

Previous studies indicate that the structure of
WHOQOL-BREF with 4 domains and the respective
items of facets may reliably measure the concept of
QoL in a variety of populations studied.*® Exception
is the Brazilian study not replicating the structure
of the original instrument, perhaps because of the
population’s characteristics, i.e. being working age
and relatively healthy.*°

Most of the studies support the psychometric fit-
ness of physical and psychological health domains,
e.g. the Italian WHOQOL-BREF study,' while sever-
al authors report on the need to strengthen the so-
cial relationships domain within the WHOQOL-BREF
4-domain structure.”*>>* |t is argued that validity of
this domain is possibly reduced owing to the lim-
ited number of items included.”*>** Accordingly,
addition of new items in this domain may provide
conceptual power in its assessment, as suggested
in the present study.

Regarding the results on environment domain
not performing distinctively well as the rest of
WHOQOL domains, similar findings have been re-
ported in other studies, referring to restrictions
of this domain to discriminate between different
patient groups.*”!"" The environment domain may
show better discriminatory power with participants
experiencing distinct differences in environmental
resources or with populations suffering permanent
changes in their environmental well-being, i.e. in
polluted areas or in physical disasters. This view is
supported in the validation study of Bangladesh
version showing that environment domain used
with adolescent boys, discriminated sufficiently be-
tween those living in residential and those of slum
areas.”

Finally, issues of equivalence between different lan-
guage versions should not be underestimated in the
performance of WHOQOL domains considering that
the degree of agreement could be influenced by cul-
tural interpretation of items, facets and domains.>®
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Conclusions

The results of the current study indicate that
WHOQOL-BREF Greek version with 4 new items is a
valid and reliable tool for measuring QoL in healthy
and non-healthy populations. Research and patient-
centered use of the instrument can thus be recom-
mended.

Limitations of the study

Investigating psychometric properties, different
sampling methodologies can be used including
convenience samples besides control selection
of participants. In the present study, a non-rand-
omized cross-sectional design, which is common
for validation studies, may limit generalizability
of findings regarding the specific patient groups,
since the selected patients varied i.e. with respect
to the stage of the course of illness. QoL profiles
of patients with different physical or psychiatric
problems are addressed with repeated studies.
Also, the reported mean values of groups are con-
sidered references to these groups rather than QoL
norms.
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WYuxoperpikég wwotnreg tov WHOQOL-BREF
6€ opadeg €NNNvewv aclevav Kalt Uyltwv atopwv:
MoMAwtiGpikn) IpoGappoyn
PE TNV EVOWHATWGI VEWV EPWTHGEWV

M. TQviépn-Kokkwon,' E. TptavtagpOAov,' B. Topapdc,’
K. ZoA&atoc,? B. Mavpéac,® I. XptotoSouAov*

"1n Yuyiatpikn Khvikn, Navemotriuio ABnvav, Ayivriteio Noookoueio, ABrva,
’Movabda Qpovtibac Yuxikric Yyeiac, Mavemothuio ABnvwvy, «Euvyevibeio» Ospaneutripio, ABriva
3Wuxiatpikr KAwikr, latpikr ZxoAd, Mavemothuio lwavvivwy, lwdviva,

*EMnvikr Wuxiatpikn Etaipeia, ABrva, EAMGSa

Wuxiatpikn 2012, 23:130-142

Me tnv mapovoa PEAETN eMISIWKETAL O EAEYXOG TWV PUXOUETPIKWY IOIOTATWY TNG EAANVIKAG €K&O-
XA¢ Tou epwtnuatoloyiov WHOQOL-BREF, mou amoteAei Tn cUVTOUN Hop®r TOU EpwTnuaToAOyiou
ModTtnTag Zwng Tou MNaykoouiov Opyaviopou Yyeiac WHOQOL-100. H eAAnvikf ekdoxr mepIAap-
Bavel TI¢ 26 pWTAOEIC TOU AYYAIKOU TTPWTOTUTIOU Kal 4 €MIMAEOV EPWTAOELS, TTOU €XOUV TIPOKUEL
amod TNV TTPOCAPUOYN TOU £PWTNUATONOYIOU (UE OUAdeG eoTlaopuévng oulATNONG) OTA EAANVIKA
TOANTIOMIKA Sebopéva. H ueNETN Tou epwTnuatoloyiov Baciotnke oe Seiypa 425 atdéuwy, amote-
Aoupevo amod UYLEIG Kal aoBeVe(g eite pe opyavikEG eite pe PuxlaTpikég Slayvwoelg. Me tn pébodo
NG MaPAYOVTIKAC avaAuong, empBeRaiwbnKe To HOVTENO TWV TECOAPWY BEPATIKWY EVOTATWV TNG
ayyAIKAG EKSOXNG, OTIC OToieC evTAooovTal ol 26 EpWTAHOELC TOU TpwToTUTOU. O1 TéooepElC Bepa-
TIKEG EVOTNTEC Kal Ol avTIOTOIXEG EpWTAOELG €eTAlOULV: (0) TN CWUATIKA LYEia, (B) TNV YuXIKA LYEIQ,
(Y) TI¢ KOolVWVIKEG Oxéoelg Kal (8) To mepIBAANov. H mapayovTikn avaluon avédelle, emiong, Tnv évta-
&N Te0odpwv VEWV EPWTNACEWV KATAAANAWV Yyla TNV EAANVIKA €kdoxH TOU EpwTNHATONOYIOU, WOTE
va Stapop@wBei N eEAANVIKA pop®r} Twv 30 EPWTACEWV. ZUYKEKPIUEVA, 2 EPWTAOEIC AVAPEPOUEVEC
01N SlaTPOoPN KAl 0TNV EPYACIAKI] IKAVOTIOINON €VTACOOVTAL IKAVOTIOINTIKA UE OTATIOTIKA KPITApLa
OTNV TTPWTN EVOTNTA TNG OCWHATIKAC LYEiag. Ot AAAeC SU0 EPWTHOEIC AVAPEPOUEVEG OTNV KOIVWVIKA
(wn Kal oTNV OIKOYEVELAKH {Wwr] EVOWUATWVOVTAL IKAVOTIOINTIKA 0TNV TPITN EVOTNTA TWV KOIVWVIKWV
OX€0EWV. TN OUVEXELQ, Ol OTATIOTIKEG AVAAUOELG TNG EOWTEPLKAG CUVETTELAG EQAPUOOTNKAV KAl OTIC
600 HoPPEG TOU EpwTNUATONOYIOU, TWV 26 Kal TwV 30 ANUUATWY, avadelkvUoVTaG OXETIKA KAAUTE-
PO ArmoTEAéOHATA Yia TN Hop®r] TwV 30 EPWTNOEWY, KUPIWG ava@opIkd e TNV TPITN evoTNTA TWV
KOIVWVIKWV oX€0€wv. H EAANVIKA €kd0XN TOU £pWTNHUATOANOYIOU, CUHPWVA HE TA amoTEAECHATA TOU
ENEYXOU TWV PUXOUETPIKWV ISIOTATWY, TTAPoUGIdlel IkavomoinTika emimedat: (a) aflomoTiag eocwtepl-
KAG OLVETIELAG, HE TNV TipR Cronbach’s a va kupaivetat ano 0,67-0,81 (n popen Twv 30 epwTACEWV
nepAapBdavovTtag 4 véeg EpwTNOELG Tapouoiaoe uPnAdtepeg TINEC Cronbach’s a, pe amotéAeopa tTnv
evioxuon Twv BEUATIKWV EVOTATWY TNG CWHATIKAG UYEIOG KAl TWV KOIVWVIKWY OXE0EWV), (B) eyKu-
POTNTAG EVVOLOAOYLKAG KATAOKEUNG, AVASEIKVUOVTAG IKAVOTIOINTIKEG CUOXETIOELG PETAEY TWV EpW-
TACEWV Kal TWV BePATIKWVY eVOTATWY, KABWC Kal HETAED TwV EPWTACEWV O€ KABE BeaTIKN EVOTNTA,
(Y) ouykAivouoag eykupoTtnTag, Kabwe evtomifovtal CNUAVTIKEG CUCXETIOEIC e To EpwTnuatoloylo
Fevikng Yyeiog (GHQ-28) kat pe tnv KAipaka Ikavomoinong Zwng (LSI), (§) SiakpITiKA¢ eykupdTnTag,
e€aopaliovtag Tnv IKAVOTNTA TOU EPWTNUATONOYIOU VA aVIXVEVEL S1aPOopPEC PETAEY LYIWV KAl a0Oe-
VWV Kal HETAEY aTOUWV PE OWHATIKEG VOOOUG Kal aoBeVwV TTou TTAoXOUV amd YUXIKEG SlaTtapaxég
Kal (g) alomoTtiag eAéyyou-emaveréyxou (ICC TIpEG yia ONeg TIG BepaTikég evotnTe: 0,80-0,87). H
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eANVIKNA €k&oXN, TEPINAUBAVOVTAC 4 VEEC EPWTAOELC TIOU TIPOEKUYPAV OTO TTAAIGIO TNG TTOAITIGMIKAG
TIPOCAPUOYNG TOU EpWTNHATONOYIOU, amoTeAel €éva afldmoTo Kal €YKUPO gpYalEio EKTIUNONG TNG
moldétTnNTag (WNE, TOo oToio UMmopEl va Xpnotpomolndei otov euplTEPO XWPO TNG Yyeiag yia tnv alo-
Aoynon tn¢ molotnTag {wrg KAIVIKWY opdadwy, aAAd Kal uylwv atéuwv. Emiong, amotelei katdAAnAo
SeikTn agloAdynong Tou BepameuTIKOU AMOTEAEOUATOG KAl TWV TTAPEXOMEVWVY UTINPECIWV LYEIAG, aA-
A kat a&lémoto epyaleio Siepelivnong TnG moloTNTag (WG 0TO TTAAICI0 SIATTONTIOUIKWVY UEAETWV.

Né€eig evpeTnpiov: WHOROL-BREF, eykupdtnta, aflomoTia, moiotnta {wrg, SwHaTIKn voooc, Yu-

Xk Statapaxn.
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ithium augmentation is one of the best studied strategies for resistant depression. The lithi-
um dosage usually given is around 900 mg/day and plasma level is maintained in the range of
0.5-0.8 mEq/L. However, the administration of lithium in this dosage necessitates monitoring
of plasma concentration and increases the risk of toxicity and side effects. Since it has been
shown that low lithium levels increase serotonin turnover and enhance serotonin neurotransmission,
we thought it of interest to assess the efficacy of low dosage lithium augmentation for patients with
resistant depression. Fifty one patients suffering from severe unipolar or bipolar depression who
had failed to respond to treatment with venlafaxine 300-375 mg/day were included in the study and
treated as outpatients. Patients had previously been exposed to unsuccessful treatment with various
antidepressants, mostly SSRIs. After a washout period for previously administered antidepressants
of one week, the dosage of venlafaxine was rapidly titrated to 300 or 375 mg/day, corresponding to
about 5 mg/kg. The dose remained stable during the next six weeks. Additional antipsychotic medi-
cation was allowed to treat psychotic symptoms. Forty seven severely depressed patients who failed
to respond to 300-375 mg/day venlafaxine were, in addition, given lithium carbonate in low dosage
(300-450 mg/day). The Clinical Global Impression Improvement scale was used as the treatment out-
come. A score of 1 or 2 was considered as non-response. All patients gave informed consent to par-
ticipate in the study. Ratings were performed at baseline and after 1,2 and 5 weeks. Lithium plasma
concentration measurements were performed after 1 and 4 weeks. After 5 weeks of augmentation,
51% of the patients were rated as “much” or “very much” improved. Bipolar patients showed a better
response than unipolar (64.3% vs 45.5%, p<0.038). Most patients (76%) showed a rapid response (up
tp 7 days), and only 2 patients (4.6%) responded after more than 2 weeks The mean lithium plasma
level was 0.33£0.09 mEq/L. No significant differences were found in treatment response with regard
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to sex, family history, psychotic symptomatology and suicidal ideation. No troublesome side effects
were reported. Our results show that treatment augmentation with low lithium dosage may be as
effective as augmentation with higher dosage, is well tolerated and does not necessitate monitoring
of plasma level. Hence, an initial trial of augmentation at low dosage lithium may be the preferred
first choice in non-emergent situations. The low dosage also minimizes the risk of side effects and
drug-drug interactions. Prospective controlled studies to confirm our findings are needed as are
larger scale comparisons with therapeutic dose lithium augmentation.

Key words: Resistant depression, severe depression, venlafaxine, lithium augmentation.

Introduction

Many case reports, open trials, placebo-control-
led studies, reviews and meta-analyses of these
studies concluded that, there is significant evidence
to support the efficacy and utility of lithium aug-
mentation.'™ Lithium may cause severe adverse ef-
fects® and increases the risk of toxicity,® but is well
tolerated when lower doses are used. Moreover,
lithium administration necessitates careful moni-
toring of plasma concentration and also requires
multiple daily dosing. For these reasons, although
lithium augmentation is the treatment option of
first choice in refractory depression, it has lost
popularity and is not widely used. It is a common
practice to maintain serum lithium concentrations
in the range of 0.5 to 0.8 mmol/L. However, some
studies have shown that low lithium dosage may be
beneficial as augmentation strategy with plasma
level ranging between 0.15 and 0.40 mEq/L.””° The
present study was designed to evaluate the efficacy
of low lithium dosage augmentation in venlafaxine
resistant patients. With low dosage, troublesome
adverse effects, toxicity and possible drug-drug in-
teractions are avoided and treatment compliance
may be enhanced.

Material and method

Fifty one patients suffering from severe unipolar
or bipolar depression who had failed to respond to
treatment with venlafaxine 300-375 mg/day were
included in the study and treated as outpatients.
Patients had previously been exposed to unsuc-
cessful treatment with various antidepressants,

mostly SSRIs. After a washout period for previ-
ously administered antidepressants of 1 week, the
dosage of venlafaxine was rapidly titrated to 300
or 375 mg/day, corresponding to about 5 mg/kg.
The dose remained stable during the next 6 weeks.
Patients who did not respond were administered
lithium carbonate at a single evening dose as low
as 300-450 mg/day and this was continued for 5
weeks. Additional antipsychotic medication was al-
lowed to treat psychotic symptoms. The severity of
depressive episode was assessed using the Clinical
Global Impression-Severity of lllness (CGI-S)."° The
Clinical Global Impression- Improvement Scale (CG-I)
(7-points) was used as the main outcome measure.
A score of 1 or 2 was considered as non-response.
All patients gave informed consent to participate in
the study. Ratings were performed at baseline and
after 1.2 and 5 weeks. Lithium plasma concentra-
tion measurements were performed after 1 and 4
weeks. Vital signs, blood pressure and unwanted
effects were recorded at each visit. Differences
in demographic and clinical variables between
groups were analyzed by independent t-tests or x*
tests. The changes from baseline in CGl scores were
analyzed with paired t-tests.

Results

Forty seven patients (30 women, 17 men) re-
ceived lithium augmentation and were included for
analysis. Thirty three were diagnosed with unipolar
depression and 14 with bipolar affective disorder,
currently depressed, according to DSM-IV criteria.
Nineteen patients suffered from psychotic major
depression. Twenty (44.7%) had suicidal ideation
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and 8 (17%) had a history of attempted suicide in
the current episode. Four patients discontinued
during the augmentation period. Table 1 summa-
rizes the demographic and clinical characteristics
of patients, lithium dosage and plasma level. The
mean lithium dosage was 353.3+85.5 mg/day and
the mean plasma concentration 0.33+0.09 mmolL/
L. Five patients (10.6%) scored 7 (very severely ill)
in CGI-S scale, 34 patients (72.3%) scored 6 (severe-
ly ill) and 8 patients (17.0%) scored 5 (markedly ill).
The mean CGI-S score decreased from 5.91+0.62 at
baseline to 3.49 (+...) at the end of 5th week (t=11.2,
p-0,000). Twenty four patients (51%) scored 1 or
2 “very much” or “much improved” in CGI-I scale,
and 23 patients (49%) scored at least 3 at week 5.
Bipolar patients showed a better response than
unipolar (64.3% vs 45.5%, x*=6.87, p<0.038). Four
bipolar patients (28.6%) recovered in compari-
son with 1 unipolar (3.0%) (x’=4.68, p<0.03). Most
patients (76%) showed a rapid response (up to 7
days), and only 2 patients (4.6%) responded after
more than 2 weeks. None of the bipolar patients
switched to mania or hypomania during the treat-
ment period. No significant differences were found
in treatment response with regard to sex, family
history, psychotic symptomatology and suicidal
ideation. The most common adverse effects with
venlafaxine were nausea, sweating and headache.
No additional adverse effects were reported with
venlafaxine plus lithium.

Table 1. Study patients profile

No of patients 47
17:30
43.6=16.3 (20-69)

Sex (male: female)
Age (y)-(Range)
Diagnosis N(%)

Unipolar 33 (70.2)
Bipolar | 6 (12.8)
Bipolar Il 8 (17.0)
With psychotic symptoms 19 (40.4)
Without psychotic symptoms 28 (59.6)
Lithium dosage (mg) 353.3+85.5
Lithium plasma level 0.33+0.09
CGl Severity score 5.91+0.62

Mean venlafaxine dose (mg) 305 (300-375)
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Discussion

Of our patients (N=47), 51% obtained a posi-
tive response and 72.3% had at least a partial re-
sponse. This response rate was higher than that of
Hpencamp et al'' and Bertschy et al'' who found
a 35% and a 38.4% response respectively in venla-
faxine-resistant patients treated with lithium aug-
mentation. Mean lithium plasma levels in these
studies were 0.66+0.19 mEg/L and 0.81+0.22 mEq/L,
respectively. The overall 51% response rate in this
study is similar to that reported in previous studies
2-3 where higher lithium dosage was used. We also
found a 10.6% rate of complete remission in com-
parison with 9% of the study of Hoencamp et al"
and 23% of the study of Bertschy et al.”” No patient
withdrew for adverse effects due probably to the
low dosage of lithium. All patients were severely
depressed and had failed to respond to previous tri-
als with various antidepressants. A better response
to lithium augmentation of patients with more se-
vere depression was found by Bschor et al,”
found that severity of depression was a predictor of
response to lithium augmentation.

who

The low lithium dosage we used was well toler-
ated and the venlafaxine-lithium combination did
not cause additional adverse affects other than
those caused by venlafaxine. Patients with rapid
and dramatic response (5) had lower, but not sta-
tistically significant plasma level (0.3 vs 0.4 mEq/L).
Similarly, Thase et al* found lower plasma level in
patients who showed a rapid (within 3 days) and
complete recovery. Bipolar patients responded
better than unipolar patients to lithium aug-
mentation (p<0.03). The results in the literature
are contradictory. Similarly to Rybakowski and
Matkowski'* we found a better response when
improvement occured during the first week than
later.

Our results show that plasma lithium levels above
0.5 mEqg/L are not necessary to obtain treatment
response in refractory depressive patients. This is
consistent with several studies showing a good re-
sponse with low lithium levels. Kushnir et al” report-
ed a 100% response rate with plasma levels ranging
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between 0.15 mEqg/L and 0.40 mEq/L in a geriatric
population. Fava et al® reported that lithium aug-
mentation of fluoxetine (20-40 mg/day) was effec-
tive with dosage 300-600 mg/day and plasma 0
levels 21+0.11 mEq/L.

Lithium acts through multiple pathways to in-
hibit glycogen synthetase kinase-3 beta (GSK3
beta). This enzyme phosphorylates and inhibits
nuclear factors that turn on cell growth and pro-
tection programs, including the nuclear factor of
activated T cells (NFAT) and WNT/beta-catenin. In
animals, lithium upregulates neurotrophins, in-
cluding brain-derived neurotrophic factor (BDNF),
nerve growth factor, neurotrophin-3 (NT3), as
well as receptors to these growth factors in brain.
Lithium also stimulates proliferation of stem cells,
including bone marrow and neural stem cells in
the subventricular zone, striatum, and forebrain.
The stimulation of endogenous neural stem cells
may explain why lithium increases brain cell den-
sity and volume in patients with bipolar disorders.
Lithium also increases brain concentrations of the
neuronal markers n-acetyl-aspartate and myoi-
nositol. Lithium also remarkably protects neurons
against glutamate, seizures, and apoptosis due to
a wide variety of neurotoxins."

PSYCHIATRIKI 23 (2), 2012

It has been proposed that in depression lithium
augmentation may promote improvement via an
increase of central serotonergic function.' This may
indicate that low dose lithium may further increase
serotonergic function to produce a therapeutic ef-
fect, while higher doses may cause adverse effects
via serotonergic stimulation. It has been shown that
low plasma levels of lithium (0.1 mEq/L) increase
the turnover of serotonin neurons and enhance se-
rotonergic neurotransmission.'®

Our results indicate that low dosage lithium aug-
mentation is an effective and well tolerated treat-
ment for the more severely depressed patients who
are refractory to venlafaxine with a response rate
of at least 50% after a period of 2-3 weeks. The low
dosage makes the lithium-antidepressant combina-
tion safe, user friendly, not necessitating monitoring
of plasma lithium concentration and practically with-
out risk of toxicity and drug interactions. Prospective
controlled studies to confirm our findings are need-
ed.” In addition larger scale studies comparing ther-
apeutic to subtherapeutic lithium augmentation or
perhaps sequential treatment, initially with subther-
apeutic and then with therapeutic does in bipolar
versus unipolar non-responders would be useful for
algorithm treatment of depression.

€Evicxuon pe xapnin oocn ABiov TG aywyrg
pe Bevilagalivn ctnv avlektikl kataddwpn:
Muwa avowxt} penérn

B. AAefiCog, H. AAeBiCog, A.A. Aeovapdov, I.M. ZépBag

A’ Yuxiatpikry Khivikn Mavemotnuiov ABnvwy, Ayivriteio Noookoueio, ABriva

Wuyiatpikn 2012, 23:143-148

H egvioxuon tTn¢ avtikatabAMTIKAG aywynig pe AiBto gival pia amd Ti¢ KAAUTEPA HENETNUEVA
OTPATNYIKEC YIa TNV avOeKTIKA KaTdBApn. H Socoloyia AMibiou cuviBwc gival mepimov 900 mg/
nuépa kat to eninedo Tou mMAdopatog Statnpeital otnv meploxn tov 0,5-0,8 mEq/L. Qotdoo,
n xopriynon tou ABiov oe auth tn docoloyia amattel TNV mMapakoAolBNON TNG CUYKEVTPW-
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ong oto MAdopa Kal av€dvel Tov Kivéuvo Tng To&IkOTNTAC KAl AAAWV aVvEMBUUNTWY EVEPYELWV.
Aedopévou OTI €xel amodelxOei 0TI Ta xapunAd emimeda tou AMBiou au§dvouv TNV avakUKAWoN
NG ogpoTovivng Kal TNV gvioxuon tng veupodiafifaong pe oepOTOViVN, OKEPTAKAME OTL TIa-
pouotalel evllagépov yla TNV a§loAdynon tnG amoTEAECUATIKOTNTAG TNG EVIOXUONG ME XAUNAR
Soooloyia AiBiou yia acBeveic pe avOekTIK KaTAOMYN. Mevivta évag aobeveic mou émaoyav
amé oofapry povomoAikn 1 SumoAikr KatdOApn kai mou dev avtamokpibnkav otn Bepameia pe
Bevhapaivn 300-375 mg tnv nuépa cUPTEPLEANPONCAY 0TN HEAETN WG e§wTepLkoi aoBeveic.
Ot aoBeveig eixav mponyouuévwe ektebel oe avemtuyr Bepameia pe did@opa avTiKaTabAITTIKG,
w¢ €mi To MAgioTov SSRI. MeTd amd pia mepiodo ékmivong piag eBSopddacg yla mponyouuévwg
xopnynBévta avtikatabAimtikd, n 6éon tng BevAagadivng taxéwg tithomoindnke og 300 ) 375
mg/nuépa, 66on mou avtioTtolxsi o€ mepimou 5 mg/kg. H 66on mapépeive otabepny katd tn Stdp-
Kelo Twv emépevwy €€L eBSopddwy. MpdobeTa avTIPYuxwolkd @ApUaKa EMITPETOTAV VA Xopnyn-
BoUv yla T Bepameia Twv PUXWOIKWY CUUTTTWHATWV. 2€ 47 cofBapd KaTtaBAImTIKoUg aoBeveic ol
omoiol amétuxav va avtamokplBouv oe 300-375 mg/nuépa BevAagaivng xopnynbnke otn ou-
véxela avBpakikod AiBlo og xapnAég 66oeig (300-450 mg/nuépa). H CGl xpnotpomotidnke yia va
aflohoyrioel To anotéheopa tng Bepanciac. O Babudc 1 1 2 Bewpndnke w¢ pun amdvtnon. Olol
ol aoBeveic ¢dwoav ocuykatdBeon yla Tn CUPPETOXN 0TN HEAETN. BaBuoloynoeig mpayuatormol-
nonkav katd tnv évapén kat uetd amd 1, 2 kat 5 eF6opddec. METPOELC TNG CUYKEVTPWONG TOU
ABiou mMAdopatog éytvav HeTd amo 1 kat 4 eBSouddec. Metd amd 5 fdoudadeg, 10 51% Twv aoBe-
VWV BeATILONKE «TTOAU» 1 «Ttdpa TOAU». AtrmoAikoi acBeveic avtamokpiBnkav KaAUTEPa amo Toug
povoroAikoUG. To péoo emimedo tou AiBiov oto mAdopa Atav 0,33+0,09 mEq/L. Aev BpéBnkav
oNMAvTIKEG Slagopég oTnV avtanmdkplon otn Beparmeia oe oxéon Pe TO GUAO, TO OLKOYEVELOKS
IOTOPIKO, TNV YUXWTIKN CUUTITWHATOAOYIA KAl TOV AUTOKTOVIKO 18£a0po. Agv avagépbnkav on-
MOVTIKEG avemBUUNTEG evépyelec. Ta amoteAéopaTd pag Seixvouv 0TI N evioxuon tng Ogpameiag
ME xapnAn doon Abiou pmopei va givat e€icou amoTEAECUATIKN UE TNV gvioxuon Ye PEYAAUTEPN
Soooloyia. H xapnAng 6on¢ evioxuon eivatl kaAd avektr kat dev amaitei mapakoAouOnon tTwv
emmédwv MAdopatog. Qg ek ToUTOU, pla MPWTN SOKIUA TNG avénong oe XaunAég AtBiouv §don
pmopei va gival n TPOTIMWHEVN TTPWTN ETIAOYR O€ PN AVTATOKPIVOUEVEG KATABANYELG. H xapnAn
Soooloyia ehaxlotomolel Tov Kivouvo avemBupuntwy evepyelwv Kat aAAnAemdpdoewv petady
@apHAKwV. XpetdlovTtal HENETEG e OPASEC EAEyXOU Yia va eMPBERAIOOLY TA EVPNUATA HAG, Ka-
Bw¢ kal peyalutepa Seiypata aobevwy Pe ev ouvexeia avEnon tng 66ong Tou Aibiou GTOUG UN
AVTATTIOKPIVOUEVOUC 0TN XaunA 66on acBeveic.

NéEerg evpeTnpiov: AvOekTIKN KATABAYn, coBapn katdOAyn, Bevhagadivn, evioxuon pe Aiblo.
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ver the last decade several studies have discussed the association between serum choles-

terol, depressive disorders and suicide. A specific psychological variable related to affect is

alexithymia. Alexithymia has been linked to depression and suicidal behaviour. Concerning

lipid levels there are several studies that suggest changes in serum lipid composition maybe
related to depression and suicidal behaviour. In this study we examined the possible relationship be-
tween alexithymia, depression and serum lipids in suicide attempters. We studied 50 non-violent suicide
attempters (drug overdosers) with a mean age of 35.0 (+12.2) years. Alexithymia was measured using
the Shalling-Sifneos Personality Scale Revised (SSPS-R) and depression using the Montgomery-Asberg
Depression Rating Scale (MADRS). Serum lipids concentrations were determined by enzymatic method
within 24h of hospital admission. For the statistical evaluation Spearman’s rank correlation coefficients
were used. The mean serum lipid levels were: total serum cholesterol (TC) 175.2 (+29.6) mg/dL, high-
density lipoprotein cholesterol (H-DLC) 47.08 (+13.1) mg/dL, low density lipoprotein cholesterol (L-DLC)
109.5 (£23.5) mg/dL and the mean serum triglycerides (TR) level was 89.4 (+39.1) mg/dL. The mean scores
on the questionnaires were: SSPS-R 10.3 (+3.7), MADRS 33.5 (£5.9). There were significant correlations
between: (a) SSPS-R score and MADRS score (r=0.439, p<0.001), (b) SSPS-R score and TR level (r=0.323,
p<0.05). There were no significant correlations between MADRS score and any of the lipid fractions
measured. To our knowledge, only few studies have examined the association between alexithymia and
clinical-psychopathological parameters in suicide attempters. There are no previous studies comparing
serum lipid profile with alexithymia in suicide attempters. This is the first study to compare at the same
time serum lipids, alexithymia and depression in suicide attempters. The results suggest that although
there was a strong relationship between alexithymia and depression in suicide attempters only alex-
ithymia was correlated to Serum triglyceride levels.

Key words: Alexithymia, depression, serum lipids, suicide attempt, drug overdose.
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Introduction

The term “alexithymia” was introduced in 1972 by
Peter Sifneos.' It has originated from the Greek words
a=lack, lexis=word, and thymos=feeling. Alexithymia
(AL) is considered to be a difficulty in the awareness
of one’s feelings and/or a difficulty of finding words
to describe one’s own feelings.>* Subjects with alexi-
thymia fail to express their feelings, avoid interper-
sonal conflicts and display more negative affects.
Alexithymia is not unique to depression, but is seen in
about to 45% of patients with depression. Its presence
in major depression has also been linked to severity of
depression and suicide risk.*® Some studies have sug-
gested an association of low cholesterol levels with
increased morbidity of depression and/or suicidal
behaviour.”® However, recent research findings are
inconsistent, thus, increases, decreases or no change
in serum lipid levels have been reported in patients
with depression and/or suicide attempts.'”'" The aim
of this study is to examine possible relationships be-
tween alexithymia, depression and serum lipids in a
group of non-violent suicide attempters.

Material and method

Fifty suicide attempters by drug overdose (non-
violent way) consecutively admitted to Pathology
Department, Red Cross General Hospital, Athens
were included in the study. There were 68% women
and 32% men with a mean age of 35.0 (+12.2) years.
All attempters provided informed consent after re-
ceiving a full explanation of the study. Information
regarding demographic data, past psychiatric and
medical history, medication used, alcohol intake, in-
toxication at the time of suicide attempt, body weight
and height as well as history of suicide attempts were
collected using a semi-structured interview schedule.
Attempters less than 18-years old or more 59-years
old, subjects with current infection or serious medical
iliness, female attempters on contraceptives, patients
with eating disorders or drug abuse were excluded.
Subjects were free of drugs known to affect lipid
levels. All subjects had normal blood tests including
haematological, renal, liver and thyroid function tests.
Blood sample was drawn by venipuncture the day
after the suicide attempt at 8 a.m. Serum lipid con-
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centrations were determined by enzymatic methods.
All attempters were assessed concomitantly using the
Schalling-Sifneos Personality Scale Revised (SSPS-R)™
and the Montgomery-Asberg Depression Rating Scale
(MADRS)"” by the same psychiatrist-rater. Data were
analyzed using the SPSS software for windows (ver-
sion 8.0). For the statistical evaluation Sperman’s rank
correlation coefficients were used.

Results

The mean total serum cholesterol (TC) level of the
attempters was 175.2 (+29.6) mg/dL, the mean high-
density lipoprotein cholesterol (H-DLC) level was 47.08
(£13.1) mg/dL, the mean low density lipoprotein cho-
lesterol (L-DLC) level was 109.5 (+23.5) mg/dL and the
mean serum triglycerides (TR) level was 89.4 (+39.1)
mg/dL. The mean SSPS-R score was 10.3 (£3.7) and the
mean MADRS score was 33.5 (+5.9). We found signifi-
cant correlations between SSPS-R score and MADRS
score (r=0.439, p<0.001) as well as between SSPS-R
score and TR level (r=0.323, p<0.05). There were no
significant correlations between MADRS score and
any of the lipid fractions measured (table 1).

Discussion

During the past decades several epidemiological
studies have described an association between low-
er cholesterol concentrations and increased suicide
risk."*"> However, recent clinical studies concerning
cholesterol levels in depressed patients with or with-
out suicidal behaviour had contradictory results,”"'6
To our knowledge, there are few studies on the asso-
ciation between AL and clinical-psychopathological
parameters in suicide attempters'®2° and there are no

Table 1. Intercorrelations between SSPS-R score,
MADRS score and serum lipid levels
MADRS TC H-DLC L-DLC TR
SSPS-R r=0.439 r=0.195 r=0.096 r=0.275 r=0.323
p<0.001 NS NS NS p<0.05
MADRS r=0.192 r=0.076 r=0.226 r=0.067
NS NS NS NS

SSPS-R=Shalling-Sifneos Personality Scale-Revised,
MADRS=Montgomery-Asberg Depression Rating Scale
TC=Total Cholesterol, H-DLC=High-Density Lipoprotein
Cholesterol, L-DLC=Low-Density Lipoprotein Cholesterol,
TR=Ttriglycerides
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studies comparing serum lipid profiles with AL in sui-
cide attempters. This the first study to compare at the
same time serum lipids, AL and depression in suicide
attempters.

Several limitations of this preliminary study are
worth noting: (@) Serum lipids were measured after
attempted suicide and not before it; thus we were
unable to control several conditions that may have
affected serum lipid levels (b) Although subjects on
drugs known to affect lipid levels were excluded, the
absence of a washout period of psychotropic drugs
should be taken into account (c) The relatively small
sample of attempters by non-violent ways, limits the
generalizability of our results in the whole group of
suicide attempters.

The first finding of this study is the strong relation-
ship detected between AL and depression in suicide
attempters. This result is consisted with a previous
study® and reinforces the hypothesis that subjects
with AL are more prone to both depression and sui-
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cidality.* The second finding was that although there
were no significant correlations between depression
and serum lipids, there was an association between

alexithymia and serum TR. Several mechanisms have
been suggested to describe the potential effect of
lipids metabolism on depression and/or suicidal be-
haviour. Perttinen®' has suggested that lipid concen-
tration and suicidal behaviour are possibly connected

with interleukin-2, a cytokine produced by T cells that
causes an increase in serum TR levels. Martin and

Pihl*? proposed the “stress-alexithymia” hypothesis

in which patients with alexithymia may be suffering

from chronic stress that, can promote increases in

inflammatory factors such as interleukins and C-reac-
tive protein.?® According to Finset et al** alexithymia

is related to high cortisol levels, which also, may in-
crease the release of interleukins. Further studies are

necessary to elucidate the relationship between alexi-
thymia, depression and suicidality and the biological

mechanisms involved in these conditions.

Afe€0upia, katadduyn Kat emimeda AumMdiwv

oPOU GE amomMEIPABEvVTIEC auToKkTovia

K. MamAog,' M.I. XaBdakn-Kovta&dkn,? M. Qepevrivog,®
M. Aacormovlov,* B.MN. Kovta&aknc®

"Wuxiatpikr KAwikr, leviké Nogokouegio Noonudtwv Owpako¢ ABnvav «Swtnpia», ABAva,
2A" Yuxiatpikn Khvikn Mavemotnuiov ABnvav, Aywriteio Noookoueio, ABriva,

3B’ Yuyiatpikry Khvikn Mavemotnuiov ABnvav, NN «Attikév», ABAva, *B” MEN, IIN Maidwv «Ayia Sogia», ABAva

Wuxlatpikn 2012, 23:149-152

Katd tn S1dpkela NG TeAeuTaiog SeKAETIOC OPKETEC LENETEG £XOUV SIEPEVVITEL TN OXEON HETAEL
XOANOTEPOANG, KATABAYNG Kal auTtoKToviag. AvAPEsa OTIC EISIKEC PUXONOYIKEC TTAPAUETPOUC TTOU
oxeTiCovtal pe 1o Bupikd gival kal n ake€lBupia. H ake€lBupia éxel cuoxeTIoOei TOOO pe TNV KATAOAL-
Pn 600 KAl PE TNV AUTOKTOVIKI CUPTTEPLPOPA. ETriong, apKeTEC LEAéTEG uTTOOTNPICOUV TN CUOXETION
avdueoa ota emimeda Aimdiwv opoU, TNV KATABAYN Kal TNV AUTOKTOVIKH CUUTIEPIPOPA. 3TN UENETN
auth e€etdoape Tnv mBavr cuoxétion petay ale§lBupiag, katddBAYPNg kat emmédov Mimbiwv oe
ATTOTIEIPABEVTEG AUTOKTOVIA. XTN WEAETN oUPTTEPLEANPONCAvV 50 amomelpaBéVTEG AUTOKTOVIA PE 1N
Biaio tpomo (umépRacn Socoloyiag apudkwy) He péon nAikia 35+12,2 eTwv. H ale§lBupia ekTipn-
Onke pe ™ xpnon tng Avabswpnuévng KAipakag Mpoowmikétntag twv Shalling-Sifneos (AKMZY), kat
n KatdOAyn, pe Tnv KAipaka KatdOAipng Montgomery-Asberg (KKMA). Ta enimeda Aimbiwv otov
op6 mpoaodiopiotnkav pe evluuatkr pébodo péoa os 24 WpPeC anmd TNV ElCAYWYH TWV ATIOTIEIPABDE-
VTWV QUTOKTOVIO 0TO VOGOKOWUEIO. H 0TATIOTIKA avAAuon €YIVE JE TO OTATIOTIKO TTaKETO SPSS (ékdo-
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on 8,0), Kal XPNOILOTIOIONKE 0 CUVTENECTIC CUCXETIONG TOU Spearman. H péon Tipr XoAnotepoing
opou (OX) Twv amomelpabévtwy ntav 175,2 (£29,6) mg/dL, n péon Tiun TG VYNARG TTUKVOTNTAG XO-
AnotepdAng (YMX) Atav 47,08 (£13,1) mg/dL, n péon Tiun TNG XapNAARG mukvoTnTag XoAnoTtePOANG
(XNX) Atav 109,5 (£23,5) mg/dL kat n péon Tiun Twv ttyAukeptdiwv opou (TP) Atav 89,4 (£39,1) mg/
dL. H péon T tng AKNZX Atav (£3,7) kat n péon T tng KKMA ntav 33,5 (+£5,9). Bpébnkav on-
HOVTIKEG ouoxeTioelg avapeoa otnv AKMNZE kat tnv KKMA (r=0,439, p<0,001) onwg emiong avapeoa
otnv AKMXX kat ota emimeda twv TP (r=0,323, p<0,05). Aev aveupéOnoav CNUAVTIKEG CUOXETIOEIG
avapeoa otnv KKMA kat ota emimeda twv Amdiwv opol. EAAXI0TEG ENETEG ExOUV SlEPELVVNOEL TN
ouoXéTion HeTady aAle€lBupiag kat AAAWY KAIVIKWV-PUXOTTIOOONOYIKWY TTAPAUETPWY OTOUG ATTOTIEL-
PaBEVTEG AUTOKTOVIA. AEV UTIAPXOUV TTPONYOUUEVEG HEAETEG TTOU Va SlEpEVVOUV TN OXE0N AVAUESA
ota AMimidla opou kat tnv aAe€lBupia o amomelpabévteg autokTovia. H peAéTn autn givat n mpwtn
mou SlEpeuvA TauTOXPOoVa TN oxéon avdueoa ota enimeda Aumdiwv opov, Tnv aie€lBupia kat TNV Ka-
TAOAYN o€ amomelpabévteg autokTovia. Ta amoteAéopata TG peAétng Seixvouv 0TI av Kal uripée
ONUAVTIKA CUOXETION HETAEL aAe€BUpiag Kal KATAOMYNG 0TOUC aMOTTEIPABEVTEG AuTOKTOVia, PdVO
n aAe€Bupia cvoxetiodnke pe ta emimeda TptyAukepLdiwv opou.

Né&eig eupeTnpiov: ANe€1Bupia, kataBAn, Aimmidia opov, andémelpa autokToviag, umépPaon dooo-
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he 30.7 Aristotelian problem is the most comprehensive and organized analysis of the phenom-

enon of melancholy in Aristotelian Corpus. Although, there are serious doubts if this text, as it

was survived today, was written by Aristotle (384-322 B.C.) or by one of his followers —perhaps

Theophrastus (372-287 B.C.)- nevertheless it is widely accepted that reflects the authentic
ideas of Aristotle. The two counterbalancing sentiments, this of mirthfulness and this of moroseness,
which are attributed in the text to the “melancholic” persons, introduce the primary difficulty, in
order to be understood the unclear notion of melancholy in this work. All the previous approaches
understood these sentiments, as diversity in the symptomatology of melancholy that is the ancient
mental disorder which is similar to modern depression. But according to our point of view, this text
is a study of pathological physiology, underling the significant role of black bile as the causative
factor of the above two emotions in humans under the specific influence of temperature. Humor's
overheat had as result the mirthfulness and its overcooling the moroseness. The reference to the
healthy people and the graduation of the quantity of black bile in human body, as little, middle
and massive, which is associated to the mentally ill persons, indicate that these two emotions were
not only recognized as pathological manifestations of patients, but also as temperamental charac-
teristics of healthy people, which arise from the same alteration of this humor, when its quantity is
limited. Examining deeper the psychopathological aspect of this content, we may assume that, due
to the fact mirthfulness was presented in the form of excessive enthusiasm, passion and courage and
on the other hand moroseness by the distinctive elements of irrational fear, indolence and absurdity,
the first one referred to mania and the second to melancholy, since their descriptions correspond to
the basic features of each disease. Therefore, under the new reading, black bile should be perceived
as the common source of the above two mental disorders, expressing the Aristotelian version of
their correlation, which preoccupied many of the ancient Greek physicians as Themison (1st century
B.C.) and his followers, Rufus of Ephesus (1st century A.D.), Galen (130-201 A.D.) and Aretaeus of
Cappadocia (2nd century A.D.). This one probably derived from the difficulty to be fixed the limits
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between these two diseases, because anger and fear could be present in both situations provoking
the confusion. Finally, we should reject the hypothesis of bipolar disorder’s presentation, because
text’s generality does not allow the limitation to only one pathological phenomenon, while the ab-
sence of particular data on the duration and sequence of the two different emotional states acts as a

deterrent for such a conclusion.

Key words: Aristotelian Problem 30. 1, melancholy, bipolar disorders.

Introduction

The most extensive and well organized analysis of
melancholy in Corpus Aristotelicum is found in the
work, Problemata 30.1." Although there are serious
doubts if this text, as it is survived today, was written
by Aristotle (384-322 B.C.) or by one of his followers

—perhaps Theophrastus (372-287 B.C.)- nevertheless
it is widely accepted that reflects the authentic ideas
of Aristotle.?

The two counterbalancing sentiments, this of
mirthfulness and this of moroseness, which are at-
tributed in the text to the “melancholic” persons,
introduce the primary difficulty, in order to be un-
derstood the unclear notion of melancholy in this
work. In the previous interpretations, these two con-
travening sentiments were considered as two differ-
ent manifestations of the patients suffering of mel-
ancholy.?

At this point, it should be pointed out that in an-
tiquity the term “melancholy” was referring to the
diseases which had as cause the excessive accumula-
tion of black bile.* These included the mental disor-
der similar to modern depression and all the diseases
of the body originated from this humor.

The term “melancholy”
on 30.1 Aristotelian problem

Aristotle used as pretext the introductory ques-
tion, why distinguished intellectuals and poli-
ticians seem to be “melancholics”, in order to
present his theory about the role of black bile and
its impact in human psychology. Under the influ-
ence of temperature started the disease of mania
and melancholy, as they were perceived in an-
tiquity." Also this model was extended in healthy

people, in order to explain their sentiments and
comportments.

It is very important to remember that the term
“melancholy” was never used in any work of Corpus
Aristotelicum, nor in this one as one could expect,
instead it was used the term “malancholics”. The
main subject here is black bile,® which is believed
to be composed by heat or cold, whereas is cold by
nature. The fundamental idea lies on its transforma-
tion. If becomes hooter, provokes cheerfulness and
if colder, sullenness. This alteration is also reinforced
by the other humor’s element, the “pneuma’, that is
the air, which helps the changes of the temperature.
Therefore, the comparison of black bile with wine
and drunkenness was an evidential example of this
theory due to their similarity in element components
regarding the first one and its effect on the man re-
garding the second.’

Having in mind that the two counterbalancing sen-
timents are attributed in the text to “melancholics”
and also that black bile is considered as “éthopoios”
(the factor which defines human moral),' we lead to
the conclusion that the term “melancholics” should
not be confused with the similar one used by an-
cient doctors for those who suffer from the mental
disorder of melancholy. In this case, we believe that
on 30.1 Aristotelian problem are described the men,
whose psychology is influenced by black bile, which
under the above specific procedure will induce the
two different results either in the form of the above
two mental diseases, regarding ill people or as two
counterbalancing temperaments, regarding the
healthy.

The fact that mirthfulness was mainly presented

in the text by over excitation and uncontrolled
lust or gritt and on the other hand moroseness
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by irrational fear, indolence and absurdity, which
were the basic distinctive features in mania® and
melancholy,” allows us to conclude that Aristotle
by the term “melancholics” meant mania and mel-
ancholy (depression) too, having also in mind that
he characterized these comportments as “manic”
and “melancholic” manifestations.? According to
the above, all the mythical or historic personages
mentioned in the text, can be classified in each
disease (Hercules, Ajax, Sibyllai, Bacchics, Marakos
the Syracusian, Archelaos of Macedonia in mania
and Bellerephon, Empedocles, Plato, Socrates in
Melancholy).

Very useful was the example of suicide by hanging
of young and elderly, which served as an explanatory
lesson simultaneously for these two diseases and for
the pathological mechanism of heat and cold, paral-
leled too to the analogous activity and effect of wine
and drunkenness. That is the association of youth to
heat and therefore mania and of old age to cold and
melancholy.' Besides, it was widely accepted by the
ancient Greek doctors that these two mental disor-
ders were related to these groups.®

On the other hand, the resemblance of the above
elements to the proportional feelings and the con-
secutive comportments presented in the personality
of healthy people probably led to the acceptance
that there is a common cause for both ill and healthy
men, this of black bile.'

But this correlation entailed the risk of confus-
ing healthy people with patients. Therefore it was
necessary their distinction, which was achieved by
the gradation of the quantity of black bile in the
human body, as small, middle and massive. Limited
amounts of the humor were linked to milder mani-
festations and associated to healthy people and on
the other hand greater to acute symptoms and the
patients.

This new interpretation convinces the discrepancy
that can be raised in the birth or the understanding
of these antithetical sentiments, if they are assigned
only to melancholy. Besides, we should not forget
that melancholy was distinguished from the other
mental disorders by the moroseness which charac-
terized the patients.’
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The only question in this different approach con-
cerns the absence of a definite declaration that
overheated black bile can generate mania. But this
idea, which in this text derives inferentially, was not
out of the Aristotelian though, since it is declared in
the Aristotelian work, Problemata 1.12." About the in-
troductory question, we assume that it was used as
pretext, in order to be expounded the theory of the
action of the black bile in human body, which was
believed to have a fundamental role in the indissolu-
ble relation of body and soul-mind." In addition, this
new reading comes in analogy with the problem of
interrelation of mania and melancholy, which had
preoccupied many ancient Greek doctors. This prob-
ably derived from the difficulty to be fixed the lim-
its between these two disorders, because although
the special clinical image of each disease indicated
a different illness, the observation of anger and fear,
which were probable in both situations and differen-
tiated from the predominant characteristics in each
case, even if they did not override them, provoked
the confusion.

This one was expressed in many ways. The fol-
lowers of Themison (1st century B.C.) had consid-
ered melancholy as a form of mania' as Caelius
Aurelianus (5th century A.D.) informs us. Rufus of
Ephesus (1st century A.D.)'” and Galen (130-201
A.D.)" tried to describe a mechanism that produced
black bile according to the principal that overheat
of yellow bile, which was the main factor for mania,
gave this result. Rufus of Ephesus added also over-
cooling, while pointing that melancholic humor
can be present by nature to some people, letting
us to believe that this Aristotelian Problem was
his prototype, but replacing black bile with yel-
low."? Aretaeus of Cappadocia (2nd century A.D.)
combined these two main ideas, thinking that mel-
ancholy is the start or part of mania presenting a
pathological mechanism having as tool the dryness,
which was an obvious result of overheat." In con-
clusion, we should reject the hypothesis of bipolar
disorder’s presentation, because text’s generality
does not allow the limitation to only one disease,
while the absence of particular data on the dura-
tion and sequence of the two different emotional
states acts as a deterrent for such a conclusion.
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To 30.1 MpdéBAnua tou Corpus Aristotelicum (AploToTeNIkS ZUvTayUa) amoTeAEl TNV 1o KaAd dopun-
pévn avdluon tng HeAayxoAiag mou umdpyel o€ auTr TN cUAAoyN. Mapd TiG coPBapég ap@iBohieg
TTIOU YEVVWVTAL Y1 TO AV TO CUYKEKPIUEVO KEiPEVO, OTTWG SlacwOnke, gival ypaupévo amd tov idlo
Tov AploToTéNN (384-322 1. X.) f KATOLoV Ao ToUG omadoU¢ Tou —He To mMOavo Tov OedPpacTo
(372-287 1. X.)- evtouTolc Bewpeital 6Tl eEKPPAlel TIC TPAYHATIKES APIOTOTEMKEG avTIANYELS. Ta Suo
avtippoma cuvaloBruata, TnG evBupiag kat Tng SucOupiag, Tou amodidovtal 6TOUG «UENAYXOAL-
KOUG», CUVIOTOUV TNV KUpla SUCKOAIO 0TO va YiVEL QVTIANTITH N aoa@nG évvola TnG pehayxohiag oe
auTd TO €pYO0. X ONEC TIC TIPONYOUEVEC TIPOCEYYIOELC TA TTAPATIAVW £YIVAV AVTIANTITA WC TTOAUUOP-
@ia 0Tn ouunTwpatoloyia TNG peAayxoAiag, SnAadr TN YuxIKAG vOoOU 0TV apxXaldTtnTa IOV TTIPO-
oopoiale otn olyxpovn KATtdOAyn. Katd tnv amoyr pag, To KeiPeVO autd oTnV MPAYHATIKOTNTA

amoTeAEl pia HEAETN TABOAOYIKAG PUGLONOYIAE, 0TV oTToid TTapousIAleTal N APLOTOTENIKN 16€a yia

TOV KATAAUTIKO POAO TNG HEAALVAG XOANAG WG AITIOAOYIKOU TTapdyovTa Slapop@waong Twv SU0 CUYKE-
KPLUEVwy ouvaloBnpdtwy otov avBpwro. O pnxaviopog yévvnong Toug otnpixdnke otn HeTafoln

NG BeppoKpaciag Tou XupoU, WoTe n umepBEpavor] Tou va TPokKaAei Tnv euBupia kat n Yuén tou Tn

SucBupia. Opwg, n avagopd oToug LYIEiG kal n Slafaduion Tng moodTNTAG TNG HEAAIVAG XOANG OTO

avOpWIIVo OWHA OE PIKPN, HECAIa Kal HEYANN, ME TNV TEAEUTAIA VA avayvwpileTal 0Toug PuxIKA

TMAOXOVTEC, UTTOSEIKVUEL 0TI Ta SUo cuvaloBripata dev meplopifovtav pévo we maboAoyIKEG eKONAW-
O€1¢ TwV aoBevwy, aAAd Aeltoupyoloav aKOUN Kal w¢ yvwpiopata tng ISloocuyKpaoiag Twv Lylwy, Td

oroia MpoékumTav amod To idlo oxnua. Ocov agopd oTo YuxormaBoAoYyIKO TTEPIEXOUEVO, ETIEION N V-
Bupia SNAwONKE Pe TN HOPPH TOU UTTEPUETPOU EvBoUTIacpoU, Taboug katl Bdppouc kai n ducBupia

HE Ta SIAKPITIKA OTOlXE(d TOU TAPAAOYOU @SRV, TNG VWXEAELQG KAl TNG HWPIAG, LAG EMTPEMETAL Va

UTTOBE00UE OTL N TPWTN TIAPETTEUTIE OTN VOOO TNG Haviag Kat n SeUTepn o€ eKeivn TNG LEAAYXOAIAG,
a@oUL AUTEC Ol TIEPLYPAPEG AVTIOTOLXOUOAV 0TA BACLKA XAPAKTNPIOTIKA TwV SU0 aoBevelwY, OTIWG

Ta avTiAapBdavovTav otnv apxatdTnTa. ZUUEWVA PE TN VEA EpUnveia, n péAatva XoAr yivovtav avti-
ANTTTA WG N Ko TNy Twv §V0o VoWV, WOTE PE AUTS ToV TPOTIO va EKPPACETAL N APIOTOTENIKN €K-
S0xN TOU CUGKETIOHOU TOUG, TTOU ArmaoXOANOE ApKETOUG amd TouG apxaioug EAANVEG laTpoUg, OTTWG

Tov O¢gpiowva (1o¢ m.X. albvag) Kal Toug omadolg Tou, Tov Pougo tov Epéato (Tog p.X. aiwvac), Tov

FaAnvé (130-201 p.X.) kat Tov Apetaio Tov Kanmadokn (20¢ W.X.). AUTOGC 0 CUGKETIOUOC mBavéoTata

ATav 10 anoTtéAeopa TNG SUOKOAIAG 0TOV KABOPLIOUO TWV 0piwV TwV SUO YPUXIKWVY SlaTapaxwy, EMEl-
61 n opyn Kat 0 @éPo¢ mou amotedovoav €161k yvwpiopata TNG paviag Kat TG LEAAyXoAiag avTi-
oTolxa, Atav Suvatd va epeavioTolv Kal oTiG V0 AUTEG KATAOTACELS, TTPOKAAWVTAG oUyxuon. TENOG,
Ba mpémnel va amoppiPoupe TNV uTOBeoN TN SIMOAIKIAC Statapayig, YIOTi N YEVIKOTNTA TWV AvVaQo-
PWV avepwvel OTL SeV APOPA AMOKAEIOTIKA O €va PdVo TTABOAOYIKO QAIVOUEVO, EVW N ATTOUGIA

COQWV OTOIXEIWV WC TTPOC TN XPOVIKN éKTaon Kat tn Stadoxr Twv 00 SlaPopPETIKWY cuvaleOnuaTl-
KWV KATAOTACEWV AEITOUPYOUV AVACTANTIKA WE TTPOG AUTH TNV TAUTION.

Né€erg evpeTnpiov: Apiototedikd mpdBAnua 30.1, pehayxohia, Stmohikry Statapaxn.
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Case report

Glandular cystitis and lithium intoxication
in a patient with bipolar disorder
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42-year-old woman, with a 12-year history of bipolar disorder was referred to our de-

partment due to tremor, sedation, dysarthria, polyuria and polydipsia. She had been

on lithium monotherapy during the last 3 years. On admission, her cognitive status

was intact, and neither depression nor euphoria was reported. Lithium plasma levels
were 1.6 mEg/L, whereas creatinine and urea levels were 2.8 IU/L and 110 IU/L, respectively. The
patient did not take other medications or misused lithium. Lithium was immediately discontin-
ued. Ultrasound scans of the urinary tract were suggestive of bilateral hydronephrosis second-
ary to bladder contraction and cystoscopy-guided bladder biopsy revealed glandular cystitis a
benign tumour into the bladder’s wall, which impeded the bladder’s contraction leading to hy-
dronephrosis and subsequent toxic lithium plasma levels. The patient was switched to valproate
and was referred for surgical excision of the lesion. One year later, she was in good physical
and mental health under treatment with valproate (1000 mg/day). This is the first case report of
grandular cystitis leading to lithium intoxication by impairing renal function. Acute renal failure
leading to lithium intoxication would be possible. However, a thorough imaging, endoscopical
and histological study revealed glandular cystitis as the cause of renal impairment. Although
physicians are alert about lithium’s toxicity and a monitoring of renal function is routinely pre-
scribed, little focus has been made on the integrity of the urinary tract. We suggest that urinary
tract imaging should be part of the routine work-up in patients presenting with symptoms and
signs of lithium intoxication, since concomitant urinary tract lesions might occasionally be the
cause of renal impairment leading to reduced lithium excretion.

Key words: Glandular cystitis, lithium, intoxication, bipolar disorder.
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Introduction

Lithium has been a gold standard in the treatment of
bipolar disorder and its efficacy has been document-
ed in numerous trials." However, its use is complicated
by low therapeutic index. Dosing must be guided by
monitoring of serum levels, so that the risk of severe
toxicity is reduced. Potential causes of lithium intoxi-
cation include drug overdose, dehydration, a low-so-
dium diet, interactions with concomitant medications,
and renal impairment. In cases of lithium intoxication,
immediate discontinuation of the regimen and sup-
porting of renal function is indicated.?

We present the case of a female bipolar patient
who manifested lithium intoxication which was final-
ly attributed to renal impairment caused by a benign
urinary bladder lesion.

Case report

A 42-year-old woman, with a 12-year history of bi-
polar | disorder was referred to our Department, be-
cause she gradually manifested over a period of one
week tremor, sedation, dysarthria, polyuria and poly-
dipsia. She had been stabilized on a lithium 660 mg/
day regimen during the last 3 years. Lithium plasma
levels were routinely monitored and the last plasma
level recorded -2 months before the admission- was
0.8 mEq/L. Five years ago, the patient was diagnosed
with endometrial cancer which had been success-
fully treated.

On admission, she was well oriented in time, place
and person, and reported no feelings of sadness or
euphoria. Lithium plasma levels were found toxic
(1.6 mEqg/L), whereas creatinine and urea levels were
2.8 IU/L and 110 IU/L, respectively. The rest of serum
chemistry assays as well as thyroid function tests
were unremarkable. The patient denied taking other
medications apart from lithium or ingesting higher
doses of lithium. Dehydration (e.g. due to infection,
excessive sweating or diarrhoea) was excluded on
the basis of serum chemistry and history. Lithium was
immediately discontinued. Ultrasound scans of the
urinary tract were suggestive of bilateral hydrone-
phrosis. Cystoscopy-guided bladder biopsy finally
revealed glandular cystitis, a benign urinary bladder
lesion.? The patient was switched to valproate and
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was referred to an urologist for specialist manage-
ment. One year later, she was in good physical and
mental health under treatment with valproate 1000
mg/day (plasma levels 60 ug/mL).

Discussion

The most common renal side effect induced by
chronic lithium administration is a defect in urine
concentrating ability; patients on long-term thera-
peutic doses of lithium often complain of polyuria,
nocturia and thirst while about 10% may manifest
nephrogenic diabetes insipidus.* Lithium rarely caus-
es serious but most often reversible glomerular filtra-
tion rate reductions and renal failure due to intersti-
tial nephritis acutely or progressively over the years,
especially after episodes of lithium intoxication.>®
Furthermore, there are occasional reports of usually
reversible, lithium-related nephrotic syndrome and
incomplete distal renal tubular acidosis.*® In such
cases, clinicians usually discontinue lithium, support
renal function and switch to another mood stabiliz-
ing agent.

Renal impairment was the most probable cause of
lithium intoxication in our patient; our first thought
was that acute renal failure was induced by chronic
lithium treatment per se.*> Our decision to request
further evaluation was driven by the patient’s history
of endometrial cancer and the possibility of second-
ary metastases. A thorough imaging, endoscopical
and histological study finally revealed a benign uri-
nary bladder lesion which had led to hydronephrosis,
renal impairment and subsequent toxic lithium plas-
ma levels. Physicians are alert about lithium’s toxicity
and a monitoring of renal function is routinely pre-
scribed. However, when renal impairment is the sus-
pected cause of lithium intoxication, clinicians usually
withdraw lithium while usually omitting an imaging
study of the urinary tract. Little focus is made on the
integrity of the urinary tract, although obstructions
can also impair lithium renal excretion. Moreover, in
clinical practice psychiatric patients do not undergo
frequent laboratory check-ups although they often
suffer from underdiagnosed somatic comorbidities.”

Cystitis glandularis is a metaplastic alteration of
the urothelium in the urinary bladder that is thought
to be induced by chronic inflammation or irritation.?
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This is the first case report recording an association In conclusion, we suggest that when renal impair-
between chronic lithium administration and cystitis ment is the suspected cause of lithium intoxication
glandularis. This may be a chance finding, given that urinary tract imaging should be part of patients’

lithium is not generally considered to be carcinogen- ~ workup, since concomitant urinary tract lesions
ic in humans.® However, lithium has been reported might occasionally be the cause of renal impair-
to promote bladder carcinogenesis in rats.’ ment leading to reduced lithium excretion.

AdeviKN-Owapecn Kuctitida
Kal toikwon amo Nilo e aclevn
pPe Suroflikf dwarapaxn

M.l. XaBdakn-Kovta&dkn,' N. Oepevtivog, A. Kapaiokog,'
A. Nannd,’ IN. Namadnuntpiov’

A" Yuxiatpikn Khvikn Mavemotnuiov ABnvawv, Aywriteio Noookopeio, ABriva
2B’ Yuyiatpikr Khvikn Mavemotnuiov ABnvwvy, «Attikév» Nocokopsio, ABAva

Wuxlatptkn} 2012, 23:158-161

Nuvaika 42 eTwv Pe 1oTopIKO StmoAIknG Statapaxic amd 12 Tiag mapaméu@OnKe 0To TUAUA HAG,
AOyw TpOPOU, KATAOTOANC, SucapBpiag, moAuoupiag kat moAudipiac. Bpiokodtav o€ povobepa-
meia pe AiBlo katd tn Sidpkela Twv 3 TeAeuTaiwy eTwyv. Katd tTnv €l0aywyr TNG, Ol YVWOTIKEC
AelToupyiec NTav aképaleg, evw Sev NTAvV Tapoucad onueloloyia KaTaOAIYNG 1) evpopiac. Ta emi-
nmeda AiBiou oto mAdopa nTav 1,6 mEqQ/L, kat ot TIHéG KpeaTivivng kat oupiag 2,8 1U/L kat 110
IU/L, avtioToixa. H aoBevrc 6ev eAdpfave AAa @dappaka oute upnAotepn d6on Tou AilBiou amod
Tn ouvtayoypagouuevn. H xopriynon ABiou Slakémnke apéowd. To uiepnxoypAa@nua Tou ou-
poroliNTikoL ocuoTtnuatog avédelée Seutepomadn udpovéppwon Kal n kaBodnyouuevn amod Ku-
0TEOOKOMNON PloYia Tng oupodoyou KUoTewc avédelfe adevikn-Sidueon KuoTitida, kahoron
veomAaouatikh e&epyacia, 0To Toixwua TG ouPodoXOoL KUOTEWS, N omoia 0drynoe og udpové-
PPWOoN KAl 0Tn ouvéxela oe Toélkd emineda Tou AiBiou oto MAdopa. H aoBevig e1€0n og aywyn
He BaAmpoikd oL kat TapamépeOnKe yia Xelpoupyikn ektoun TnG BAABNG. Eva xpdvo apyotepa,
n acBevii¢ ATav og KA CWUATIKN LyEia Kal otaBepomoinuévn und Bgpaneia pe Barmpoikd
(1000 mg/np). NpokerTal yla TNV TPWTN MEPIMTWON o meptypdgetal otn PipAoypagia, 6mou
adevikn-Siapeon kuoTtitida odnyei og To€ikd emimeda AiBiou kal veppikry SucAeltoupyia. Av Kal
n oéeia veppikny avemdpkela w¢ ouvemakoloudn tng SnAntnpiacng amod Aibio Ba ntav duvarti,
Mo AETTTOUEPNG ATTEIKOVIOTIKI), EVOOOKOTIIKN KAl IOTONOYIKI) HENETN avedel&e 0Tt n adevikn-O1d-
pEON KUOTITIOA NTAV N AITiA TNG VEPPIKAG AVETIAPKELAC. H S1EVEPYEIA CUUTIANPWHATIKOU ATTEIKO-
VIOTIKOU EAEYXOU TOU OUPOTIOINTIKOU CUOTAUATOC O aoBeVEIG he cuPMTWUATA SNANTNPiaong
amo Aiblo cuviotatal, Sedopévou 6Tl PAAPBEC TOU OUPOTTOINTIKOU CUOTHATOC UITOPE TIEPIOTACL-
aKd va odnyrioouv o€ vepplik SUCAEITOUPYIA KAl 0T CUVEXELQ OE PEIWEVN aTTEKKPLon AlBiou.

Né€eig eupeTnpiou: Adevikn-diapeon kuoTtitida, Aibio, Toikwon, Sumohikn Statapayn.
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Case report

A case of pregabalin intoxication
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regabalin, or S-(+)-3-isobutylgaba, is a lipophilic analogue of GABA. Although pregabalin is

structurally related to GABA, it is inactive at GABA receptors and does not appear to mimic

GABA physiologically. Pregabalin is a potent ligand for the alpha-2-delta subunit of voltage-

gated calcium channels in the central nervous system. It is currently being licensed for epilepsy,
neuropathic pain, and generalized anxiety disorder. There are few case reports that have demonstrated
safety of pregabalin in case of intoxication. We report here a case of pregabalin toxicity with a moderate
pregabalin concentration that was successfully managed with conservative treatment only. The case
report describes a 54-year-old man who was treated with pregabalin for generalized anxiety disorder.
After having experienced a significant stress on a job the patient ingested huge amount of pregabalin
(4,2 r) together with bromazepam (21 mg) and chlorimipramine (125 mg). On presentation he was con-
scious and alert with a stable condition of cardiovascular and respiratory systems. The serum pregabalin
concentration was 20.8 mg/L but the patient did not have any signs of toxicity. Thanks to his good and
stable somatic condition the patient was managed with supportive treatment only. Although anecdotal,
our case report points toward safety of pregabalin following deliberate self-poisoning. Our observation
is in accordance with the recent international literature underlining that pregabalin was listed as the
drug injested in only 1% of fatalities, usually in combination with other drugs.

Key words: Pregabalin, intoxication, psychopharmacology, anxiety.

Introduction

Pregabalin, or S-(+)-3-isobutylgaba, is a lipophilic
analogue of GABA substituted at the 3-position to
facilitate diffusion across the blood-brain barrier.
Although pregabalin is structurally related to GABA,
itis inactive at GABA receptors and does not appear

to mimic GABA physiologically."? Pregabalin is a
potent ligand for the alpha-2-delta subunit of volt-
age-gated calcium channels in the central nervous
system. The alpha-2-delta site is an auxiliary pro-
tein associated with voltage-gated calcium chan-
nels. The binding of pregabalin and its structural
analogues at the alpha-2-delta site has been shown
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to reduce depolarization-induced calcium influx
at nerve terminals, with a consequential reduction
in the release of several excitatory neurotransmit-
ters, including glutamate, noradrenalin, substance
P, and calcitonin gene-related peptide (CGRP).>™
Pregabalin has no effects on GABA-ergic mecha-
nisms. It is currently being licensed for epilepsy,
neuropathic pain, and generalized anxiety disor-
der.%’

We report here a case of isolated pregabalin tox-
icity with the highest recorded pregabalin concen-
trations to date that was successfully managed with
conservative treatment only.

Case report

A 54-year-old male, with no relevant medical his-
tory, has been treated with 450 mg of pregabalin
daily for generalized anxiety disorder. After having
experienced a significant stress on a job the patient
ingested 4.2 g of pregabalin together with 21 mg of
bromazepam and 125 mg of chlorimipramine in or-
der to relax. On presentation he was conscious and
alert with a Glasgow Coma Score (GCS) of 30, car-
diovascularly stable with a heart rate of 84 bpm and
blood pressure of 110/70 mmHg, with a temperature
of 36.8 °C and respiratory rate of 18/min. Pregabalin
concentrations were measured in the plasma sam-
ple that had been obtained on admission using a
previously described method.? Pregabalin concen-
tration at the time of admission was 20.8 mg/L. A
comprehensive toxicological screening of urine by
gas chromatography mass-spectrometry detected
only chlorimipramine and bromazepam which he
had also ingested. As he was clinically stable on
presentation, he had neither an electrocardiogram
(ECG) nor arterial blood gases or renal function
performed. The patient was admitted more then
two hours after ingestion and as he was clinically
stable he was not administered any drug and was
observed for signs of clinical deterioration for one
day. The clinical toxicology review was undertaken
and it was decided that the patient should be man-
aged with general supportive care only, anticipat-
ing spontaneous recovery. He remained cardiovas-
cularly stable, with no signs of deterioration of his
consciousness. As the patient had no ongoing fea-
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tures of pregabalin toxicity he was discharged after
one day and his psychiatric treatment continued.

Discussion

We have described here a case of severe toxic-
ity following self-poisoning, with pregabalin, bro-
mazepam and chorimipramine. The serum prega-
balin concentration in this patient of 20.8 mg/L is
moderate compared to those previously reported,
but we managed the patient with supportive treat-
ment only.

Very little information is available regarding ther-
apeutic serum/plasma concentrations of pregabalin.
However, one report states that in samples collect-
ed at random times relative to dose from patients
maintained on 600 mg/day, plasma pregabalin con-
centrations ranged from 0.9-14.2 mg/L.®

There are three previous reported cases of pre-
gabalin toxicity following deliberate self-poison-
ing.>"" One patient presented with mild drowsi-
ness following ingestion of an unknown amount of
pregabalin and required supportive management
only; that patient had pregabalin concentration of
29 mg/L 9 h post-ingestion.”” The other case was a
patient who ingested 11.5 g of pregabalin, together
with 32 g of lamotrigine, who initially developed
abnormal facial and generalised body movements
and drowsiness.” The "initial" pregabalin plasma
concentration was approximately 60 mg/L, but the
sample also contained lamotrigine at a concentra-
tion of approximately 45 mg/L. Finally, the third pa-
tient had "initial" pregabalin plasma concentration
of about 65 mg/L and had developed coma after 3
hours."

Apart from these case reports, there is limited
information available about the frequency of pre-
gabalin self-poisoning. For example, the American
Association of Poison Control Centers annual re-
ports do not include data on pregabalin, except
when it was involved in a fatality."? In terms of pre-
gabalin-associated fatalities in these annual reports,
pregabalin was not mentioned in any fatalities prior
to 2006. Between 2006 and 2008, pregabalin was
listed as a drug used/ingested in approximately 1%
of fatalities; none of these cases were isolated pre-
gabalin cases.”
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Pregabalin is rapidly absorbed following oral ad-
ministration, with peak plasma concentrations with-
in an hour of dosing and up to 90% oral bioavailabil-
ity.” Pregabalin undergoes negligible metabolism
in humans (<2% metabolism) and is excreted virtu-
ally unchanged by the kidneys. Pregabalin does not
bind to plasma proteins.” It is also not subject to
hepatic metabolism and does not induce or inhibit
liver enzymes such as the cytochrome P450 system.
Unwanted clinical effects, including dizziness, som-
nolence, weight gain, psychosis and myoclonus,
have been reported during therapeutic use of pre-
gabalin at doses of 50-600 mg/day."*"

Pregabalin has a low volume of distribution (ap-
proximately 0.5 L/kg), low molecular weight (ap-
proximately 159 Da) and is not protein bound.'
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These pharmacokinetic features make it likely that
elimination of pregabalin would be enhanced by
the use of extra-corporeal methods such as haemo-
dialysis and/or haemofiltration. Our case report de-
scribes a patient with a moderate serum pregabalin
concentration who was managed with supportive
treatment only and did not have any signs of tox-
icity. Although anecdotal, our case report points
toward safety of pregabalin following deliberate
self-poisoning.

This work was supported by the grant No 175013 of The
Ministry of Science and Education, Republic of Serbia

Author disclosure informaton: All authors declare no
conflicts of interest.

Mepimtwon TofikKwWGNG amo mpeykaumanivn

C.D. Miljevic," C. Crnobaric,’ S. Nikolic,' D. Lecic-Tosevski'

"Institute of Mental Health, Belgrade,
2School of Medicine, University of Belgrade, Belgrade, Serbia

Wuxlatpikn 2012, 23:162-165

H mpeykapmalivn 1§ S(+)-100Boutulo-y-autvoBoutupikd ofu givat Mmdé@ilo avdloyo tou GABA
(y-apvoBoutupikol 0&€oc). Av Kal n peykapmaAivn oxetiCetatl Sopikd pe to GABA eival avevepyn
otoug umodoxeic Tou GABA kal Sev @aivetal va pipeital Tn puaotohoyia Tou GABA. H mpeykapmaAivn
Seopevetal lIoxupd otnV AA@a-2-6éAta (a26) uropovdada Twv TaceoeapTwpeVwY SlavAwWV aoBeoTi-
ou oTo Kevtpiko Neupiko X0otnua. Exel AdaBel ddeia xpriong otnv emAnyia, otov veupomadntikd
TOVO Kal 0Tn Slatapayr YEVIKEUPEVOU AyXouc. YTTApXOUV EAAXIOTEC AVAPOPEG TTEPIMTTWOEWY TIOU
KATASEIKVUOUV TNV A0PANELD TNG TTPEYKAUTTAAIVNG O€ TEPIMTWOELG uTTEpSocoloyiac. MapouoidleTal
TMEPIMTWON TOEIKOTNTAC TIPEYKAUTTAAIVNG UE METPIA CUYKEVTPWON TIPEYKAMTTAAIVNG OTOV 0p0 O€ GUY-
KPLON UE TIG TPOAVAPEPOEITEG TTEPIMTWOELG KAL TTOU AVTIMETWTTIOTNKE EMTUXWE HOVO PE OLUVTNPEN-
TIKA aywyn. H mepimtwon agopd o 54xpovo mou eAdpufave mpeykapmaAivn yia Statapayn yevi-
KEVUEVOU AyXOouG. MeTd TNV eppavion 181aitepa €VTOVou OTPEG OTNV £pyacia Tou, o acBevig éAafe
HEYAAN moooTNTA TPEYKAUTAAIVNG (4,3 g) og ouvduacoud pe Bpwpalemdun (21 mL) kat xYAwptuimpa-
pivn (125 mg). H ouykévtpwon mpeykapmaAivng otov opo ftav 20,8 mg/L aA\d o acBevng Sev eixe
onueia ToikdTNTAC. Xdpn 0Tn 0TaBEPA KAA] CWHATIKH TOU KATAOTAOT, 0 A0OEVAC AVTIHETWTTIOON-
KE ME UTTOOTNPIKTIKA aywyn poévo. H Tepimtwon auTh, av Kal HEPOVWHEVN, TTapEXEL EVOEIEELG uTEp
NG AOQPANELOC TNG TTPEYKAMTTAAIVNG HETA ammd ANYn uepBolikng §6onc. H mapatripnon pag épxetal
o€ oupQwvia pe TV mpooeatn Siebvr BiBAoypagia 6mou emonuaiveTal To yeyovdg OTL N TTPEYKA-
MTTaAivn €xEl EKTIUNOEL OTL GUMPBANNEL pOVO KATA 1% oTn BvnotpdtnTa amd dnAntnpldoelg, cuvnowg

ouyxopnyoupevn pe AANa @AapUaKa.

Né€erg evpeTnpiou: MNMpeykaumalivn, Toéikwon, Yuxopappakoloyia, ayxog.
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C.S. lerodiakonou

The psychology of Aristotle:

A psychoanalytic therapist’s perspective
Karnac, London, 2011:166

There are some aspects that are unique in Aristotle.
The diversity of subjects he excelled in, from poetry
to astronomy and from mathematics to ethics, and
the reference to him as “the” philosopher, are clear
recognition and appreciation of his immense contri-
bution.

Professor Charalampos lerodiakonou, a distin-
guished Professor of (significantly) the “Aristotelian”
University of Thessaloniki, deals with the psychology
of Aristotle. He is one of the most apt persons to do
so, being a psychoanalytically oriented psychiatrist, a
gifted scholar, a charismatic teacher, and the author
of several well-received books on Aristotle.

The book is divided into five parts: Part | deals with
the soul-body problem about which Aristotle ac-
cepts a psychosomatic unity (like today’s psychobio-
logical model).

In Part Il the mental functions are described in
detail. The ancient philosopher distinguishes sense-
perception, thought, judgement, volition, psycho-
motor function, affect, memory and consciousness
as the main psychic processes. One is astonished at
Aristotle’s ability to observe not only what is evident
on the surface, but to explain intrapsychic phenom-
ena with theories and ideas which are very close to
the object of modern dynamic psychology, e.g. re-
pression.
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In Part lll the views of Aristotle concerning the
formation of personality are examined. The philos-
opher accepts different constitutional potentialities
for each individual, but the significant influence of
the parental environment and teachers in the shap-
ing of a child’s personality is clearly expressed.

Part IV concerns the interpersonal relations, since
Aristotle in many of his books considers Man as a
social and political being (zoon politikon). Mother’s
relationship with her children is considered by the
philosopher the ideal love, the one that offers eve-
rything “in joys and in sorrows”. Friendship also is ap-
proached by Aristotle from many angles. He under-
lines the psychosocial necessity of friendship for eve-
ryone. Aristotle connects erotic love with the passion
and drives of youth and describes many emotional
manifestations of love affairs. His approach is what
we would today call bio-psycho-social.

The last Part V deals with observations and theories
of the philosopher which are very close to psycho-
analytic ideas or concepts, e.g. repression, hedone,
latent dreams etc.

| feel confident that this new book will bring
Aristotle’s teaching closer to us and will enhance our
understanding of the ideas of the philosopher on a
diachronic aspect of life - the human psyche.

George N. Christodoulou,
Emeritus Professor of Psychiatry

Vassilis P. Kontaxakis,
Professor of Clinical and Social Psychiatry
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X.Z. lepodiakdvou

H puxoloyia katda tov AploTotéAn:

H amoyn Tou Ypuxavalutn - Oepameuti»
Kapvdk, Novdivo, 2011

O Xapdhapmog lepodiakévou, Kabnyntrg Yuxia-
TPIKAC Tou AplototéAelou [lavemotnuiov Oeo-
OaAOVIKNG, XAPIOMATIKOS SAOKANOC, YuXAVAAUTAC,
ouyypa@éag oMWV PIPAiwV OXETIKA PE T KEiME-
va Tou AploToTtéAn, Bewpeital o mAéov KATAAANAoC
TIPOKEIPEVOUL va Ypdyel yia Tnv «Yuxoloyia katd Tov
AploToTtéAn». To BiPAio xwpileTal o€ MéVTE EVOTNTEC.
H mpwtn evotnTa KAOAUTITEL O AT TTOU APOPOUV 0T
Ox€on YuxNG-owpaTtog UIoBeTWVTAG TNV PUXOoWHA-
Tk Staoctaon (YuxoPloloyikd povtého). H deltepn
EVOTNTA TTEPIYPAPEL TIC YPUXIATPIKEG AEITOUPYIEC Kal
Sivel e€nynoelg oe evbouyika @aivopeva. H tpitn
EVOTNTA aoXOAEital Y TN SlapOpPWoN TNG TPOoW-
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MKOTNTAG, UE IO1AITEPN €UPACN OTO OIKOYEVEIOKO
meptaAlov kat tnv ekmaidevon. H tétaptn evotnta
KOAUTITEL TIG SIOTIPOOWTTIKEG OXETELG ETIONUAIVOVTAG
TNV KOIWVWVIKN Kal TTOAITIKY ouveidnon tou atouou. H
TEUTTTN EVOTNTA AVAPEPETAL O BEWPNTIKEC ATTOPEIC
Kal TapatnENoELC Tou AploToTéAn mou PpiokovTal
TMOAU KOVTA OTIG OUYXPOVEG PUXAVAAUTIKEG OKEPELC.
To BiBAio auto, moTeVOUE, Ba PEPEL KOVTA Hag TNV
AploToTteAIKN okéPn kat Sidaokalia kat Ba pag Bon-
Bro&l va KATOVOrOOULE TIC PINOCOQIKEC TOU 16€€C O€
pia Siaypovikn didotaon tou avBpwivou YPuxIopo.

Fewpylog N. XplotodovAov,
Oudtiuog Kabnyntric Yuxiatpikric

BaoiAng IN. Kovta&akng,
Kabnyntri¢ KAivikric kat Kotvwvikni¢ Yuxiatpiknig
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» AieOvég Zuvédplo Tng Maykoopiag Opoomovdiag Wuxiking Yytewvrg (WFMH)
30 MovoBepatiko Tuvédpio Tng EAAnviknG Wuxiatpikng Etaipeiag (EWE)
«Kpion Kat KataoTpoPég: WUXOKOIVWVIKEG EMTMTWOELGY,
=evodoyeio Royal Olympic, ABriva
6-9 Maptiou 2013
Opydvwon: ENAnvikn Wuxlatpikn Etaipeia, World Federation for Mental Health,
Etaipeia MpoAnntikig Yuxtatptkig
MAnpogopiec: Emotnuovik MNpappateia: EWE, Mamadiapavtomoviou 11, 115 28, ABriva,
TnA: (+30) 210-72 14 184,

Fax: (+30) 210-72 32 042, E-mail: psych@psych.gr, Website: www.psych.gr
OpyavwtikA Mpappateia: ERA LTD, AokAnmio0 15, 106 80, ABrva,

TnA: (+30) 210-36 34 944, Fax: (+30) 210-36 31 690,

E-mail: info@era.gr, Website: www.era.gr

« International Society of Affective Disorders, 2012 (b) Saudi Psychiatric Association
Congress, London UK Collaboration: (a) Okasha Institute of Psychiatry,
18-20 April 2012 Ain Shams University
Organizer: ISAD (b) Egyptian Psychiatric Association
Conference Secretariat: Kenes UK, London, UK Contact: Dr. Mohamed Khaled
Tel: +44(0) 2073838030, Fax: +44(0) 2073838040 E-mail: moh.khaled.hamed@gmail.com

E-mail: (a) isad@kenes.com « XXVII Argentine Congress of PsychiatryQ”Professional

(b) isad@isad.org.uk Responsibilities in the face of Social Suffering and

« “XIV National Congress of the Serbian Psychiatric Mental Disorders”, Buenos Aires, Argentina

Association, “Psychiatry for a Changing World”, 18-21 April, 2012
Belgrade, Serbia Organisers: Argentinean Psychiatrists Association (APSA)

18-21 April 2012 Collaboration: Association of Psychiatry of Rosario
Contact: Dr. Graciela Onofrio and Dr. Alfredo H. Cia
E-mail: secretaria@apsa.org.ar

Contacts: Prof Slavica Djukic-Dejanovic,

Prof Dusica Lecic-Tosevski

Organizer: Serbian Psychiatric Association Web: www.apsa.org.ar

Collaboration: Psychiatric Association of Eastern Europe  Addictive disorders, Beirut, Lebanon
and the Balcans (PAEEB) 20-21 April, 2012

E-mail: spacongress2012@gmail.com Organizer: Lebanese Society of Psychiatry

Website: www.ups-spa.org Collaboration: Saint Joseph University.

Contact: Prof. Charles Baddoura

« “8th International Conference on Psychiatry”,
E-mail: Charlesb@dm.net.lb

“Co-morbidity within Psychiatric disorders

and Medical llinesses”Jeddah, Kingdom of Saudi « “First Maghrebian Conference on Psychiatry Residency
Arabia Education”, Sousse Tunisia
17-19 April 2012 25-28 April, 2012

Organizer: (a) Saudi German Hospital (SGH) Organizer: Maghrebian Society of Psychiatry
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Collaboration: (a) World Federation of Societies
of Biological Psychiatry,

(b) Arab Federation of Psychiatrists

Contact: Prof. Bechir BEN HADJ ALI

E-mail: bechir_benhadjali@yahoo.fr

Website: www.smpsy.com

Doha Undergraduate Psychiatry Workshop,

Doha, Qatar

27-28 April, 2012

Organizer: Weill Cornell Medical College in Qatar
Collaboration: Asian Federation of Psychiatric Associations
Contact: Dr. Ziad Kronfol

E-mail: zik2002@qgatar-med.cornell.edu

2nd Certified Training Course: Training in the use

of psychometric and neuropsychological tests,

Thessaloniki, Greece

19 May 2012

Organizer: International Society on Neurobiology
and Psychopharmacology (ISNP)

Collaboration: WPA Section on Private Practice

Contact: Dr. Kostas N. Fountoulakis

E-mail: kfount@med.auth.gr

Website: www.psychiatry.gr

“Annual Meeting of the Royal Australian and New

Zealand College of Psychiatrists” with the theme “Cells,

Circuits and Syndromes”, Tasmania, Australia

20-24 May 2012

Organizer: The Royal Australian and New Zealand College
of Psychiatrists

Contact: Helen McGowan

E-mail: helen@wsm.com.au

Website: www.ranzcp2012.com

TOyKpouan Kat GUH@IAiwon: ZTi opadeg, ota {evyn,

OTIC OLKOYEVELEG, TNV Kolvwviar, ABrva

24-27 Maiou 2012

Opyavwon: (a) Eupwmaikry Opoomovsia YuxavauTiKiG
WuyoBepaneiag (EOWVY)

(B) EAAnvikn Etaipegia Opadikng Avdluong & OIKoyevEIOKG
Oegpaneiag

Opy. Mpageio: Easy Travel, TnA: (+30) 210-36 15 201,

Fax: (+30) 210-36 25 572

E-mail: secretariat@efppathens2012.gr

1sr Instanbul-Eurasian Regional Congress of Biological
Psychiatry, Instanbul, Turkey

27-31 May 2012

Contact: Prof Bilgen Taneli

Organizer: Turkish Society of Biological Psychiatry
Website: www.biologicalpsychiatry-instanbul2012.0rg
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« “International Symposium on Controversies in
Psychiatry”, “Predictive indicators of response to
Psychopharmacologic medications”, Canctin, México
30 May-1 June, 2012
Organizer: APAL
Contact: Prof. Enrique Camarena
Email: camarena@avantel.net/camarena@
ControversiasMexico.org
Website: www.ControversiasMexico.org/www.apalweb.org

40 MaveAARvio Yuyiatpiko Tuvédplo otnv
MNpwtofadpa Ppovrida Yyeiag, KuAARvn HAgiag
1-4 louviou 2012

Opydavwon: Yuxtlatpik KAwvikr Mavemotnuiov Natpwv
Emkowvwvia: Avamh. Kab. . Touplrig

TnA: (+30) 2610-990 559, Fax: (+30) 2610-994 534

E-mail: pgourzis@upatras.gr

80 A1gOvég WuxavaluTiko Tupndcio AeA@wv, Aehgoi,
EANGG

1-4 louviou 2012

Otpa: «O matépag»

Opy. Mpageio: Easy Travel

AvayvwoTtormoulou 19, 10673 ABrjva

TnA: (+30) 210-36 15 201, 210-36 09 442,

Fax: (+30) 210-36 25 572

E-mail: easytravel@hol.gr

EmoT. lpappateia: E. Bouya

Wuxiatpik KAwvikr Mavemotnuiov Natpwy, 265 04 Pio,
Natpa

TnA: (+30) 2610-992 996, Fax: (+30) 2610-994 534

E-mail: evouga@upatras.gr

5th International Together Against Stigma Conference,
Ottawa, Canada
4-6 June, 2012
Organizers: Mental Health Commission of Canada
Collaboration: WPA Scientific Section on Stigma

and Mental Disorders

Contact: Dr. Heather Stuart/Ms. Jayda Wiebe
E-mail: jwiebe@mentalhealthcommission.ca
Website: www.togetheragainststigma2012.ca

30th Nordic Congress of Psychiatry, Tromso,

Norway

5-8 June 2012

Organizer: (@) Norwegian Psychiatric Association

(b) Joint Committee of the Nordic Psychiatric Associations
Contact: Dr. Tore Serlie

E-mail: Tore.Sorlie@unn.no

Website: www.ncp2012.org
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“XXV Congress of the Spanish Association of
Neuropsychiatry”, Tenerife, Spain

6-9 June 2012

Organizers: (a) Spanish Association of Neuropsychiatry
(b) Canary Association of Neuropsychiatry

Contact: Dr. Francisco Rodriguez Pulido

E-mail: fpulido@ull.es/tibanez@ultramarevents.com
Website: http://congresoaen12.com

1o MaveAAvio Zuvédpio KAwvikiig Wuxopappakoloyiag,
Costa Navarino Hotel, MuAog Mecaonviag
21-24 louviou 2012
Opy. ®opéag: EAAnvikn WYuxo@apuakohoytkn
Etaipeia
Opy. Mpageio: ONE TO ONE A.E., Nauvdpxou Nikodrjuou 2,
105 57 ABrjva
Emkowvwvia: Av. KaB. B. AAeBiCog
TnA: (+30) 210-72 54 383-95-6, Fax: (+30) 210-72 54 384
E-mail: info@onetoone-congress
Website: www.psychology/onetoone-congress.gr

“WPA Regional Meeting”, Tehran, Iran

31 May-2 June 2012

Contact: Dr Ahmed Jalili

Organizer: Iranian Psychiatric Association
E-mails: info@psychiatrist.ir, sajalili@gmail.com
Website: www.psychiatrist.ir

“Strategies for Responding to Psychiatric Challenges”
Moscow, Russia

28 June-1 July 2012

Organizers: (a) Russian Society of Psychiatrists (RSP)

(b) International Society of Quality Medicine (ISoQM)
Organizing Secretariat: Global Events Ltd

50A Stadiou street, GR-555 35 Pylea, Thessaloniki, Greece
Tel: (+30) 2310313-631, Fax: (+30) 2310-247 746

Website: www.globalevents.gr

15th International Philosophy and Psychiatry

Conference, Dunedin, New Zealand

5-7 July 2012

Organizers: Philosophy, Psychiatry and Psychology Interest
Group-University of Otago

Collaboration: (a) International Network for Philosophy
and Psychiatry (INPP)

(b) WPA Section of Philosophy and Humanities

Contact: Prof. Grant Gillett/Dr. Adriano C. T. Rodrigues

E-mail: grant.gillett@stonebow.otago.ac.nz/actrodrigues@
gmail.com
Website: http://www.events4you.co.nz/inpp2012.html
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« “Clinical Challenges in Psychosomatic Medicine”,
Moscow, Russia
5-7 July 2012
Organizer: (a) International Society of Quality Medicine
(b) Russian Society of Psychiatrists
Contact: Dr A. Vidalis
E-mail: athvidalis@gmail.com
Website: http://www.is-gm.eu/is-qm.eu/Moscow,_RUSSIA.
html

25n MaveAAfvia EKmaiSeuTik Zuvdavtnon
Eidikevopévwv Yuxiatpwy, Oépa: «cAUTOKTOVIKOTNTAY,
Novutpaki

6-8 louhiou 2012

Opydvwon: () ENAnviki Wuxlatpikn Etatpeia (EWE)

(B) Evwon EANjvwv Eidikevopévwy Yuxidtpwy (EEEY)
Opyavwtik Mpappateia: EAévn Nkpétoa, EWE
Emkowvwvia: Kab. B. Kovta&dkng, A. Oikovouou
TnA: (+30) 210-77 58 410, 210-72 14 184, 6942-950 257,

6974-715 296, Fax: (+30) 210-77 58 405, 210-72 42 032
E-mail: editor@psych.gr

“International Congress of the Royal College

of Psychiatrists 2012”, “Psychiatry: medicine

and the future”, Liverpool, UK

10-13 July 2012

Organizers: Royal College of Psychiatrists

Contact: Dr. Helen Miller

E-mail: congress@rcpsych.ac.uk

Website: http://www.rcpsych.ac.uk/events/international-
congress2012.aspx

12th Berlin Summer School: Psychiatry as a Science,
Learning and Plastisity, Berlin, Germany

26-31 August 2012

Organizer: Department of Psychiatry and Psychotherapy,
Clarité Campus Mitte, Clarité-Universitdtsmedizin Berlin
Contact: Prof Andreas Strohle

Tel: (+49) 30450517034

E-mail: andreasstroehle@charite.de

“International Conference on Bioethics Education”,

Tiberias, Israel

2-5 September 2012

Organizer (a) UNESCO,

(b) The International Centre for Health, Law and Ethics,
University of Haifa

Collaboration: (a) WPA Section on Disaster Intervention
(b) WPA Section on psychiatry in developing countries

Contact: Yaffa Collins

E-mail: artemisa@netvision.net.il

Website: www.isas.co.il/bioethics2012
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» WPA Regional Meeting“Mental Health and Disaster:
Beyond Emergency Response”, Bali, Indonesia
13-15 September, 2012
Organizer: Indonesian Psychiatric Association
Collaboration:Asian Federation for Psychiatry & Mental

Health (AFPMH)
Contact: Dr. Tun Kurniasih Bastaman
E-mail: tunbastaman@yahoo.com

« 26n MaveAAvia EKmaideuTikr Zuvavtnon
Eidikevopévwv Yuyiatpwy, 2nd International
Psychiatric Trainees Conference, 0épa: "Psychiatric
Education and Training in Europe", Mépto Xé\t
14-16 XenteuBpiov 2012
Opyavwon: (a) EANAnvikr Wuxiatpikn Etaipeia (EWE)

(B) Evwon EANAvwy Eidikevopévwv Yuxidtpwy (EEEV)
Opy. lpappateia: E. kpétoa, EWE
Emkowvwvia: KaB. B. Kovta&akng, A. Oikovopou, Xp. Todmehag
TnA: (+30) 210-77 58 410,210-72 14 184, 6942-950 257,
6974-715 296, 6945-733 371 Fax: (+30) 210-77 58 405
E-mail: editor@psych.gr, psych@psych.gr

« Second international congress of suicidal behaviour,
Pasto - Colombia
20-22 September, 2012
Organizer: Health sciences program - University of Narifo
Collaboration: Latin American psychiatric association (APAL)
Contact: Prof. Castulo Cisneros Rivera
E-mail: cfcisr@gmail.com
Website: www.udenar.edu.co

« 11th European Federation of Sexology Congress,
“Promoting Sexual Health: “a pathway to happiness”,
Madrid, Spain
20-22 September, 2012
Organizers: European Federation of Sexology
Contact: Dr. Chiara Simonelli/Dr. Miren Larrazabal
E-mail: efs2012@aimgroup.eu
Website: web.aimgroupinternational.com/2012/efs

« 5th International Conference of Schizophrenia (ICONS),
Chennai, India
21-23 September, 2012
Organizers: Schizophrenia Research Foundation
Contact: Dr. R. Thara
E-mail: thara@scarfindia.org
Website: www.icons-scarf.org

« “Fourth International Congress of Psychiatry”,
“Integrated Psychiatry”, Ain-Sokhna, Egypt

27-28 September 2012

Organizers: Psychiatry Department, Al Azhar University
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Collaboration: Egyptian Psychiatric Association
Contact: Prof. Hashem Bahary
E-mail: omik121@hotmail.com

« Annual meeting of the Societe de I'Information
Psychiatrique, Lyon, France
3-6 October, 2012
Organizer: Societe de I'Information Psychiatrique
Contact: Marc Betremieux
E-mail: secretariataefcp@gmail.com

« “1st International Psychiatric Conference in Palestine”,
“Community Mental Health and Recent Advance

in Psychotropic Drugs”, Ramallah, Palestine

11-12 October, 2012

Organizers: Palestinian Psychiatric Association

Contact: Dr. Ziad Arandi

E-mail: dr_arandi@hotmail.com

Website: www.ppsya.ps

Third Congress of Psychiatry in Bosnia and

Herzegovina, “Psychiatry between Phenomenology

and Neuroscience”, Tuzla, Bosnia and Herzegovina

12-15 October, 2012

Organizers: Psychiatric Association of Bosnia-Herzegovina

Collaboration: University Clinical Center Tuzla, Psychiatry
Department

Contact: Professor Izet Pajevi¢/Dr. Mevludin Hasanovic¢

E-mail: hameaz@bih.net.ba

Website: http://www.upubih.com/3kongres

25th ECNP Congress, Vienna, Austria

13-17 October 2012

Organizer: European College of Neuropharmacology
(ECNP)

Contact: ECNP Office

Tel: (+31) 302538567

Website: www.ecnp.eu

“WPA International Congress”, Prague, Czech Republic
17-21 October 2012

Contact: Dr Jiri Raboch

Organizer: Czech Psychiatric Association

E-mail: wpaic2012@guarant.cz

Website: www.wpaic2012.org

“Suicide Prevention for Young People”, Budapest,
Hungary

19-21 October, 2012

Organizers: Lelekben otthon foundation
Collaboration: (@) Hungarian Psychiatric Association
(b) British Choose Life program
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Contact: Karoly Oriold, Aron Szasz
E-mail: info@lelekbenotthon.hu
Website: www.lelekbenotthon.hu

“XX Annual Conference of the Bulgarian Psychiatric

Association”, “Psychiatry-medical standard

and practices”, Borovetz, Bulgaria

2-4 November 2012

Organizer: Bulgarian Psychiatric Association

Collaboration: (a) Balkan association for philosophy,
psychiatry and psychology

(b) International network for philosophy of psychiatry

Contact: Prof. D. Stoyanov

Email: drozdstoj@uni-plovdiv.bg

Website: http://www.bpabg.com/?q=en/home, http://

www.cic.bg/index_eng.html

“1st International Conference on Cultural Psychiatry
in Mediterranean Countries”, “Acculturative stress
and coping with cultural transition”, Tel-Aviv, Israel
5-7 November 2012

Organizers: WPA Section on Transcultural Psychiatry
Collaboration: Israeli Psychiatric Association

Contact: Dr. Anne-Marie Ulman

E-mail: am.ulman8@gmail.com

Website: www.wpa-tps.tel-aviv2012.com

“Body and Art - the Image of Hysteria in the 21st

Century”, Vienna, Austria

14-16 November, 2012

Organizer: WPA Section on Art and Psychiatry

Collaboration: (a) Vienna Art Week

(b) Institut francais,

(c) Sigmund Freud Privatstiftung

(d) Groupe de Recherches Pandora et CRPMS (Centre de
Recherches Psychanalyse, Médecine et Société, Université
Paris-Diderot)

(e) World Psychiatric Association Section on Art and Psychiatry

Contact: Dr. Hans-Otto Thomashoff

E-mail: dr@thomashoff.de

XXVII APAL Congresswith the theme: “Identity

and validity of Latin American Psychiatry:

Unity in Diversity”, Buenos Aires, Argentina

16-19 November, 2012

Organizers: APAL (Latin American Psychiatry Association)
Collaboration: APSA (Argentinean Psychiatrists
Association)

Contact: Dr. Alfredo Cia and Dr. Enrique Camarena Robles
E-mail: secretaria@apalcongreso2012.org

Website: www.apalcongreso2012.org
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» 19th Annual Conference of Indian Association
for Social Psychiatry “Migration and Mental Health”,
Chandigarh, India
23-25 November 2012
Organizers: Indian Association for Social Psychiatry
Collaboration: World Association for Social Psychiatry (WASP)
Contact: Prof. B.S. Chavan
E-mail: drchavanbs@yahoo.com, psygmch@hotmail.com
Website: www.iasp.org.com

« The first Interdisciplinary Congrerss: Psychiatry and
Related Sciences, Divani Caravel Hotel, Athens, Greece
29 November-2 December 2012
Organizers: World Psychiatric Association, International

Neuropsychiatric Association, Hellenic Society for the
Advancement of Psychiatry and Related Sciences
Organizing Bureau: Erasmus Conferences Tours & Travels
SA, Kolofontos & Evridikis street 161 21 Athens, Greece
Contact: Prof P. Soldatos
Tel: (+30) 210-74 14 700, Fax: (+30) 210-72 57 532
E-mail: info@psych-relatedsciences.org
Website: www.psych-relatedsciences.org

» A1eOvég Zuvédpio Tng NMaykoouiag Opoamovdiag

PYuxikng Yyiewvng (WFMH)

30 MovoOepatiko Zuvédpio Tng EAANVIKAG

Yuyxiatpikng Eratpeiag

«Kpion kat Kataotpo@éc: YUXOKOIVWVIKEG EMMTWOELGY,

=evodoyeio Royal Olympic, ABrjva

6-9 Maptiouv 2013

Opydvwon: EAAnvikr Wuylatpikn Etatpeia, World
Federation for Mental Health, Etaipeia NMpoAnmTikng
YuxlatpikAg

MAnpogopiec: Emotnuovikni MNpaupateia: EVE,
Mamadiapavtomovlou 11, 115 28 ABrva

TnA: (+30) 210-72 14 184, Fax: (+30) 210-72 32 042

E-mail: psych@psych.gr, Website: www.psych.gr

Opyavwtikn Mpappateia: ERA LTD, AokAnmiou 15, 106 80

ABnva, TnA: (+30) 210-36 34 944, Fax: (+30) 210-36 31 690
E-mail: info@era.gr, Website: www.era.gr

» 11th Workshop on Costs and Assessment in Psychiatry
- Mental Health Policy, Economics and Health Care
Reforms, Venice, Italy
22-24 March, 2013
Organizer: WPA Section on Mental Health Economics
Contact: Dr. Massimo Moscarelli
E-mail: moscarelli@icmpe.org
Website: www.icmpe.org

« WPA Regional Congress, Bucharest, Romania
10-13 April, 2013
Organizer: Romanian Psychiatric Association
Contact: (a) Dr. Dan Prelipceanu
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(b) Dr. Eliot Sorel

E-mail: (a) Dr. Dan Prelipceanu, prelipceanudan@yahoo.com
(b) Dr. Eliot Sorel, esorel@gmail.com

Website: www.wpa2013bucharest.org

WPA Regional Congress “Facilitating Mental Health,
Primary Care and Public Health Integration”, Bucharest,
Romania

10-13 April 2013

Contact: Prof Eliot Sorel

Tel: (+40) 212105814, Fax: (+40) 212122702

E-mail: secretariat@wpa2013bucharest.org

Website: www.wpa2013bucharest.org

3rd Congress of Neurobiology, Psychopharmacology
and Treatment Guidance, Thessaloniki, Greece

30 May-2 June 2013

Organizer: International Society of Neurobiology &
Psychopharmacology

Contact: Ast. Prof. K. N. Fountoulakis

Organizing Secretariat: Global Events Ltd

Tel: (+30) 2310-313 631, Fax: (+30) 2310-247 746

Website: www.globalevents.gr

“WPA Third Thematic Conference on Legal and
Forensic Psychiatry, Madrid, Spain

12-14 June 2013

Organizer: Spanish Society of Legal Psychiatry
Contact: Dr Alfredo Calcedo Barba

E-mail: alfredocalcedo@gmail.com

“WPA International Congress”, Istanbul, Turkey
19-23 June 2013.

Organizer: (a) Psychiatric Association of Turkey

(b) Turkish Neuropsychiatric Society

Contact: Dr. Levent Kuey

E-mail: kueyl@superonline.com

21st World Congress of Social Psychiatry “The bio-
psycho-social Model: the Future of Psychiatry”,
Lisbon, Portugal

29 June-3 July 2013

Organizer: World Association for Social Psychiatry
Contact: Professor Driss Moussaoui

E-mail: drissm49@gmail.com

Website: www.wasp2013.com

“4th European Conference on Schizophrenia Research
(ECSR)”, “Together for better treatment and care”,
Berlin, Germany

26-28 September, 2013

Organizers : (a) European Scientific Association on
Schizophrenia and other Psychoses

(b) Competence Network on Schizophrenia (CNS)
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(c) European Psychiatric Association and its Section
on Schizophrenia

(d) German Association for Psychiatry and Psychotherapy
(DGPPN)

Collaboration: WPA section on Schizophrenia

Contact : Viktoria Toeller

E-mail: toeller.viktoria@uni-duesseldorf.de

Website: www.schizophrenianet.eu

“WPA Thematic Conference”, “Human Factors

in Crisis and Disasters - Future proofing of crisis
and disaster management”, Melbourne, Australia
30 September- 3 October, 2013.

Organizer: Indo Australasian Psychiatry Association
Collaboration: (a) WPA Section on Disaster Psychiatry
(b) UNESCO Chair in Bioethics

Contact: Dr. Russell D'Souza

E-mail; russell.f.dsouza@gmail.com

Website: www.wpadisasterpsych.com

“26th ECNP Congress, Barcelona, Spain

5-9 October 2013

Organizer: European College of Neuropharmacology (ECNP)
Contact: ECNP Office

Tel: (+31) 302538567

E-mail: nice2012@ecupeu

Website: www.ecnp.eu

2nd Congress on Treatment in Psychiatry, Ostrava,
Czech Republic

10-13 October, 2013

Organizer: Czech Psychiatric Association

Contact: Prof. Jiri Raboch, M.D.

Email: lecbavpsychiatrii2013@guarant.cz

Website: www.lecbavpsychiatrii2013.cz

" ou

“WPA International Congress”, “Future Psychiatry:
Challenges and Opportunities”, Vienna, Austria
27-30 October, 2013.

Organizer: Austrian Association for Psychiatry and
Psychotherapy

Contact: Prof. Michael Musalek

E-mail: wpaic2013@guarant.cz

Website: www.wpaic2013.org

“WPA Regional Meeting”, “Addressing mental health
needs in the Alps-Adria-Danube Region: Stigma,
Community Based Care, Stress and Suicidality”,
Ljubljana, Slovenia

9-12 April, 2014

Organizer: Psychiatric Association of Slovenia

Contact: Dr. Peter Pregelj/Dr. Jurij Bon
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E-mail: peter.pregelj@psih-klinika.si/
jurij.oon@pb-begunje.si
Website: www.wpaljubljana2014.org

« Congress of World Association for Dynamic Psychiatry
“Multidisciplinary Approach to and Treatment
of Mental Disorders: Myth or Reality?”, St. Petersburg,
Russia

14-17 May, 2014

Organizer: World Association for Dynamic Psychiatry
Contact: Dr. Maria Ammon, General Secretary WADP
E-mail: DAPBerlin@aol.com

Website: www.wadp-congress.de
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« “WPA 16th World Congress of Psychiatry”,

“Focusing on Quality, Access and Humane Care”,
Madrid, Spain

14-18 September, 2014
Organizer: Spanish Society of Psychiatry (SEP)

Collaboration: (a) Spanish Association of Neuropsychiatry
(AEN)

(b) Portuguese Society of Psychiatry and Mental Health
(SPPSM)

Contact: Ms. Carolina G. Sicilia
E-mail: secretariat@wpamadrid2014.com

Website: www.wpamadrid2014.com



