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Summary

Introduction: Childhood and adolescence major depression is ratertdiagnosed
mental disorder, which can be traced back to sévensses: 1. the DSM-IV diagnostic
system is not specific enough considering the &eComorbidities frequently co-
occurring with major depression, may overlap symygothus they are rarely or not at all
recognised. A small number of studies have examilee@lopmental differences in rates
of specific symptoms across depressed childrenaalulescents. These studies do not
show a uniform picture. Some researchers reportete rsomatic complaints among
depressed children. The gender has an influendhesymptoms of major depression.
Anxiety comorbidities co-occurs with major deprgssepisode in 40%, while disruptive
comorbidies 10-80%. The mental disorders have #gative effect on the quality of life
of children. QoL is the combination of objectivelpd subjectively indicated well being
in multiple domains of life. The stressful life exs contribution to depression. 1. |
hypothesized that there are some developmentalgander differences in depressive
symptom presentation. 2. The somatic symptoms are mequent in earlier life. 3. The
frequency of depressive symptoms is increased lyghpatric comorbidities. 4.
Stressful life events affect quality of life advelss and it is worsened by depression.
Methodes We examined the above hypothesis in three samplagicipants were
children (ages 7-14) with MDD, and community cohkiols from elementary schools.
Diagnoses (via DSM-IV criteria) and onset datesdidforders were finalized “best
estimate” psychiatrists, and based on multiple rmftion sources. The depressive
symptoms and effects of comorbidities were examimedepressive sample, and the
quality of life was examined in the community saempesults: Six symptoms increased
with age, namely: depressed mood, hypersomnia, hpsyator retardation, fatigue,
thoughts of death, and suicidal ideation. Only psygotor agitation was more frequent
in younger children. Anhedonia, insomnia, hypersanand somatic complaints were
more frequent among girls, and psychomotor agitati@as more frequent among boys.
Depressed mood, sleeping problems, psychomotordegtan, suicidal symptoms are
significantly more frequent in anxiety group. lafiility and psychomotor agitation is
significantly more frequent in the disruptive groWgorthlessness is the most frequent in
the disruptive group, and in this group it is thied most frequent symptom. The clinical
depression influences the quality of life the mssbngly, and the higher depression

score goes together with a lower quality of lifereSsful life events influence the quality
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of life directly and through the depressive symmoimdirectly. Conclusionsthere are
some developmental and gender differences in depeessymptom presentation.
Irritability is the most frequent criterion symptoie also observed stable and elevated
rates of irritability, which were concurrent wittable and low rates of anhedonia across
all age groups. Somatic complaints should be censtd an associated feature of the
symptom profile of MDD in pediatric populations. [pressive symptoms are reported to

have more negative effects on the quality of lifert do stressful life events.
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1. INTRODUCTION

1.1. Major Depression in Childhood and Adolescence

Mental disorders are becoming more and more freuenburden on modern societies.
According to forecasts, in the next decade in thentries of the European Union one in every
four people, including children, will suffer from mental disorder. Of all the childhood
mental disorders probably the best known and muomjuent is the early onset major
depressive disorder (MDD), which is a burden fothbihe individual and the society, as it
causes a significant functional impairment in acaideperformance, development of social
skills as well as peer relationship, and it is maportant risk factor in developing drug use,
smoking and suicidal behaviour, and is going t@severe public health and economic issue
of the next decade, according to WHO prognostit@adolescence the number of deaths as a

consequence of suicidal behaviour is 12% of towitatity (Birmaher et al.1996).

Before the 80s childhood and adolescent depressias thought to be rare. The semi-
structured interviews brought the proper diagnosggults and the change in its judgement
(Keenan 2004). Depressive symptoms and depresisioeddrs are more and more frequent in
childhood as well as in adolescence. Accordingpiolemiological studies the frequency of
MDD before adolescence is 1-2%, while the symptammscern 3-8% of the adolescents
(Egger et al. 2006, Stalets and Luby 2006, Birma&hat. 1996, Costello et al. 2003, Zalsman
et al. 2006). The results of domestic and inteamatii studies prove that life-time prevalence
of depression is 4-5% in case of children and 1%-20nong adolescents (Vetro et al.1997,
Birmaher et al.1996), which is nearly the samenasaise of adults, and it means that adult
depression begins in adolescence in most casessl@Kest al.2001, Szaddczky 2000,
Wittchen et al.1998). Studies in the last decadeseau that the risk of mood disorders is
increasing and it begins at an earlier age eveng {{Kessler et al. 1996). Before the age of
18, 20-25% of the adolescents have a depressiged®iLewinsohn et al. 1993). Researches
done in schools showed the probability of MDD of3@% of students (Allen et al. 2000,
Davanzo et al. 2004, Larsson and Melin 1992, Raddil.e2003, Aszmann 2003). The research
performed by Kopp and her colleagues (1997) shaw3fo of the 16-year-old girls and 1,3%
of the boys had severe depressive symptoms in aafiam study. In case of Hungarian
youngsters there are not too much concern aboufrédggiency and pathomechanism of
childhood depression (Pikd and Fitzpatrick 2001ir&/et al. 1997). The studies dealing with

children under the age of 11 are especially insigifit. Schoolchildren aged between 11.5 and
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17,5 have been examined regularly since 1985 inghiynas well as the part of the

international research organized by WHO (Health &@r of School-Aged Children,

HBSC). 18% of the boys and nearly 30% of the ggdamined by the short version of Child
Depression Inventory during the 2002 survey werandb to have points referring to

depressive mood (Aszmann 2003). The various long @epressive symptoms adversely
affect the children’s accommodation and performammsewell as their behaviour and life
quality. Teenage girls are endangered significanfigalysing the data of the National

Comorbidity Survey 20% of the cases of major depossturned out to begin before the age
of 18 before 1965, while in the cohort researchedbatween 1965 and 1974 it was 50%
(Kessler et al. 1996). Costello and his colleag(2306) found that major depression in
childhood is not more frequent, it is only examimedre intensively by the researchers. In the
study of Poli and his colleagues (2003) one of y¥leree schoolchildren showed depressive
symptoms. During researches done by self-reportedegs children showing depressive
symptoms had a bigger chance to be depressed mekid2 months (lalongo et al. 2001). On

the basis of these data specialists regards theddagnosis essential.

1.2. Diagnostical Difficulties

Nowadays diagnosing major depression is based ewrriteria of DSM-IV (Diagnostic and
Statistical Manual of Mental Disorders) (Americasy€hiatric Association 1994, 2000),
which makes differences between cross-sectionalargitudinal clinical status among mood
disorders. Accordingly we can speak about moodoepis and disorders. The DSM-IV
classification system makes a minimal differenctwvben the criteria of the early onset and
adult depression. In case of children, irritabiliy a criterion symptom, which is the
equivalent of depressed mood (Kovacs 1989, DSMAv4).

Major depressive episode (DSM-IV): Depressed Mood/ Irritability in childhood; 2.
Anhedonia (criteria symptoms3; Significant Weight Loss and Weight Gain; 4.dmsia or
Hypersomnia; 5. Psychomotor Agitation and Retaotei. Fatigue or Loss of Energy; 7.
Feelings of Worthlessness and Guilt; 8. Impairedkiltg Decision; 9. Thought of Death;
Suicidal Ideation; Suicidal Plan and Suicidal AtmmAt least five of the symptoms
mentioned can be observed during a two-week peFRoun the first two symptoms at least
one is necessary to set a diagnosis (criteria symgt The symptoms cause clinically
significant distress or impairment in social ocdigrzal, or other important areas of
functioning. The symptoms are not due to the dipbgtsiological effects of a substance (e.qg.,

a drug abuse, a medication) or a general mediaaditon (e.g., hypothyroidism), and the
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symptoms are not better accounted for by bereavemen after the loss of a loved one.
Many depressed adolescent fail to cover the didgnesteria of major depression, their
symptoms are not severe enough or they remain ogmeed by specialists as they are
hesitant considering their symptoms, and they halaively shorter episodes (Angold et al.
1999, Kessler and Walters 1998, Kessler et al. 1B8dinsohn et al. 1993, Lewinsohn et al.
1994, Keller et al. 1998). Childhood and adoleseenajor depression is an under-diagnosed
mental disorder, which can be traced back to séeatses: 1. the DSM-IV diagnostic system
is not specific enough considering the age. Therditre deals with childhood and
adolescence major depression, and accordingly wesggpose that there are symptoms that
may draw attention to major depression in earlysgg@vacs 1996, Weis and Garber 2003,
Baji et al. 2009). 2. Comorbidities frequently cocarring with major depression (40-70%)
(Birmaher et al. 1996), may overlap symptoms, tiney are rarely or not at all recognised.
The so called “clear” — not comorbid — diagnostitegiories are considered to be exceptions
(Tringer 1999).

1.3. Depressive Symptoms and Age

Prominent psychoanalysts stated in the 1960s tbptedsion does not exist in childhood,
because children cannot express guilt with thetteurdeveloped superego. However, several
studies not only state that depression existsiidiobod, but they insist that it is similar, if not
the same as adult depression (Carlson and Carit@@#, Puig Antich et al. 1979). During the
examination of adult and childhood depression cadeshe major depression symptoms
turned out to be present in every age, but theuteqy is different (Carlson and Kashani
1988, Roberts et al. 1995). According to Cantwelid aBaker (1991) childhood and
adolescence depression can be distinguished fromh radjor depression, they emphasise the
consideration of age in spite of the fact that miyrthe research each of the depressive
symptoms was recorded in every age. Over the pdst&des, a large body of research has
shown that children and adolescents can meet dséigraiteria for major depressive disorder
as defined in standard diagnostic manuals (DSM-NQwever, questions have remained
about the appropriateness of such criteria for geurmge groups. Most questions concern 2
issues, namely, (1) AleSMcriteria for MDD able to accommodate age-relatdfédknces in
the likelihood of particular symptoms, and (2) #nere different symptoms associated with
MDD as a function of a child’s age? Surprisinglgsearch on age and sex differences in
depressive symptomatology with clinical populatisgscarce, and our current understanding

of these effects is mostly based on studies usmajl sample sizes that limit the identification
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of subtle effects. A small number of studies haxang@ned developmental differences in rates
of specific symptoms across depressed childrenaalodescents. For example, Ryan et al
(1987) reported that, compared to depressed childrdolescents with MDD were more
likely to display hopelessness, hypersomnia, angjiwegain/loss and less likely to display
somatic complaints and psychomotor agitation. Isirailar study, Yorbik and colleagues
(2004) found that depressed adolescents displagedisantly higher rates of hopelessness/
helplessness, fatigue, hypersomnia, weight losd, @ncidality than depressed children.
However, Mitchell and colleagues (1988) found hgpernia to be the only symptom more
frequent in clinically depressed adolescents timadeipressed children. Carlson and Kashani
(1988) in their research found irritability, angerd psychomotor agitation more frequent in
childhood than in adolescence. Considering thdtidmn can express sadness less, in most
cases they are characterised by irritability ancetdanood in case of major depression (Brent
and Birmaher 2002). In the study of Cooper and Geod1996) in case of 13-year-old
depressed suicidal attempts were not present, wheleate of attempts was 21% in case of
15-16-year-old ones. These studies do not showifarom picture in connection with the
symptoms that might be a help to set up a diagniosithis age group (Kovacs 1996).
Differences found in studies are to be attributethe developmental changes, as well as may
be related to significant methodological differentetween the studies (eg: type and size of
sample, diagnostic tools) (Ryan et al. 1987, Kovétsal. 1984, Garber et al. 1984).
Furthermore, previous examinations of age diffeesnbave used pubertal status (pre- vs.
post-pubertal) to subdivide the samples. Examirgchgonological age-related changes in
symptom presentation continuously, rather than goaieally, may reveal more subtle
developmental effects on symptom presentation tirout middle childhood and
adolescence. The conclusion is that the diagnegitems are not precise enough to display
the developmental differences related to the symptof major depression, which are not
permanent in different ages, but the age speciffmptoms have not been identified yet
(Kovacs 1996). The general use of proper semisired interviews as well as the episodes
and the examination of the most severe time sp#megberson helped the diagnostic process.
The methodological changes mentioned make it plessdbcompare the different researches
thus giving an impulse to further studies in thedd. The data of this study were collected

according to the semi-structured interview technics
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1.4. Somatic Symptoms

Somatic symptoms have a close connection with samaety disorders, like separation
anxiety and panic disorder (Beidel et al. 1991} tey are really frequent in case of children
having major depression (Carlson and Kashani 1988)rimary health care systems 2-10%
of the children have somatic symptoms, in most £dsmadaches and abdominal problems
(Cooper and Goodyer 1993). In case of children watinatic problems mental disorders were
found significantly more often, the most frequeniriajor depression and anxiety (McGrath et
al. 1983, Garber et al. 1990, Campo et al.1994a #tudy among children and adolescents
with major depression the physical symptoms occtwedtimes more frequent as in controls,
and among those having headaches more depressigosys were present than among the
ones without headaches (Larsson 1990, Goodyer 1$@#kral studies have examined the
association between somatic complaints and depressiyounger ages (Mitchell et al. 1988,
Goodyer 1996), but yielded contradictory findingsor example, some researchers reported
more somatic complains among pre-pubertal comp@rgubst-pubertal children (Ryan et al.
1987), while others failed to find this developrardifference (Mitchell et al. 1988). Such
discrepant findings may reflect that none of thetadies has controlled for co-morbid
anxiety, that could have affected the results, mithee high rates of anxiety disorders among
depressed youths (e.g., Kovacs 1996), and thegsassociation between somatic symptoms
and anxiety in childhood (Ginsburg 2006). Chronatiffue Syndrome (CFS) has several
psychiatric and somatic symptoms above fatigue, iarnfdequently occurs together with
mental disorders. Many researchers treat it asyahpric disorder; indeed, some of them
consider it to be the physical manifest of majoprdssion. This theory is supposed by the
facts that depression frequently has somatic symptand that antidepressants are often
effective in CFS. In case of children it is typidhht fatigue and headache are severe, they
often complain about interrupted / intermittentepleor hypersomnia, poor concentration and
psychomotor retardation may occur, especially isecaf adolescents (Garralda and Rangel
2005). Childhood depression is often co-occurs veitimatic symptoms, like headache,
stomach ache and muscular and limb aches (Goo®g#)1They mean further overlapping
with CFS. These somatic symptoms are frequent xregndisorders above all, in this group
the occurrence of fatigue is frequent, too. A fartbommon point is that both MDD and CFS
cause significant functional impairment. While iase of depression 2 weeks is enough, in
case of CFS the symptoms have to be present farihs. However, if we take into account
that the average span of depressive episodeslahobd and adolescence is 7-9 months, we

can see that time criterion makes only a slightedéihce between MDD and CFS (Kovacs
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1996). What is more, CFS in case of children thmdh span is considered too long by
specialists. (Garralda and Rangel 2005). Somatimpsyms are not considered to be
depressive symptoms in the diagnostic system usedeaent (DSM-1V), they are recorded
only among the symptoms of some types of anxietighsas separation anxiety, panic
disorder, general anxiety disorder and over-anxdissrder (DSM-III). In spite of this all, on
the basis of the previous examinations we can skete physical symptoms co-occur with
psychological symptoms, and they are changing With age, so the development has an
influence on the appearance of the disorder. Thegmt diagnostic system (DSM-1V) ignores
the additional symptoms of childhood and adoleseenw@jor depression (Cooper and
Goodyer 1993, Goodyer 1996).

1.5. Gender Differences

According to several international studies in theckground of childhood depression in
addition to genetic and biological factors psyclosloand environmental factors also play an
important role. Among the socio-demographic factage and gender have an influence on
the symptoms of major depression (Angold és Worthih@93, Angold et al. 1998, 2002).
The boy and girl ratio is nearly equal with slightle dominance in childhood (Birmaher et
al. 1996, Poli et al. 2003), at the same time iolestence the number of depressed girls is
double of that of boys (Angold et al. 2002, Cyraskivet al. 2000). The presence of the
gender differences is proved by several data censgl the symptoms of major depression.
The vegetative symptoms like change in appetitevaaight, sleeping problems, as well as
fatigue are more frequent in case of girls (Silteirs1999). Examination of sex differences in
child and adolescent depression have generallyséaton rates of diagnosis and severity of
symptoms (Nolen-Hoeksema and Girgus 1994, Nolerkbea 2001), with only a few
studies of rates of specific symptoms. For examMéchell and colleagues (1988) and
Roberts et al. (1995) found no sex differencesates of various depressive symptoms in a
small sample of inpatient and in a small commubaged sample of children and adolescents
with major depression. However, studies with larggmples have reported sex differences in
appetite and weight fluctuations. For example, Mftison et al. (2000) and Yorbik and
colleagues (2004) found higher rates of weight gaml increased appetite among depressed
girls compared to boys. Ryan et al. (1987) howefaled to find sex differences in weight
gain or appetite changes, although they found phetadolescent boys experienced more
fatigue symptoms than pre-adolescent girls. Othadiss found attention deficit more
frequent in case of boys (Gaub and Carlson 199/g8® et al. 2003). On the other hand the
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differences mentioned were not found in severalissicomparing depressed boys and girls
(Mitchell et al. 1988, Roberts et al. 1995, Sartalat al. 2005). These inconsistent findings

may be due to significant differences in samplesiand possible cohort effects, as studies
differed greatly in the decade of data collecti@uonsidering somatic symptoms gender

differences are present with girl dominance, ant i tendency up to adulthood (Taylor

1996).

1.6. Comorbidities

Literature shows an unambiguous connection betwewgjor depression and anxiety
disorders, as well as oppositional defiant disordad conduct disorder (Axelson and
Birmaher 2001, Essau 2003, Ford et al. 2003, Angwmid Costello 1993, Costello et al.
1996). Psychiatric comorbidities worsen major dsgien significantly; they increase

functional impairment, and the patients need pstdi care more often (Goodyer 1996,
Klein et al. 2008). The most frequent comorbiditigish major depression are over-anxiety
disorder and general anxiety disorder (Costella.€2004). Comorbid anxiety disorders occur
in half to three-quaters of the children sufferiingm chronic fatigue syndrome (Garralda
1999, Carter 1995). Anxiety comorbidities co-occwith major depressive episode in 40%,
and its onset is earlier (Kovacs 1996, Akiskal 1)9%thile disruptive disorders: attention-

deficit hyperactivity disorder (ADHD), oppositiondefiant disorder and conduct disorder)
are present in 10-80% with behavioural disordepcourring in 20% with major depression
(Ryan et al. 1987). The substance use disorde€d-B0% and usually MDD begins 4-5 years
earlier (Birmaher et al. 1996). Among children amblescents having major depression
several age specific comorbidities are presenth sagc ADHD, enuresis and encopresis
(Kovacs 1996). Comorbidities can co-occur, but vag/ mefine a longer time span to examine
their presence, or we can examine life time conainpi(Angold et al. 1999). Taking

comorbidities into account and making it clear hivey influence the symptoms of major
depression is essential regarding the diagnosticess (Weis and Garber 2003). Like
childhood and adolescence major depression, codibesi are under diagnosed. For the
proper diagnostic process symptom oriented semctstred interviews are the most suitable
(Kovacs 1996). The data of the present study haea bollected with ISCA-D, it is the semi-

structured interview.

Mitchell and his colleagues (1988) compared adeleisc having major depression with

anxiety comorbidities to those without any comoitied, and examining depressive
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symptoms. Their results showed that anxiety congdgbhas an influence on the depressive
symptoms, it may increase the frequency of somepsyms: psychomotor agitation, guilt,
hypersomnia, change in appetite and weight. Theeneuch convergent evidence that anxious
symptoms during a depressive episode are assoevited longer time in episod€6ryell et
al.1992,Fava et al. 2004). Suicidal behaviour, which igr@ased by a longer episode and is
often connected to psychoactive drug use, is aiegsymptom of major depression (Ryan et
al. 1987, Kovacs 1996). Both the anxiety and ttseugitive comorbidities increase the risk of
suicidal behaviour (Sihvola et al. 2007), and atyxgisorders increase the risk for suicide
attempts considerably more than any other individ@M-1V diagnoses (Wunderlich et al.
1998). On the basis of these data specialist censit early diagnosis essential, which can
be promoted by the examination of the age spegfaperties of depressive symptoms
(Kovacs 1996, Baji et al. 2009), and the effedthef comorbidities on these symptoms.

1.7. Quality of Life

The actual expression ‘quality of life’ was intrasha by Pigeon in 1920. At first it was used
with respect to the level of financial demands, lategr the concept was focused on subjective
and individualistic issues. The quality of lifebeth a holistic concept and also a scientific
categorization, which can be defined in severdiedht ways. According to the definition
proposed by Wallander and Schmitt (2001): “QoL he tombination of objectively and
subjectively indicated well being in multiple domsiof life considered salient in one’s
culture and time, while adhering to universal stadd of human rights.” The quality of life
can be used to assess the function-damaging effeetrtain diseases and the effectiveness of
curative and preventive treatments (Vetré et aD30With respect to health care, we can
divide the methods examining the quality of liféoitwo groups: reports on the quality of life
related to disease and that related to health.f@hmer concept measures the level of the
symptoms, and clinicians assess the results; ttter leesults in a wide-ranging, multi-
dimensional assessment. In studying quality of liff@ subject performs a self-assessment,
the result is more likely to be up to date. One thifferentiate between objective and
subjective QoL. Objective QoL focuses on the obyectuality of the conditions in which
children live whereas subjective QoL examines thadmen’'s subjective satisfaction with
their lives. The subjective quality of life is anaduation of one’s life, giving information
about happiness, the frequency of pleasant feelsaisfaction with life and the relative lack
of unpleasant feelings (Diener-Biswas-Diener 200@)children however, researchers have

different opinions as to the reliability of selfgmided data. The importance of children’s self-
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reported opinions are emphasized in the litera(iser and Morse 2001, Lawford 2001).
Although studies show that there might be significdifferences between the opinions of
children and those of an external assessor; tlmus;Hildren combination of both types of
assessments could be the most beneficial (Eiseivamde 2001, Lawford 2001). According
to the current literature, major depression hasrbst negative effect on the quality of life of
children (Sawyer et al. 2002, Bastiaansen et @4p0Several researchers have studied the
negative effects of mental disorders on the qualityife of children (Sawyer et al. 2002,
Munoz et al. 2005). In Sawyer and colleagues’s 220fudy, groups of 6 to 17-year-old
children suffering from mental disorders and fromronic somatic diseases, as well as
healthy controls, were compared from the pointiefwof their respective subjective quality
of life. In case of children suffering from mentdisorders, both parents and children
considered their quality of life to be worse thad the members of the other two groups.
Patients suffering from major depressive disorderenmthe ones who evaluated children’s
quality of life at the lowest level. In Hungary, awerall examination of the school population
occurs in the course of a program called the HeBkhavior of School-Aged Children
(HBSC) (Aszmann 2003). Registration of the quatitylife of the school-aged population is
carried out every four years. The health relatealityuof life was found to be worse with
increasing age in girls. In the course of the pmogr‘Hungarostudy 2002”, Kopp and
colleagues performed assessments of the qualiifeadf young people older than 16 years.
In the other study the depressive symptoms deatethse quality of life in young people
(Aszmann 2003, Kopp and Kovacs 2006). Satisfadatinn different fields of life is closely
related to the presence or absence of mental disond childhood (Mattejat et al.1988, Vetro
et al. 2003).

1.8. Stressful Life Events

Today, the causes of the development of depressienrisk factors, and effects of the

symptoms on the lives of children and adolescemtshee centre of much research.

One of the most frequently examined aspects of edspon is the effect of stressful life

events, whose contribution to depression has bemrep in a number of studies (Birmaher et
al.1996, Williamson et al. 2005). Even by themsg\aressful life events worsen the quality
of life (Williamson et al., 1995, Reinherz et &2Q00, Piccinelli and Wilkins, 2000, Paykel

2001, Jaffee et al., 2002, Infrasca 2003, Gilmaal.et2003). Even by themselves, stressful
life events worsen the quality of life (Kopp andwéos 2006). Examining the total number of

life events among 15-18-year-old adolescents Csarahhis colleagues (1994) found that
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with the age the number of life events increaseéghificant connection was found between
stressful life events and depression in clinicatl @aommunity samples of children and
adolescents (Williamson et al. 1998, Birmaher etl@b6, Sund et al. 2003). Exclusively in
case of girls was found connection between demessnd total life events by Rudolph’s
cross-sectional (1999) and Ge’s (1994) prospectgearches. According to the prospective
research of Silberg and his colleagues (1999) tibéaévents predict clinical depression more
intensely in case of girls than in case of boysthim four-year-long longitudinal study of Ge
and his colleagues (1994) it was found that giflerahe age of 13 survived more stressful
events than boys, and it was only in case of ¢jiré stressful life events caused also higher

risk of depressive symptoms.

2. AIMS AND HYPOTHESES

| studied the developmental changes in the symptortagy of childhood-onset depression

and | used a uniquely large clinical sample of deped children and adolescents in Hungary.

Our hypotheses:
1) | hypothesized that there are some developmerifateices in depressive symptoms

presentation. | used the age as a continuous V@riab

2) | hypothesized that there are gender differences tie occurance of

psychopathological symptoms.

3) | hypothesized that somatic symptoms are more &equ earlier life.

4) | hypothesized that the frequency of depressivepsyms is increased by psychiatric
comorbidities.

5) | hypothesized that stressful life events affectlqy of life adversely, and it is

worsened by depression.
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3. METHODS

3.1. Participants

We examined the above hypothesis in three samihlesige and sex distribution can be seen
in Table 1. We obtained written consent for paptition signed by both parents and the child,
in accordance with the legal requirements in Hupgamd the University of Pittsburgh,
Pittsburgh, Pennsylvania, USA. All study procedwed consent forms were approved by the
University of Pittsburgh’s Institutional Review Bodaand the Board of Ethics of Human
Research of the Hungarian Council for Scientifics€ach in order to comply with both
countries’ ethical rules.

Table 1. Description of three different samples investigatedifferent studies

Samples N Boys Girls Mean age years
Depressed 1 sample 559 312 247 11.69(SD=2.0)
Depressed 2 sample 649 351 298 11.70(SD=2.0)
Community sample 2620 1160 1460 10.45(SD=2.2)

3.1.1. Depressed Samples

Children in the depressed sample were enrolled study of genetic and psychosocial risk
factors in childhood-onset depression between APOID0 and June 2007. Children were
recruited through 23 mental health facilities (7vdfich had both inpatient and outpatient
units) across Hungary, serving both urban and s (Vetro et al. 2009). They provided
services to at least 85% of the newly registeralli gisychiatry cases, giving us access to a
significant portion of the referred population watvide. Children presenting at each site
were scheduled for a research assessment if theshméllowing criteria: 7.0 years to 14.9
years old, no evidence of major systemic medicabrdier, not mentally retarded, had
available at least one biological parent and a7.9-Year-old sibling (required by the study's
genetic component), and attained a predeterminedfEscore on one of various depressive
symptom screens (e.g., the short version of théd@n's Depressive Inventory, CDI)
(Kovacs and MHS Staff, 2003). Children meetingsthmitial criteria were scheduled for a 2-
part evaluation, conducted on 2 separate occas@ogyut 6 weeks apart, by different
clinicians. The first part of the evaluation ergdiladministration of the “Mood Disorder

Module” of a diagnostic interview (see measurensattion), as well as the Intake General
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Information Sheet (IGIS), a comprehensive demogcapmd anamnestic data form.
Participants also completed self-rated scales imtded in the present report). To set the
proper framework and facilitate recall, evaluati@tarted with a semi-structured interview,
designed to construct a “time line” for the patiémm birth to the date of the assessment.
Children who met DSM- IV criteria for mood disordarthe first assessment were scheduled
for further evaluation. The second part of the sssent involved a full diagnostic evaluation
and completion of maternal self-rated scales. Resofl the assessments and associated
documentation (e.g., psychiatric records) were estibf to final consensus diagnostic
procedure (Maziade et al. 1992). Pairs of senidd gisychiatrists trained as Best Estimate
Diagnosticians separately reviewed all material tnggther derived consensus diagnoses. As
described in connection with previous work (Kovatsal., 1984a and Kovacs et al., 1984b),
operational rules were used to define disorder tosmse recovery, and “midpoint” rules were
used to date onsets and offsets, if more exachglatas not possibl&ll interviews were
audio taped. The interviews were administered blg gisychiatrists and psychologists with
practice in child and adolescent psychiatry, whmgleted 3 months of didactic and practical
training in the semi-structured interview techniglieey were required to reach an average of
85% symptom-agreement on 5 consecutive videotapeulviews against “gold standard”
interview ratings provided by the trainers. Intégrareliability on ISCA-D symptoms was
satisfactory (using audiotapes of interviews fod@=pairs of raters). For MDD symptoms,
kappas ranged from .64 to .88, with 80% of theffments at or above 0.70. For DD
symptoms (using DSM-IV criteria), kappas rangedrr0.38 to 0.93, with 80% at or above
0.70. For Generalized Anxiety Disorder symptomse (thost common DSM-IV anxiety
diagnosis), kappas ranged from 0.53 to 1.00, wb% at or above 0.70. Similar inter-rater
reliability coefficients were obtained for otheid&-D disorders as well (Kiss et al. 2007).

3.1.1.1. Depressed Sample to Examination the Depressive Symptoms

Five-hundred and fifty-nine children (247 qirls) nieeenrolled in a study of genetic and
psychosocial risk factors for childhood-onset degi@n between April 2000 and May 2005.
The youngsters taking part in this research hadlihgnosis of major depression and had a
depressive episode in the time of the interviewp@®sing that to the analysis of the
symptoms the episode in time of the examinatioregjithe most accurate information. The
mean age at evaluation was 11.69 years (SD=2.00s)ye&thnic composition was
representative of the ethnic composition of Hung88¢9% white, 3.6% gypsy (Roma), 2.3%
multiracial, and 0.2% African. (Table 1. deprestexhmple).
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3.1.1.2. Depressed Sample to Examination of the Effects of Comorbidities on
Depressive Symptoms
Six-hundred and forty-nine children (298 girls) kqmart in the research. The participants had
a depressive diagnosis between April 2000 and 206&, and during the interview they had
an episode. (The group includes the members ofedspd 1. sample) The average age was
11.7 years (SD=2.00 years). The ethnic composgfdhe group was the equivalent of that of
the average Hungarian population. The participamise divided into three groups according
to the life time comorbidities co-occurring withetmajor depression. The first group had only
major depression diagnosis without comorbiditidegic MDD group), the second one had
some anxiety disorder together with the major depom (anxiety group), and the third one
had disruptive disorder co-occurring with the majepression (disruptive group). (Table 1.

depressed 2. sample).

Table 2.Gender rate and average age in the three comagrigiditips

Groups N % Boys Girls Mean age

% % years
Clear MDD 297 458 525 475 11.9 (SD=2)
MDD+Anxiety comorbidity 212 326 45.3 54.7** 11.9 (SD=2)
MDD+Disruptive comorbidity 140 21.6 80** 20 11.2 (SD=2)

*p<0.05 , **p<0.01,

As far as age is concerned, there is no signifidéference between the groups, at the same
time in the anxiety group the number of the gislsnuch higher, while in the disruptive group
there are a lot more boys (p<0.0001 two-samplst)-te

3.1.2. Community Sample

In the second half of the academic year 2002-2003pril and May we visited primary
schools in Ggr and near Gy and in Szeged, and we asked the headmastersoperete
after informing them about the method and the psepaf our data collection — according to
the rules of data protection regulations. We hadwhitten consent of nine headmasters, so
we examined the students of 4 schools iIGywo schools near Gy and 3 schools in
Szeged. We sent letters to the parents includirgstqpnnaires concerning the children’s
emotional life, mood and quality of life, as wedl gests to be filled in by the participants. The
parents were informed in a covering letter aboatgtocess and the purpose of the research,
and about the fact that filling in the forms anddiag them back to the school is considered
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to be their approval of the participation of thehildren in the study. They were also informed
that their children will surely miss the researblodd they fail to send in the questionnaires,
and that their children can refuse the particigpatwen though they approve it. The parents
put their questionnaires in a closed envelope @antollecting box in the school, 67.4% of the

parents sent back the forms agreeing that theldrelm can take part in the research. The
children filled in the questionnaires in their owlass room making sure they do that without
giving their names. The headmasters were prepareddvance about the purpose and
procedure of the study and about the content ofakiepacket as well as about the technical
details of the procedure. In some schools prepasgdhology students had the children fill in

the forms under teacher supervision. The questicemélled in by parents and children were

identified with the help of codes. These numberseweown only by research staff and

unknown by school staff (Mayer et al. 2005, 2008ye thousand two hundred and twenty
four questionnaires were sent out to the parentdhese children. From the returned

guestionnaires, we were able to collect data frototal of 3521 parents (67.4%) and 2913
schoolchildren (55.7%). In what follows, data fr@620 of these 7 to 15-year-olds will be

investigated, a group whose child and parentaltguresires were of particular relevance in

respect of quality of life, depressive symptomg] atressful life events. The mean age of the
children participated in the present study was 3@dars (SD=2.2 years). There were 1160
boys (44%) with a mean age of 10.30 years (SD=2¢ek5s), and 1460 girls (56%) with a

mean age of 10.57 years (SD=2.25 years). The gel® on average older than the boys
(p=0.003 two-sample t-test).

3.2. Measurements

3.2.1. Interview Schedule for Children and Adolesadgs Diagnostic Version
(ISCA- D)

(Examination of depressive symptoms in the clingaahple)
We used the Interview Schedule for Children andl@siments—Diagnostic Version (ISCA-D),
which is an extension of the Interview Schedule @iildren and Adolescents (ISCA)
(Sherrill and Kovacs, 2000)lSCA-D is a semi-structured interview to assesstihifie
psychiatric disorders and current psychiatric staim youths. The ISCA-D organizes
symptoms into disorders, includes most DSM-IV Akdiagnoses and allows assessment of
“current” and “lifetime” disorders. Hungarian int&@wers have achieved satisfactory inter-
rater reliability (Kiss et al, 2006). The ISCA-D é®@mpleted by interviewing separately the
parent (or other adult informant) about the yowathg then the youth about him/herself. For
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each symptom, the clinician thus has a rating eédrivom the adult informant interview and
one from the child interview: the clinician’s finedting of each symptom serves as the basis
for diagnoses. During the study 15 symptoms ofntlagor depression were analysed. Because
the somatic complaint is not a symptom of the mdgpression, we used the fifth symptom
(somatic complaints) during the data analysis ef@hildhood Overanxiety Disorder (DSM-
l-R).

3.2.2. Child Depression Inventory (CDI), (Examinaton of depressive

symptoms in the community sample)

The most frequently used self-report questionrfair@assessing childhood onset depression is
the Child Depression Inventory Short Form (CDI-8);contains 10 items each with 3
response choices, and the score for each itemdesdc0-2 (Kovacs 2005). The maximum of
the depression scale is 20 points. Each item asséise sadness, irritability, self-acceptance
and social relations. The questionnaire can be ftealssessing the depressive symptoms of
7 to 18-year-old children. The time to complete thgponses ranged from 10 to 15 minutes.
Population-based international studies expectadindepression if the overall score exceeds
the threshold value of 7 points (Davanzo et al. 4200

3.2.3. Invertar Lebensqualitat Kindern und Jugendichen (ILK)

(Examination of the Quality of Life in the community sample)

The ILK inventory (Inventar Lebensqualitat Kindeund Jugendlichen) is a 7-item, (school,
family, peer relations, alone activity, physicalalk, mental health, and global Qol) self-
report questionnaire assessing the general qualitife of children and adolescents about
during the last week; it was compiled by Mattejatl @&olleagues in Marburg (Mattejat et al.
1988). The questionnaire can be applied from tleecdigix and has versions for both children
and adolescents. The questions for the two agepgrate similar, but the version for children
includes more detailed descriptions. In the questidre, seven domains (school, family,
peer-relations, alone activities, physical heattiental health, and global quality of life) are
investigated. For example: If you are among chiidiew do you feel between them, how do
they relate to you, do you have a great time wignt?Frequency is rated on a five-point
scale best, better, middle, rather bad, badlyhe ¢hildren’s version, possible answers are
marked with faces: smiling, half-smiling, neutrdlalf-sad and sad ones. Following the
German classification, 1 point denotes the best,5apoints the worst quality of life. To aid

comparison with results of other questionnaires,tttal score is calculated by the following
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procedure: (i) the score for each item (domairnjaasformed from a 1-5 onto a 0-4 scale, (ii)
the 7 converted sub-scores are summed, and (siXakal is subtracted from the maximal 28
(QoL28) points. Thus for the final score, a highatal denotes better quality of life. The

original questionnaire was adapted for use in Hangs Kiss and colleagues (2007), and this
version has been tested to provide its own validitgt reliability data (Kiss et al. 2007). Data

on quality of life were collected from children’slreports.

3.2.4. Intake General Information Sheet for Children and Adolescents
(IGIS) (Examination of Stressful Life Events in theCommunitay
Sample)

Demographic data was collected from the parentsa byodified version of the General
Information Sheet developed for the study of cloloth onset depression in both studies
(Kapornai et al, 2007). It is a fully structurederview with pre-coded item response choices,
covering among others, demographic, family, develeptal, physical health, and
psychosocial history and characteristics, stresbfel events, with the parent serving as
informant. It was used as a structured interviewhm depressed sample, and as a self-report
guestionnaire in the school sample.

The self-report form is a modified version of ti¢erview form. We studied life events that
influenced the general state, the mood and thevilmiraof the children according to literary
data (e.g. illness or death of a relative, divoarel violence). We examined 26 stressful
events. They were severe illness of a parent ablang demanding hospital care, severe
health problem of a parent or a sibling, severeclpisyric disorder of a parent or a sibling
demanding hospital care, death of a family memddenrce, significant financial problems,
moving into a new home, unemployment of a paragular debates and quarrel between the
members of family, birth of a new sibling, domestiolence, children boarded out, children
regularly made fun of by their peers, children take police or court because of their

behaviour, children expelled from school, survigba natural disaster, loss of home.

3.3. Statistical Analysis

All data were normally distributed, therefore wediparametric tests. T tests were computed
to explore differences between boys and girls, betwage and symptoms and between sex
and symptoms. Only significant interactions wereluded in the multivariate model. Since
the results of the univariate models were redundaith those that emerged in the

multivariate analyses, only the final multivariab@dels are reported
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3.3.1. Symptom characteristics of MDD

Data analyses were performed using the SAS softv@hiesquare test (Mantel-Haenzél
was computed to explore the effect of age on symgtpresentation and differences between
girls and boys. Our large sample allowed for thawianeous assessment of age and sex
effects using alternating logistic regression (ALR)vhich controls for possible
intercorrelations of symptoms within participantglgrovides robust, more reliably estimates
than previously used methods.To estimate the effeage, sex, and age-by-sex interactions
on symptom presentation, we used alternating licgisgression (ALR; Carey et al. 1993)
fitting a multivariate model of age and sex on isesymptoms of interest. ALR is a type of
Generalized Estimating Equations (GEE; Liang angezd.986). GEE methods is to be more
efficient than ordinary logistic regression withriance correction for estimating the effect
of a time-varying covariate. This method was itliyi@reated for analysis of inter-correlated
cluster data (Katz et al. 1993) and has been ea&tkrid the analysis of inter-correlated
outcomes (Kuchibhatla and Fillenbaumn 2005). Thasteld odds ratio of each symptom by

sex and age while controlling for age, sex, andctiveelation between symptoms.

3.3.2. Comorbidities and Symptom Characteristics oMDD

Data analyses were performed using the SPSS fodMWis software, version 13.0. We used
the Chi-square test, two-sample t-test. We divittesl sample into 3 groups based on the

comorbidities.

3.3.3. QoL, Stressful Life Events and Depressive Bytoms

Data analyses were performed using the SPSS fodois software, version 13.0. Besides
descriptive statistics, we used the Chi-square test-sample t-test and two-way ANOVA.
Considering the number of experienced stressfal dents, we divided the sample into 3
groups. The children who experienced 0-1 stresdéuévents are put in the first group, those
who lived through 2-3 life events in the secondugrcand those who experienced 4 or more
are in the third group. The relationship betweendétisfaction of life quality and life events
groups was analyzed by Chi-square test (with fac{stressful life event groups] X [gender].
Gender differences of clinically depressed and depressed pupils’ quality of life scores
were also compared by two-way ANOVA (with factofslinically depressed groups] X
[gender]). The indicators of the quality of life igeanalyzed by linear regression models,
which allows those variables to be found which hawgnificant association with quality of
life: depression mean scores, numbers of strelf&fdvents, age and gender of the child, and
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the interaction between depression scores anduttder of stressful life events. The value of
the Beta standardized coefficient can lie in thegeabetween -1 and +1. The nearer the value
is to either limit (-1 or +1), the greater effethas on the quality of life. To decide whether
stressful life events have an effect on the qualitjife either directly or indirectly through
depressive symptoms we used path-analysis. Palisanéas a method by which we can
examine relations between certain variables, amddinect and indirect effects of each
variable on the others. In the path-analysis, weothesize relations between variables and
the causal chains. In a certain sense, these aamsclof regression models. In the
representation of the path-analysis model, vargalaee connected with arrows, and the
importance of the effect is signified by a numbsaKdardized regression Beta coefficient)

associated with each of them.
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4. RESULTS

4.1. Study of Depressive Symptoms

4.1.1. Change of Frequency of Depressive Symptomsadrding to Age

Table 3 presents the rates of endorsement of gacptem by age.

Table 3.Unadjusted Rates (%) of Depressive Symptoms AdkgesGroups

Age at Interview Statistic
7 8 9 10 11 12 13 14 2

Sample Size N=16 46 70 70 91 91 92 83
Depressed Moo 63 61 66 69 73 60 73 81 5.04*
Irritability 75 76 80 83 86 79 73 81
Anhedonia 38 43 49 40 43 48 51 43
Weight Loss 25 28 36 26 26 26 30 40
Weight Gain 6 28 21 26 26 16 24 14
Insomnia 63 46 60 49 63 55 55 57
Hypersomnia 13 11 6 10 11 14 17 23
Psychomotor Agil 63 52 56 53 45 36 39 43  7.70**
Psychomotor Retarc 31 30 34 29 37 46 39 47 6.49*
Fatigue 69 41 60 63 64 70 67 70 7.57*
Worthlessnes 44 50 59 57 59 63 60 63
Guilt 25 35 41 33 31 35 30 35
Imp. Decision Making 75 65 73 76 70 70 67 75
Thoughts of Deatt 44 35 59 61 55 68 55 65 6.69**
Suicidal Ideation 25 17 34 39 41 44 45 49 13.87***

Somatic Complaints 50 35 36 29 37 35 43 35

*p < 0.05, ** p <0.01, *** p<0.001 Mantel-Haenzgl

Depressed mood, hypersomnia, psychomotor retardatadigue, thoughts of death, and
suicidal ideation increased linearly with age. Pgyonotor agitation was the only symptom

that decreased linearly with age.

4.1.2. Change of Frequency of Depressive Symptomsabdrding to Sex

Table 4 presents the rates of endorsement of eauptem by sex. Six symptoms were
significantly more common in girls than boys, naynélepressed mood, anhedonia, insomnia,
hypersomnia, psychomotor retardation, thoughtseatiudand somatic complaints. In contrast,

only psychomotor agitation was more commonly reggbih boys than in girls.
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Table 4.Unadjusted Rates of Depressive Symptoms for GirtsBoys

Symptoms Girls(247) Boys(312) '
Depressed mood 74.1 65.4 4.90*
Irritability 77.7 81.1
Anhedonia 51.0 41.0 5.55*
Weight Loss 32.8 28.2
Weight Gain 22.3 20.8
Insomnia 61.1 51.6 5.08*
Hypersomnia 18.2 9.9 8.05**
Psychomotor Agitation 38.5 51.6 9.59**
Psychomotor Retardation 43.7 34.0 5.47*
Psychomotor Retardation 43.7 34.0 5.47*
Fatigue 65.6 62.8
Worthlessness 61.1 57.1
Guilt 33.2 34.3
Impaired Decision Making 67.2 74.4
Thoughts of Death 62.8 54.2 4.17*
Suicidal Ideation 43.7 36.5
Somatic Complaints 42.1 32.1 6.01*

*p<0.05, *p<0.01 Chi-square test

4.1.3. Age and Sex Effects in Rates of Depressivarptoms Adjusted for

Inter-correlation between Symptoms

Table 5 shows the adjusted odds ratio of each symjly sex and age while controlling for
age, sex, and the correlation between symptomsltdsom the ALR indicated a significant
effect of agey’(16) = 35.91, p = 0.003 and sek(16) = 38.65, p = 0.001. No age by sex
interaction was observeg’(16) = 16.53, p = 0.42. Consistent with the unsigjd results
presented the 4 tables, and while controlling fex @nd the inter-correlation between
symptoms, the odds ratio of six symptoms increasgld age namely: depressed mood,
hypersomnia, psychomotor retardation, fatigue, gihési of death, and suicidal ideation. Only
psychomotor agitation was more frequent in youra@dren. While controlling for age and

inter-correlation between symptoms, being nsadmificantly decreased the odds ratio of four
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specific symptoms, namely: anhedonia, insomniaglggmnia, and somatic complaints, and

significantly increased the odds ratio of psychamaditation.

Table 5. Odds Ratios of Each Symptom Adjusted for Age anxl \Ba& Alternating Logistic

Regression

Adjusted Multivaate Odds Ratio (95% C.1.)

Between-Subject by Symptom Effects

Symptoms Age (Year) Sex (Male)
Depressed Moo 1.10 (1.01 -1.22)* 0.71 (0.49-1.03)
Irritability 0.98 (0.88 -1.10) 1.22 (0.80-1.86)
Anhedonia 1.01 (0.93-1.10) 0.67 (0.48 - 0.95)*
Weight Loss 1.06 (0.96 -1.16) 0.84 (0.58-1.22)
Weight Gain 0.94 (0.85-1.03) 0.87 (0.58-1.31)
Insomnia 1.00 (0.92 -1.09) 0.68 (0.48 - 0.96)*
Hypersomnia 1.17 (1.02 -1.35)* 0.56 (0.34-0.93)*
Psychomotor Agitatior 0.91 (0.83 -0.99)* 159 (1.12-2.24)**
Psychomotor Retardatior 1.11 (1.01 -1.21)* 0.71 (0.50-1.01)
Fatigue 1.13 (1.03 -1.23)** 0.97 (0.68-1.39)
Worthlessnes 1.06 (0.97 -1.15) 0.88 (0.62-1.25)
Guilt 0.99 (0.90 -1.08) 1.04 (0.72-1.49)
Impaired Decision Making 1.02 (0.93-1.12) 1.43 (0.99 - 2.08)
Thoughts of Deatt 1.11 (1.02 -1.22)* 0.76 (0.54-1.08)
Suicidal Ideation 1.18 (1.08 -1.29)** 0.86 (0.61-1.21)
Somatic Complaints 1.01 (0.92 -1.10) 0.65 (0.46-0.93)*

*p < 0.05, ** p <0.01, no sex-by-age interactiamsre noted.

4.1.4. Somatic Complaints and Psychomotor Agitatiom Depressed Sample

Comorbidities may have an effect on depressive symg. In DSM-IV somatic symptoms
are part of anxiety disorders. Given the histanterest in whether somatic complaints may
be a presenting symptom in pediatric depression,emamined its rate among children
without co-morbid anxiety disorder (N = 398). Trager of somatic complaints in this group
was 29%, on average (range 20 to 46% across a),ageate higher than other depressive
symptoms such as hypersomnia, weight loss/gaingaiiti Consistent with our full sample
analysis, no age effects on somatic complaints weted among children without co-morbid
anxiety,x2 (1) = 0.53, p = .47. However, the sex differentesamatic symptoms in the full
sample did not remain significant after controlliogrmorbid anxiety disorder (33% in girls
vs. 26% in boys)y® (1) = 1.77, p = .18. Psychomotor agitation is agmptom of ADHD,
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therefore the comorbidity with ADHD might changeetlincidence of that depressive
symptom within the depressive sample. We also exaehthe rate of psychomotor agitation
in children without co-morbid attention-deficit-hggactivity disorder (ADHD; N = 449).
Consistent with our full sample analysis, we fowardage effect on psychomotor agitation
(decreasing rates of agitation in older cases) eveong children without co-morbid ADHD,
v* (1) = 7.19, p < .01. Finally, also consistent wtlr full sample analysis, boys were more
likely than girls to present psychomotor agitatifter controlling for co-morbid ADHDy?

(1) = 10.13, p < .01.

4.2. The Effect of Psychiatric Comorbidities on Degessive Symptoms

4.2.1. The Incidence of Comorbidities in Depress Sample

The frequency of comorbidities was as follows: Sapan Anxiety 7.7%, Social Phobia
4.2%, Specific Phobia 3.7%, Agoraphobia 0.9%, Pénsorder 2.0%, Posttraumatic Stress
Disorder 3.1%, Obscessive Compulsive Disorder 2 S#seralised Anxiety Disorder (GAD)
10%, Childhood Overanxiety Disorder 10%, Anxietys@ider Not Otherwise Specified 1.7%,
Attention Deficit Hiperactivity Disorder (ADHD) 19%, Oppositional Defiant Disorder
4.6%, Conduct Disorder 3.4% and Disruptive Disordet Otherwise Specified 0.5%. It is
obvious that the most frequent comorbidities werBH® (19.3%), GAD (10%) and
Childhood Overanxiety Disorder (10%).

4.2.2. Frequency of Depressive Symptoms in Relatie@a Comorbidities

On the bases of Table 6 we can see that irritgbdithe most frequent symptom in all the
three groups. Studying the critersymptoms (depressed mood or irritability, anheapni

depressed mood is the most frequent in the angeyp (67.5%, p < 0.01), irritability is

significantly more frequent in the disruptive gro{@®.7%, p < 0.05). Anhedonia belongs to
the mid frequent symptoms in all the three groups, presence of comorbidities do not
influence its frequency. Regarding vegetasyenptoms (weight loss, weight gain, insomnia,
hypersomnia, psychomotor agitation, psychomot@rdgition and fatigue), sleeping problems
and psychomotor retardation are significantly mfvseguent in the anxiety group (62.3%,
17.9%, 42 %, p < 0.01), psychomotor agitatiosigsificantly more frequent in the disruptive
grup (47.1% p< 0.01).During the study of cognitiveymptoms (wothlessness, guilt and
impairment decision making, suicid symptoms) cotreion problem is present with the
same frequency in all groups, and in the clear M&1d in the disruptive groups it is the

second most frequent symptom. Among suicidal symptothoughts of death are more
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frequent in the anxiety (64.2%, p < 0.01) and i disruptive groups than in the clear MDD
group, and this symptom is the fourth most frequanthe anxiety and disruptive groups.
Suicidal ideation is significantly the most frequem the anxiety group (43.6%, p < 0.05).
Comorbidities increase frequency of all the suicislamptoms. Worthlessness is the most

frequent in the disruptive group, and in this grdup the third most frequent symptom.

Table 6.Frequencyf major depression symptoms in the three groups

Major Depressive ClearMDD MDD+Anxiety MDD+Disruptiv e
Symptoms N=297 N=212 N=140
Depressed Moo 60.¢ 67.5** 56.4
Irritability 69 73.6 80.7*
Anhedonia 41.1 47.2 35
Weight Loss 25.9 30.3 22.9
Weight Gain 17.5 15.1 10
Insomnia 52.4 62.3** 39.3
Hypersomnia 114 17.9** 6.4
Psychomotor Agitation 39.7 42 47.1**
PsychomotorRetardation 36.8 42%* 23.6
Fatigue 58.2 65.1 53.6
Worthlessnes 45.6 62.7 66.4**
Guilt 24.9 39.6** 29.3
Imp. Decision Making 65.3 66.5 67.4
Thoughts of Death 45.9 64.2** 60.7
Suicidal Ideation 33 43.6* 35

*p<0,05,*p<0,01

4.2.3. Gender Differences Based on the FrequencyDépressive Symptoms

in the Three Groups

In the clear MDD group psychomotor agitation (47,4%& 0.01), guilt (30.8%, p < 0.05) and
impairment decision making (70.5%, p < 0.05) imgigantly more frequent in case of boys,
at the same time thoughts of death (52.9% p < QrDBase of girls. In the disruptive group,
from the symptoms of criteria, the girls producemssed mood (76.9%, p < 0.05) and
anhedonia (53.8%, p < 0.05) more frequently thays i the same group.
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Table 7.Gender differences in relation to major depressignptoms in the three groups

Clear MDD MDD+Anxiety =~ MDD+Disruptive

Major depressive Boys Girls Boys Girls Boys Girls
symptoms N=156 N=141 N=96 N=116 N=114 N=26
Depres«ed mood 60,¢ 61 60,4 73, 51,¢ 76,9*
Irritability 71,2 66,7 75 72,4 78,9 88,5
Anhedonia 39,1 43,3 37,5 55,2 30,7 53,8*
Significant weight loss 24,4 27,7 28,1 32,2 21,9 26,9
Significant weight gain 14,4 21,3 15,6 14,7 11,4 3,8
Insomnia 50,6 54,3 55,2 68,1 37,7 46,2
Hypersomnia 9 14,2 125 224 6,1 7,7
Psychomotor agitation 47,4** 31,2 46,9 37,9 46,5 50
Psychomotor retardation 37,8 35,7 30,2 51,7 21,1 34,6
Fatigue 60,9 55,3 59,4 69,8 51,8 61,5
Worthlessness 47,4 43,6 60,4 64,7 64,9 73,1
Guilt 30,8 18,4 375 414 28,1 34,6
Imp. Decision Making 70,5 59,6 67,7 65,5 65,8 75
Thoughts of Death 39,7 52,9* 63,5 64,7 58,8 69,2
Suicidal ideation 28,2 38,3 43,8 43,5 34,2 38,5

**p<0,01, *p <0,05 (Chisquaretles

4.3. Study of the Influence of Depressive Symptonasd Stressful Life
Events on the Quality of Life of Schoolchildren(community sample)

4.3.1. Quality of Life and Clinical Level Depressin

The mean scores of each quality of life summarired able 8. Statistically significant
gender differences were found in case of two domafrquality of life, namely the domain of
school satisfaction (girls =1.98, boys =2.09, p€0Q, girls are more satisfied) and global
quality of life (girls=1.66, boys =1.60, SD=0.71 p.035, here the boys are more satisfied).
Using the results from the short-version CDI, wekied at the probability of clinical
depression for those over the 7-point thresholcdhunsample, 388 pupils (14.8%) fell in this
category (i.e clinical depressed). In the clinidapressed sample, the proportion of girls was

higher than that of boys (p<0.008).
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Table 8. Mean scores for different domains of the qualityifef and depression in the whole

sample, separated by genders

Quiality of life/ TOTAL Girls Boys p
CDI-S N=2620 N=1460 N=1160

** Total score (QoL28 22.81 22.81 22.81

*School 2.03 1.98 2.09 0.001
*Family 1.36 1.36 1.35

*Peer relations 1.59 1.56 1.62

*Alone-activity 2.08 2.11 2.04

*Physical health 1.56 1.56 1.5

*Mental health 1.92 1.66 1.6

*Global 1.63 1.66 1.6 0.035
CDI-S<7 2232(85.2%) 122(083.6%) 101387.3%)

CDI-S>=7 388(14.8%) 240(16.4%) 14812.7%) 0.008

Chi-square test

** Total quality of life score (QoL28higher score denotes better quality of lifendividual

domainsilower score denotes better quality of life (see texolaf

4.3.2. Stressful Life Events and Clinical Level Dapssion

In the clinically depressed group, significantly nm@hildren experienced 4 or more stressful
life events (32.5%) than in the “non-depressed”ugrd21.9%) (p < 0.0001). Similar
differences could be observed for girls: 34.2% lofically depressed girls experienced 4 or
more stressful life events; while only 21.9% of gbagirls who gave an account of fewer
depressive symptoms had lived through 4 or moeeehfents (p<0.0001). In contrast, for boys
there was no significant difference between clilhycdepressed and non-depressed boys who

experienced 4 or more life events.

Table 9. The relationship between stressful life events d@pression for the whole sample

(numbers of children in each category, percentages)

0-1 2-3 4 or more TOTAL

CDI-S score life event life events life events

CDI-S<7 861 (38.6%) 882 (39.5%) 489 (21.9%) 2232 (100%)
CDI-S>=7 119 (30.7%) 143 (36.9%) 126 (32.5%)* 388 (100%)
TOTAL 980 (37.4%) 1025 (39.1%) 615 (23.5%) 2620 (100%)

*p = 0.0001, Chi-square test
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4.3.3. Relationship between Quality of Life and Sassful Life Events

In the whole sample, the number of life events gerader of the child do not show significant
interaction (p=0.176); that is, the difference betw the boys’ and girls’ quality of life does
not depend on the number of experienced strestubvents. There is no gender difference
(p=0.789), so this refers to all three of the HY#feents’ groups. A significant difference
between stressful life events groups (p<0.0001) feasd in the whole group (see in Table
10). All domains of quality of life a significantlgecreasing QoL trend is associated with an
increase in the number of stressful life eventse €kception is the domain of alone-activity;
this is the only QoL domain which seems not tortfienced by an increase in the number of
life events. We found gender differences in cadeschool satisfaction, peer relations and
global life satisfaction. The data in the tablestw that the girls consider their quality of
life in the domain of school satisfaction bettaarttboys do, while the boys are more satisfied
with their global quality of life. In case of theomhains of school satisfaction and global
quality of life, there are also significant genderd life-events group differences; therefore,
this difference relates to all three life-eventsugrs, both for the whole sample and separately
for the girls and boys. When examining, peer refedj it is clear that the number of life
events and gender are linked. In the case of signif interaction (p = 0.011). In the domain

of alone-activity, there are no significant diffeces.

Table 10. Relationship between the quality of life (QoL) atiet number of stressful life

events in the whole sample, separated

Quiality of Life

ﬁtresswl Total  School Family Peer  Alone  Physica Mental gjopg
le events relation activity |health health
0-1 23. 27 1.97 1.29 1.53 2.04 151 1.81 1.53

Girls 23.41 1.90 1.28 1.47 2.07 1.50 1.78 1.55
Boys 23.11 2.04 1.30 1.61 2.02 1.52 1.84 1.51

2-3 22.98 199 1.33 1.57 2.06 1.583 1.88 1.61
Girls 22.87 1.97 1.34 1.59 2.12 1.52 1.90 1.64
Boys 23.12 201 131 1.54 1.99 1.583 1.86 1.58

4/more |21.78  2.20 151 1.70 2.16 1.68 2.12 1.83
Girls 21.81 212 151 1.65 2.16 1.71 2.13 1.87
Boys 21.75 2.30 151 1.76 2.15 1.63 2.10 1.78

Groups | 0.0001 0.0001 0.0001 0.0001 0.109 0.0001  0.0001 00Q.0
Gender | 0.789 0.0001  0.904 0.026 0.148 0.542 0.883 0.039

Inter- 1 45 176 0.198 0.604  0.011 0.577 0.320 0.396 0.762
actions

The table shows the mean quality of life scores.
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Total quality of life score (QoL28)higher score denotes better quality of life. Individual

domainsiower score denotes better quality of life (see textimfo

4.3.4. Relationship between Quality of Life and Depssive Symptoms

The results are shown in Table 11. The last thoess rof the table show p-values of the two-
way ANOVA analysis. It shows that members of thmichlly depressed group are less
satisfied with their total score for quality ofdif{fQoL28) than are the members of the non-
depressed group, and this is true for all QoL dos§p<0.0001). The examination of gender
differences shows that, depressive symptoms mavag@y related to school satisfaction for
boys than for girls (p=0.051); also boys’ depresspymptoms more strongly worsen the
satisfaction with peer relations than in the cédsgirts (p=0.025). In the case of the quality of
life total score (QoL28), there are gender diffeesnin the depressed and non-depressed
groups (p=0.008). Though the difference is sigaificin both groups, in the case of boys the
difference between depressed and non-depressepsgoless remarkable than it is for girls.
We found the same pattern for satisfaction with talemealth. In the case of the evaluation of
the global quality of life, there are significariffdrences both between groups and between
genders, but as the interaction is also significadtitional examinations were necessary in
the cases of gender and depressed groups. Redswts that depressive symptoms

significantly damage the global quality of life,datiis effect is stronger for girls.

Table 11. The relationship between quality of life and thepiéssion score for the whole

sample, separated by gender

Quality of Life

CDI-S Total School Family Peer Alone  Physica Mental Global
relation activity | health health

Cutoff<7 |23.35 1.96 1.28 1.51 2.05 1.49 1.77 1.53

Girl 23.48 1.89 1.27 1.48 2.08 1.48 1.74 1.53
Boys 23.20 1.29 1.29 1.55 2.02 1.51 1.81 1.54
Cutoff>7 |19.67 2.43 1.81 2.00 2.23 1.92 2.71 2.21
Girls 19.43 242 1.82 1.95 2.26 1.97 2.80 2.34
Boys 20.06 2.45 1.79 2.07 2.17 1.84 2.57 2.00

Groups 0.0001 0.0001 0.0001 0.0001 o0.007 0.0001 (01000.0001
Gender 0.303 0.051 0.951 0.025 0.222 0.223 0.097 0.0001
Interactions | 0.008 0.187 0.547 0.574 0.840 0.058 0.002 0.0001

Two-way ANOVA. The table shows the mean qualitjife scores.
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Total quality of life score (QoL28higher score denotes better quality of life.  Individua
domainslower score denotes better quality of life (see textie Table shows the mean quality
of life scores.

4.3.5. Variables Influencing the Quality of Life

4.3.5.1. Linear regression model

Table 12 shows the model. The CDI depression sotbe factor which influences the
quality of life the most strongly: the higher degsi®n score goes together with a lower
quality of life. The effects of other variables gfaom the depression score are much weaker.
The quality of life worsens with the increase & ttumber of stressful life events experienced
and with increased age of the child. In our samiple girls’ subjective quality of life is better
than that of the boys. We examined the interaabiostressful life events and the depression
score, but the p-value of the interaction was nghicant; that is, the presence of both
variables does not influence the quality of lifermgtrongly than in case of looking at each

separately.

Table 12. The effect of depressive symptoms, stressful lifenés, gender, and age on the

quality of life
95%
Coefficient o — values confidence interval
Lower Upper

CDI-S score -0.511 <0.001 -0.550 -0.352
No. of stressful g 5g 0.039 -0.173 -0.041
life events
Age -0.035 0.033 -0.084 -0.042
Gender 0.034 0.036 0.002 0.041
[No. Stressful
life events] X

-0.043 0.246 -0.426 -0.023

[CDI-S score]
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4.3.5.2. Clinical Level Depression and Stressful Life Events Effect on the Quality of
Life
The results of path-analysis based on the evalafichildren of their own quality of lifare

shown in Figure 1.

Figure 1. The effect of depressive symptoms and stresdtuleNents on the quality of life
(The standardised regression Beta coefficients ghevassociations among variables.)

-0.088 l 0.830

Stressful life

v

Quiality of life

0.159 -0.536

Depressive

T 0.98

Stressful life events influence the quality of lisgrength of effect r = - 0.088 (direct effect).

On the other hand, it is noticeable that streskfelevents also affect the quality of life
through the depressive symptoms (indirect effettje stressful life events (through the
depression) on the quality of life can be calcwaby multiplying the two numbers on the
arrows: 0.159 * - 0.536 = - 0.085. The total of ftthieect and indirect effects precisely
correspond with the correlation between stressfel dvents and the quality of life: r = -
0.173. All the effects of stressful life events the quality of life (which are derived by
correlation) were divided into direct and indirgetrts. Though the value of the correlation
coefficient is low, and the linear relationshipwgak, it shows that on the basis of the self-
evaluation by children, effects of stressful lifeests on the quality of life are expressed

partly directly and partly indirectly through depséze symptoms.
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5. DISCUSSION

In this study we examined the depressive symptonas cuality of life of 7-14-year-old
children and adolescents in relation to severabofac like age, gender, comorbidities, and
stressful life events. Depressive symptoms are aenwith the help of a clinical sample
take in two timeperiod (we examined the data of 868 649 depressed children, the latter
was divided into three groups according to comatiest clear depression group, anxiety
group and disruptive group), while quality of lWeas studied with the help of community
sample (2620 schoolchildren).

5.1. Study of Depressive Symptoms in Relation to &gComorbidities and
Gender

All the DSM-IV major depression symptoms were preése the samples, through the whole
age span, and it corresponds to Carlson and Kdsh@m®i88) former results and those of
Roberts and colleagues (1995). While controlling dex and the inter-correlation between
symptoms, the frequency of six symptoms increasggther with age (depressed mood,
hypersomnia, psychomotor retardation, fatigue, gihdsi of death and suicidal ideations), at
the same time frequency of one symptom decreasydl{pmotor agitation). The influence of
comorbidities had a great significance in caseepirdssed children because of its occurrence;
it was present in 54.2% in the sample, which isseiant with the results of several former
researches (Kovéacs et al. 1989, Birmaher et al6)198nxiety was present in 32.6% and
disruptive comorbidity in 21.6% in our sample. Aeityi comorbidities increased the
occurrence of seven depressive symptoms (depressmobl, insomnia, hypersomnia,
psychomotor retardation, guilt, thoughts of deatid suicidal ideation), at the same time
disruptive comorbidities increased the frequencyhoée depressive symptoms (irritability,
psychomotor agitation and the worthlessness). &kvermer researches showed gender
differences in the occurrence of depressive symgpt@@ilverstein 1999, Williamson et al.
2000, Yorbik et al.2004, and Bongers 2003, Gaub@adison 1997), while other researches
did not find these differences (Mitchell et al. 89&oberts et al.1995, Santalahti et al. 2005,
Ryan et al.1987). Our results show gender diffezenin connection with the symptoms,
while controlling for age and inter-correlation ween symptoms of anhedonia, insomnia and
hypersomnia are more frequent in case of girls,@yd¢homotor agitation is more frequent in
case of depressed boys. The study of the influaficeomorbidities showed that gender

differences were present especially in the clepressed group (psychomotor agitation, guilt,



38

concentration and decision impairment, thought ofatd and suicidal attempts).
Comorbidities decreased gender differences inrgguency of symptoms (in case of anxiety
comorbidity only suicidal attempts were more fregfuend in case of disruptive comorbidities
depressed mood and anhedonia were more frequerdase of girls). Studying certain
symptoms, among the critesgymptoms the frequency of depressed mood increagether
with age, which is consistent with Carlson and Kewsls (1988) and Yorbik and colleagues’
(2004) conclusions that depressed mood becomesfregreent with age, while irritability as
the equivalent symptom of depressed mood (DSM-Ikea) is most frequently present
across all ages in our sample. All these suggestinhcase of younger children the presence
of irritability is expected to be more frequentcagerion, at the same time among adolescents
major depression is more similar to that of thelsdWVith regard to age effects, our findings
are not entirely consistent with tH8SM-IV criteria according to which irritability can
substitute for depressed mood as a required symptochildhood. Specifically, depressed
mood and irritability were relatively frequent assoall ages, with more than 60% (depressed
mood) and 70% (irritability) of patients displayitige 2 symptoms. In contrast, anhedonia
was relatively infrequent across all age groups wates generally below 50%. This suggests
that anhedonia, not depressed mood, is the leagudnt criterion symptom in depression
among children and adolescents while irritabilgysignificantly more common, occurring
often in conjunction with, rather than as a substitfor depressed mood. It is supported by
the fact that anxiety comorbidities increase themjdiency of depressed mood; on the other
hand, none of the comorbidities had any influencetloe frequency of irritability and
anhedonia. Irritability is the most frequent symptan all the three groups, and anhedonia
belongs to symptoms of average frequency.This alsans that irritability is the criteria
symptom which in younger ages contributes the mdstkhe diagnosis of major depression
among the criteria symptoms. The anhedonia is ldlstaymptom in this age group and we
could expect that with aging and with the cognitde@velopment the ability of expressing
emotions also develops, so the incidence of tmgpsgm should also increase, but in spite of
these facts this remains only a symptom with mididiguency.

In regard to sex differences, while controlling taye effects and symptom inter-correlation,
we found that girls had significantly higher ratesanhedonia, and in case of disruptive
comorbidity girls have the symptoms of depressedodn@and anhedonia with higher
frequency than boys$t means that it is more difficult to recognise thepression of boys with
disruptive comorbidity, as their criterion is syretritability, the identification of which is

difficult among the disruptive symptoms. Among citige symptoms thoughts of death and
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suicidal ideation also increased with age, theicuoence is increased by comorbidities,
whether anxiety or disruptive, and in these grodipsy belong to the most frequent
symptoms. It is consistent with the results of saadier researches (Cooper and Goodyer
1996, Yorbik et al. 2004). It calls our attentianthe importance of accurate and complete
diagnoses, as the second reason of death in thigragp is suicidal behaviour (Birmaher et
al. 1996). An interesting result is that worthlesssithe most often occurs in case of children
with disruptive comorbidity, and in this groupstthe third most frequent symptom. It may be
related to the constantly present negative quatibm from the side of the environment in
connection with disruptive disorders. The symptdningpairment decision making is worth
examining, as its occurrence does not depend owdndities, and in all the three groups it is
one of the most frequent symptoms, although indibruptive group the most frequent one is
ADHD, the most important symptom of which is conication and attention problem.

One could expect that in disruptive group this signpshould be more frequent compared to
the other two, but during the diagnostic processithpaired decision making symptom can
be regarded as a depressive symptom in ADHD oniyy bEcame more serious during the
depressed mood or irritability. This makes it pbksifor us to evaluate correctly this

symptom in relation to its frequency.

On the basis of all these we can state that attemroblems in connection with depression
are not damaged further by disruptive comorbiditisd that concentration impairments
appearing in school performance are noteworthy agpondepression. Gender differences in
case of cognitive symptoms occur in cases withoutarbidities (guilt, impairment decision

making, and thoughts of death and suicidal attemptsase of girls). We can state that
comorbidities reduce gender differences duringappearance of the symptoms. We found
that several vegetativeymptoms increased with age, including hypersopnwsgchomotor

retardation and fatigue, which partly corresponalsthte results of some previous studies
(Ryan 1987, Mitchell 1988, Yorbik 2004), and psyctodor agitation were the only

symptoms that diminished with age. In case of agpxdemorbidities insomnia, hypersomnia
and psychomotor retardation is also more frequasitwell as the disruptive comorbidity
increases the frequency of psychomotor agitatiohichvis not surprising, as the most
frequent comorbidity was ADHD in our sample. Giwbat depression and ADHD share the
symptom of psychomotor agitation and that thereaislevelopmental trend in ADHD

diagnostic rates (Willoughby et al.2003), we exadinvhether the reduction in psychomotor
agitation observed in depression in older childneaas due to age-related drops in ADHD

comorbidity. We found that psychomotor agitatiomgyoms decreased significantly across
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age groups, even among children without comorbidHPDsuggesting that this reduction is a
component of the changing neurovegetative profileing) adolescence rather than a by-
product of decreased rates of comorbid ADHD in esiaénts. In case of girls sleeping
problems are more frequent, while in case of boysas psychomotor agitation, and this
general difference will disappear in the preserfasomorbidities. Several studies have found
connection between somasymptoms and childhood and adolescence depre@dic@rath

et al. 1983, Garber et al. 1990, Campo et al. 199djnatic complaints are the symptoms of
many anxiety disorders, on the basis of DSM-IV. ldger, whereas we found that somatic
complaints were present in average 37% acrosg@lgeoups of our sample. We did not find
any age trends in the rate of somatic complaintthi;m sample. Notably, this lack of age
effects was not due to age differences in comodngiety disorders. Therefore, somatic
complaints appear to be a common symptom in bofitredsed children and adolescents;
overall, it was reported at a higher rate than grelesion symptoms, namely, weight loss,
weight gain, hypersomnia, and guilt. It was moregfrent in case of girls. Thus, somatic
complaints should be considered an associatedréeafuthe symptom profile of MDD in

pediatric populations.

Tabla 13.The examinined parameters effect on the depresgimptoms
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comorbidity

+ = increase, - = decrease, m = male, f = female

5.2. Quality of Life, Stressful Life Events and Depessive Symptoms

The examination of the quality of liie a very important field of research, and in g few
years there has been increasing interest concethenghild and adolescent population. We
examined the quality of life depressive symptomd atmessful life events in case of 2620

children in community sample. For the whole of sample, the average quality of life of
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these schoolchildren was satisfactory (22.81 ppidtscording to our research the total score
of the quality of life (QoL28) was 19.67 in the eas children with clinical depression, while
in the group of children with less depressive symp it was 23.35. Thus, depressive
symptoms worsened the quality of life in our samplhich is consistent with the literature
(Kopp and Kovacs 2006, Sawyer et al.2002, Basteraes al. 2004, Munoz et al. 2005, Clark
and Kirisci 1996). The mean of experienced strédgtuevents was 2.35, and the members
of the clinically depressed group of pupils expeced significantly more life events than
those with few depressive symptoms. We have fowmdescharacteristic gender differences
in our sample. In the whole sample, 14.8% of thgilpthad clinical depression on the basis
of Short Version of CDI. Two-thirds of the depred<hildren were girls, and one-third boys.
These data are consistent with the data reportélgeitdungarian and international literature
(Vetré et al. 2003, Birmaher et al. 1996). Compatime individual domains of the quality of
life, there were gender differences in two caséds gvere more satisfied with the school
experience, while boys considered the global quatit life more highly. The girls
experienced significantly more life events than blogs. In the clinically depressed group,
girls lived through significantly more life eventean the boys. These findings are also
consistent with the literature (Vetro et al.1997|lMMmson et al. 1998)

On the basis of our results, an increase in thebeurof stressful life eventaorsened the

quality of life, in the whole sample and also intlbgenders. In the evaluation of individual
domains, and comparison of boys and girls, onlydbmmain of alone activity differed from
this overall finding. A major decrease could berfdun the quality of school life for boys as
the effect of stressful life events, while this aExse could be found in the global quality of
life and quality of peer-relations in girls. Consichg the above-mentioned facts, we can
suppose that school achievement and satisfactittmsehool is lesgnportantfor girls, while

the skills of individual initiative and peer relatis aremore influenced by the number of
experienced stressful life events. These are theadts that have more sensitive reactions. Or

alternatively, boys are probably more sensitiveefporting the changes in achievement.

Considering the different domains of quality oklifchildren with_clinical level depression

had lower qualities of life in all 7 domains, thére group of children with few depressive
symptoms. Girls without clinical depresson disortited their qualities of life higher than
boys. In contrast, girls with clinical depressiofakeated their quality of life as lower than did
depressive boys. Consequently, it seems that d@pretas more negative effects on the
quality of life for girls than it does for boys. pessive symptoms led to a greater decrease in

quality of school life in boys, and in quality oégr relations in boys. Thus in the case of
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clinical depression, boys are more sensitive to s&hool achievements, and these are more
sensitive to their quality of peer relations. Aaliag to the global domain, depressive girls
tends to judge worse their quality of life.

Considering that life events, depressive symptamd gender all have an effect on the
quality of life, we examined these effects in alexiive model. The model includes age,
because of its relationship with depression angl éi¥ents; namely that, according to the
literature (Birmaher et al.1996), frequency of aegsion increases in adolescence, and that the
number of life event increases with age. Our resgliow that depression has the most
negative effect on the quality of life; in contrastressful life events, age and gender have
relatively minor effects. Stressful life eventslugnce the development of depression, and
clinical depression lowers quality of life. But tlq@estion arises as to whether stressful life
events have a direct effect or an indirect effégtdepression on the quality of life. According
to the self-assessment of children, stressfuleifents worsen the quality of life both directly
(50%), and indirectly through depressive symptos@€4). Overall, from the children’s point
of view, depressive symptoms are reported to hawe megative effects on the quality of life

than do stressful life events.

5.3. Conclusions

In conclusion, using a large clinical sample of résged children and adolescents from
Hungary, we observed significant developmental eddiices in the presentation of
depression. We used age as a continuous variaideywa used semi-structured interviews
during examining clinical samples.
1)We hypothesized that there are some developmentidreshces in depressive
symptom presentation. Six symptoms increased veige depressed mood,
hypersomnia, psychomotor retardation, fatigue,ugins of death, suicidal ideation,
and the frequency of psychomotor agitation deewagith age. We also observed
stable and elevated rates of irritability, whichrev€oncurrent with stable and low
rates of anhedonia across all age groups. Irritpbd the most frequent symptom.
The above results points out the importance dhioiiity in case of younger children.
2)We hypothesized that there are gender differenaesthe occurrence of
psychopathological symptoms. Anhedonia, insomnid Agpersomnia are more
frequent in case of girls, and psychomotor agitatsothat in case of boys.
3)We hypothesized that somatic symptoms are moreudr®@gin younger age. This

hypothesis of ours have not been proved, therefmmatic complaints appear to be
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a common symptom in both depressed children andescknts; overall, it was
reported at a higher rate than 4 depression syngptaamely, weight loss, weight
gain, hypersomnia, and guilit was more frequent among girls. Thus, somatic
complaints should be considered an associatedréeatfuthe symptom profile of
MDD in pediatric populations.

4)We hypothesized that the frequency of depressivepiyms is increased by
comorbidities. Anxiety comorbidities have increasélie occurance of most
depressive symptoms (depressed mood, insomnia, rdoypaia, psychomotor
retardation, guilt and thought of death, suicidkgation), while in case of disruptive
comorbidities the presence of irritability, psychamor agitation, worthlessness is
striking. In case of boys irritability may be expsit as a compulsory symptom.

5)We hypothesized that stressful life events damdugge quality of life, and it is
aggravated by depression. Stressful life eventsevothe quality of life both directly
(50%), and indirectly through depressive symptorB8%). Overall, from the
children’s point of view, depressive symptoms aported to have more negative
effects on the quality of life than do stressftéd kvents.

5.4. Limitations

Depressive study participants were selected foereetc study of risk factors of childhood-
onset depression, and our sample selection wagditmvard families with 2 or more
children. However, we only included 1 child fromckafamily. A further limitation is that
depressive symptoms were examined as present @ntai$is approach could have obscured
more nuanced age and sex effects regarding theityeyether than rate) of specific
symptoms. Our sample encompassed different senbditibns across age groups. In younger
ages, we had significantly more boys than girlsijevim older ages we had significantly more
girls than boys. Although our ALR model adjusts feuch age and sex differences
simultaneously, we still have an imbalance in s#os at the youngest and oldest age groups.
This could limit our power to detect subtle seXaténces specific to those age periods. The
community sample cannot be considered as a repatisenof the Hungarian population of
schoolchildren as a whole. The study of depressiwaptoms happened with CDI Short
Version, the use of the complete version would hra@gelted in more detailed data that could
have been compared to international literature modely. About the children’s life events
only the parents gave us information. In case t@riuewing the children the control of one-

sided information would have been possible. Wertilask about the life event in the year
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before the research, which may show closer cororetti depressive symptoms. Our quality
of life results were analyzed on the basis of ¢hiits self-assessments, and the factors we
studied undoubtedly and considerably influenced dhelity of life of this population of
schoolchildren, but our results indicate that salv&irther factors might also have an effect

on the child’s quality of life.

5.5. Important Findings and Clinical Implications

The diagnostical criteria of childhood and adolesee depression (DSM-IV) do not

accommodate to the characteristics of time of lifeenders diagnosis more difficult, though

we know that untreated major depression has seloaig@term consequences. Our results are

1. Among criteria, irritability is the most frequesymptom in childhood and in adolescence,
and it contributes the most frequently to the desgs of major depression among the
criteria symptoms in younger ages.

2. Somatic symptoms are more frequent among depredsétien and adolescents than
several other symptoms, thus as additional symptomay contribute to successful
diagnostic process in case of these age groups.

3. Comorbidities hamper the identification of degexs children, especially in case of boys
with disruptive comorbidity, because from critesigmptoms irritability is more frequent
compared to the other two criteria symptoms ani@ difficult to recognise among the
disruptive symptoms, and the worthlessness may atiéintion to depression. The
concentration problems, that often appear in problevith academic performance may be
the sign of major depression.

4. Depressive symptoms have the most negative effeche quality of life. Stressful life
events worsen the quality of life both directly ¥6)) and indirectly through depressive
symptoms (50%). This fact strengthens the impodamé the statements above.

Considering age is essential to early diagnosiseainky onset therapy.
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Age and Sex Analyses of
Somatic Complaints and Symptom Presentation
of Childhood Depression in a Hungarian Clinical Sample

I1diké Baji, MD; Nestor L. Lopez-Duran, PhD; Maria Kovacs, PhD;
Charles J. George, MS; Laszl6 Mayer, MD; Krisztina Kapornai, MD;
Eniké6 Kiss, MD; Julia Gadoros, MD, PhD; and Agnes Vetr6, MD, PhD

Objective: To determine whether the symptom
presentation of major depressive disorder (MDD)
in a large clinical sample of youngsters is influ-
enced by age, sex, and the interaction of age and
sex.
Method: The sample included 559 children
(mean age=11.69 years; range, 7-14 years; 247
girls) with MDD recruited from 23 mental health
facilities across Hungary. Psychiatric evaluations
were conducted via the semistructured Interview
Schedule for Children and Adolescents-Diagnostic
Version (ISCA-D). Final DSM-IV diagnoses were
rendered via the best-estimate diagnostic proce-
dure. Evaluations were conducted between
April 2000 and May 2005.

Results: Six depression symptoms increased
with age: depressed mood (odds ratio [OR] =1.10,
P<.05), hypersomnia (OR=1.17, P<.05), psy-
chomotor retardation (OR=1.11, P<.05), fatigue
(OR=1.13, P<.01), thoughts of death (OR=1.11,
P<.05), and suicidal ideation (OR=1.18, P<.01),
while psychomotor agitation decreased with age
(OR=0.91, P<.05). Boys were less likely to evi-
dence anhedonia (OR=0.67, P<.05), insomnia
(OR=0.68, P<.05), and hypersomnia (OR=0.56,
P <.05) but more likely to have psychomotor agita-
tion (OR=1.59, P<.01). There were no age-by-sex
interactions. Rates of somatic complaints did not
decrease with age (OR=1.01, P>.05).

Conclusions: The symptom presentation of
MDD becomes somewhat more neurovegetative
as children get older. However, girls display more
affective and atypical symptoms across all age
groups. Somatic complaints were common regard-
less of age and should be considered an associated
feature of depression in children and adolescents.
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O ver the past 3 decades, a large body of research
has shown that children and adolescents can meet

diagnostic criteria for major depressive disorder (MDD) as
defined in standard diagnostic manuals (eg, DSM-IV; see
review by Birmaher etal'). However, questions have remained
about the appropriateness of such criteria for younger age
groups. Most questions concern 2 issues, namely, (1) Are
DSM criteria for MDD able to accommodate age-related
differences in the likelihood of particular symptoms? and
(2) Are there different symptoms associated with MDD as
a function of a child’s age, sex, and age-by-sex interactions?
Surprisingly, research on age and sex differences in depres-
sive symptomatology with clinical populations is scarce, and
our current understanding of these effects is mostly based
on studies using small sample sizes that limit the identifica-
tion of subtle effects.

A small number of studies have examined develop-
mental differences in rates of specific symptoms across
depressed children and adolescents. For example, Ryan et
al® reported that, compared to depressed children, adoles-
cents with MDD were more likely to display hopelessness,
hypersomnia, and weight gain/loss and less likely to dis-
play somatic complaints and psychomotor agitation. In a
similar study, Yorbik et al’ found that depressed adoles-
cents displayed significantly higher rates of hopelessness/
helplessness, fatigue, lack of energy/tiredness, hypersom-
nia, weight loss, and suicidality than depressed children.
However, Mitchell et al* found hypersomnia to be the only
symptom more frequent in clinically depressed adolescents
than in depressed children. Discrepant findings may be
related to significant methodological differences between
the studies. For example, Mitchell and colleagues™ study was
conducted with a small sample of inpatient youth, while the
studies by Ryan et al* and Yorbik et al’ had larger samples of
outpatient children and adolescents.

Given that somatic symptoms have been historically
viewed as a common presentation of childhood depression,’
several studies have examined the association between
somatic complaints and depression in younger ages,*® but
they have yielded contradictory findings. For example,
some researchers reported more somatic complaints among

PSYCHIATRIST.COM 1467



Focus oN CHILDHOOD AND ADOLESCENT MENTAL HEALTH

prepubertal children compared to postpubertal children,’
while others failed to find this developmental difference.*
Such discrepant findings may reflect that none of these
studies have controlled for comorbid anxiety that could
have affected the results given the high rates of anxiety
disorders among depressed youths (eg, Kovacs’) and the
strong association between somatic symptoms and anxiety
in childhood.®

All in all, extant studies of age-related differences in
symptom presentation among clinically depressed pediatric
samples suggest that adolescents tend to have more vegeta-
tive symptoms than children, yet there is no clear picture
regarding differences in specific symptoms during various
ages. Furthermore, previous examinations of age differences
have used pubertal status (prepubertal versus postpubertal)
to subdivide the samples. Examining chronological, age-
related changes in symptom presentation continuously,
rather than categorically, may reveal more subtle develop-
mental effects on symptom presentation throughout middle
childhood and adolescence.

Examinations of sex differences in child and adolescent
depression have generally focused on rates of diagnosis and
severity of symptoms,>'® with only a few studies of rates of
specific symptoms. For example, Mitchell et al* found no
sex differences in rates of various depressive symptoms in
a small sample of inpatient children and adolescents with
MDD. Similarly, Roberts et al'! failed to find sex differ-
ences in symptom presentation in a small community-based
sample of adolescents meeting criteria for major depression.
However, studies with larger samples have reported sex dif-
ferences in appetite and weight fluctuations. For example,
Williamson et al'? found higher rates of weight gain among
depressed girls compared to boys. Similarly, Yorbik et al’
reported that girls with MDD had higher rates of increased
appetite than boys, but this effect was only observed among
adolescents. Ryan et al,” however, failed to find sex differ-
ences in weight gain or appetite changes, although they
found that preadolescent boys experienced more fatigue
symptoms than preadolescent girls. These inconsistent find-
ings may be due to significant differences in sample sizes
and possible cohort effects, as studies differed greatly in the
decade of data collection.

Therefore, in the present study, we sought to further
our understanding of developmental changes in the symp-
tomatology of childhood-onset depression using a uniquely
large clinical sample of depressed children and adolescents
in Hungary. Our first aim was to examine developmental
differences in depressive symptom presentation using age as
a continuous variable. Our second aim was to examine sex
differences, as well as sex-by-age effects, in symptomatol-
ogy. In addition to depressive symptoms, we also assessed
age and sex differences in the presence of somatic com-
plaints, given the reported high rates of somatic symptoms
among depressed children.*" Further, given that there is
overlap in some symptoms between depression and other
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disorders (eg, anxiety, attention-deficit/hyperactivity disor-
der [ADHDY]), we examined the effect of comorbid diagnoses
on 2 symptoms: somatic complaints, and psychomotor agita-
tion. Finally, our large sample allows us to use an advanced
statistical method such as Alternating Logistic Regression
(ALR)," which is uniquely suited for simultaneously model-
ing multiple outcomes (eg, symptoms) while controlling for
the possible intercorrelation between these outcomes.

METHOD

Participants

The sample included 559 children (247 girls) who were
enrolled in a study of genetic and psychosocial risk factors
for childhood-onset depression between April 2000 and May
2005. The mean age at evaluation was 11.69 years (SD =2.00
years). Ethnic composition was representative of the ethnic
composition of Hungary: 93.9% white, 3.6% gypsy (Roma),
2.3% multiracial, and 0.2% African. Subjects were recruited
from 23 mental health facilities across Hungary. Children
presenting at each site were selected for further assessment if
they met the following criteria: 7.0 to 14.9 years old, no evi-
dence of mental retardation, no evidence of major systemic
medical disorder, availability of at least 1 biologic parent,
and a 7-14.9-year-old sibling (required by the study’s genetic
component). Siblings are not included in this article.

Measures and Procedures

Enrollment and assessment procedures have been
described in detail in previous publications.">'® Children
were screened for depressive symptoms by self-report and
parental questionnaires. Those who scored above clini-
cally established cutoffs received psychiatric interviews on
2 independent occasions administered by different trained
psychiatrists/psychologists.

Clinical evaluations were conducted with the semistructured
Interview Schedule for Children and Adolescents-Diagnostic
Version (ISCA-D), an extension of the Interview Sched-
ule for Children and Adolescents (ISCA)."” Each clinician
interviewed the parent and the child separately and rendered
an overall severity rating for each symptom. Good interrater
reliability for symptom ratings has been reported.'>' Final
diagnoses were rendered by experienced psychiatrists using
the best-estimate diagnostic procedure.' Only those meeting
criteria for MDD at the time of the evaluation were included
in the present analysis. We examined the presence or absence
of 16 DSM-IV criterion symptoms from the ISCA-D (see
Table 1). We used clinicians’ overall ratings and dichotomized
them as clinically significant (entered into a given diagnosis)
versus subclinical or absent.

Statistical Analysis

To estimate the effect of age, sex, and age-by-sex inter-
actions on symptom presentation, we used ALR" fitting a
multivariate model of age and sex on the 16 symptoms of

JClin Psychiatry 70:10, October 2009
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Table 1. Unadjusted Rates (%) of Depressive Symptoms Across Age Groups in Children With Major Depressive Disorder

Age at Interview, y Statistic®
Symptom 7(n=16) 8(n=46) 9(n=70) 10(n=70) 11(n=91) 12(n=91) 13(n=92) 14(n=83) )
Depressed mood 63 61 66 69 73 60 73 81 5.04*
Irritability 75 76 80 83 86 79 73 81 NS
Anhedonia 38 43 49 40 43 48 51 43 NS
Weight loss 25 28 36 26 26 26 30 40 NS
Weight gain 6 28 21 26 26 16 24 14 NS
Insomnia 63 46 60 49 63 55 55 57 NS
Hypersomnia 13 11 6 10 11 14 17 23 9.33%*
Psychomotor agitation 63 52 56 53 45 36 39 43 7.70%%
Psychomotor retardation 31 30 34 29 37 46 39 47 6.49%
Fatigue 69 41 60 63 64 70 67 70 7.57%%
Feelings of worthlessness 44 50 59 57 59 63 60 63 NS
Guilt 25 35 41 33 31 35 30 35 NS
Impaired decision-making 75 65 73 76 70 70 67 75 NS
Thoughts of death 44 35 59 61 55 68 55 65 6.69%*
Suicidal ideation 25 17 34 39 41 44 45 49 13.87%%%
Somatic complaints 50 35 36 29 37 35 43 35 NS
“Mantel-Haenszel y°, df=1.
*P<.05.
** P<.01.
**% P<.001.

Abbreviation: NS =not statistically significant at nominal a<.05.

interest. ALR is a type of Generalized Estimating Equa-
tion (GEE) " that allowed us to simultaneously model the
endorsement of each of the 16 symptoms while accounting
for the possible intercorrelation of symptoms within par-
ticipants. This method was initially created for analysis of
intercorrelated cluster data® and has been extended to the
analysis of intercorrelated outcomes.”'

RESULTS

Unadjusted Rates of
Specific Depressive Symptoms by Age and Sex

Table 1 presents the rates of endorsement of each symp-
tom by age. Depressed mood, hypersomnia, psychomotor
retardation, fatigue, thoughts of death, and suicidal ideation
increased linearly with age. Psychomotor agitation was
the only symptom that decreased linearly with age. Table
2 presents the rates of endorsement of each symptom by
sex. Six symptoms were significantly more common in girls
than boys, namely, depressed mood, anhedonia, insomnia,
hypersomnia, psychomotor retardation, thoughts of death,
and somatic complaints. In contrast, only psychomotor agi-
tation was more commonly reported in boys than in girls.

Age and Sex Effects in Rates of Depressive Symptoms
Adjusted for Intercorrelation Between Symptoms

Table 3 shows the adjusted odds ratio (AOR) of each
symptom by sex and age while controlling for age, sex, and
the correlation between symptoms. Results from the ALR
indicated a significant effect of age (x*,s=35.91, P=.003)
and sex (x*,,=38.65, P=.001). No age-by-sex interaction
was observed, x*;=16.53, P=.42. Consistent with the
unadjusted results presented above and while controlling
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Table 2. Unadjusted Rates (%) of Depressive Symptoms for
Girls and Boys With Major Depressive Disorder

Girls Boys Statistic*
Symptom (n=247) (n=312) )
Depressed mood 74.1 65.4 4.90%
Irritability 77.7 81.1 NS
Anhedonia 51.0 41.0 5.55%
Weight loss 32.8 28.2 NS
Weight gain 22.3 20.8 NS
Insomnia 61.1 51.6 5.08%
Hypersomnia 18.2 9.9 8.05%*
Psychomotor agitation 385 51.6 9.59%%
Psychomotor retardation 43.7 34.0 5.47%
Fatigue 65.6 62.8 NS
Feelings of worthlessness 61.1 57.1 NS
Guilt 33.2 34.3 NS
Impaired decision-making 67.2 74.4 NS
Thoughts of death 62.8 54.2 4.17%
Suicidal ideation 43.7 36.5 NS
Somatic complaints 42.1 32.1 6.01*

*Mantel-Haenszel x%, df=1.

*P<.05.

**P<.01.

Abbreviation: NS =not statistically significant at nominal a<.05.

for sex and the intercorrelation between symptoms, the
AOR of 6 symptoms increased with age, namely, depressed
mood (10% increased odds per year), hypersomnia (17%
increased odds per year), psychomotor retardation (11%
increased odds per year), fatigue (13% increased odds per
year), thoughts of death (11% increased odds per year),
and suicidal ideation (18% increased odds per year). Only
psychomotor agitation was more frequent in younger chil-
dren (9% reduced odds per year). While controlling for
age and intercorrelation between symptoms, being male
significantly decreased the odds of 4 specific symptoms,
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Table 3. Adjusted Multivariate Odds Ratios (95% CI) of Each
Symptom Adjusted for Age and Sex via Alternating Logistic
Regression®

Between-Subject by Symptom Effects
Age: Per Year Sex: Male
1.10 (1.01-1.21)* 0.71 (0.49-1.03)
0.98 (0.88-1.10) 1.22 (0.80-1.86)

Symptom

Depressed mood
Irritability

Anhedonia 1.01 (0.93-1.10) 0.67 (0.48-0.95)*
Weight loss 1.06 (0.96-1.16) 0.84 (0.58-1.22)
Weight gain 0.94 (0.85-1.03) 0.87 (0.58-1.31)
Insomnia 1.00 (0.92-1.09) 0.68 (0.48, 0.96)*
Hypersomnia 1.17 (1.02-1.35)* 0.56 (0.34-0.93)*
Psychomotor agitation 0.91 (0.83-0.99)* 1.59 (1.12-2.24)**
Psychomotor retardation 1.11 (1.01-1.21)* 0.71 (0.50-1.01)
Fatigue 113 (1.03-1.23)**  0.97 (0.68-1.39)
Feelings of worthlessness 1.06 (0.97-1.15) 0.88 (0.62-1.25)
Guilt 0.99 (0.90-1.08) 1.04 (0.72-1.49)
Impaired decision-making 1.02 (0.93-1.12) 1.43 (0.99-2.08)
Thoughts of death 1.11 (1.02-1.22)* 0.76 (0.54-1.08)

0.86 (0.61-1.21)
0.65 (0.46-0.93)*

Suicidal ideation
Somatic complaints

1.18 (1.08-1.29)%*
1.01 (0.92-1.10)
‘No sex-by-age interactions were noted.

*P<.05.
#EP< 01,

namely, anhedonia (33% reduced odds), insomnia (-32%),
hypersomnia (—44%), and somatic complaints (-35%), and
significantly increased the odds ratio of psychomotor agita-
tion (59% increased odds).

Finally, given the historical interest in whether somatic
complaints may be a presenting symptom in pediatric
depression, we examined its rate among children without
comorbid anxiety disorder (n=398). The rate of somatic
complaints in this group was 29% on average (range, 20%-
46% across all ages), a rate higher than other depressive
symptoms such as hypersomnia and weight gain. Consis-
tent with our full sample analysis, no age effects on somatic
complaints were noted among children without comorbid
anxiety (x°,=0.53, P=.47). However, the sex difference in
somatic symptoms in the full sample did not remain sig-
nificant after controlling comorbid anxiety disorder (33%
in girls vs 26% in boys), x*,=1.77, P=.18. We also exam-
ined the rate of psychomotor agitation in children without
comorbid ADHD (n=449). Consistent with our full sample
analysis, we found an age effect on psychomotor agitation
(decreasing rates of agitation in older cases) even among
children without comorbid ADHD (x* =7.19, P<.01).
Finally, also consistent with our full sample analysis, boys
were more likely than girls to present psychomotor agitation
after controlling for comorbid ADHD (x* =10.13, P<.01).

DISCUSSION

In this study, we examined age and sex differences in
rates of depressive symptoms in a uniquely large sample of
children and adolescents diagnosed with MDD. Our large
sample allowed for the simultaneous assessment of age and
sex effects using ALR, which controls for possible intercor-
relations of symptoms within participants and provides
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robust, more reliable estimates than previously used meth-
ods. Our findings indicate significant sex and age differences
in the presentation of several symptoms, but surprisingly,
we did not find any age-by-sex interactions.

Consistent with previous studies,”* we found that several
neurovegetative symptoms increased with age, including
hypersomnia, psychomotor retardation, and fatigue. This
pattern was accompanied by a significant increase in
depressed mood, thoughts of death, and suicidal ideation
and a reduction in rates of psychomotor agitation. Our
results are consistent with Weiss and Garber’s” meta-
analytic review in which they concluded that depression
is not isomorphic in symptomatology or syndrome pre-
sentation throughout early development, despite some
studies indicating that symptom presentation is relatively
unchanged between children and adolescents (eg, Ryan
etal®). Specifically, our results indicate that the presentation
of depression becomes more neurovegetative as children
transition from childhood into adolescence. Our findings
are also consistent with Carlson and Kashani’s* conclu-
sions that depressed mood becomes more frequent with age.
Yorbik et al’ also found an increase in rates of depressed
mood in adolescence compared to childhood.

With regard to age effects, our findings are not entirely
consistent with the DSM-IV criteria according to which
irritability can substitute for depressed mood as a required
symptom™ in childhood. Specifically, depressed mood and
irritability were relatively frequent across all ages, with
more than 60% of patients displaying the 2 symptoms. In
contrast, anhedonia was relatively infrequent across all age
groups with rates generally below 50%. This suggests that
anhedonia, not depressed mood, is the least frequent core
symptom in depression among children and adolescents
while irritability is significantly more common, occurring
often in conjunction with, rather than as a substitute for,
depressed mood.

Given that depression and ADHD share the symptom
of psychomotor agitation and that there is a developmen-
tal trend in ADHD diagnostic rates (see Willoughby),** we
examined whether the reduction in psychomotor agita-
tion observed in depression in older children was due to
age-related drops in ADHD comorbidity. We found that
psychomotor agitation symptoms decreased significantly
across age groups, even among children without comorbid
ADHD, suggesting that this reduction is a component of the
changing neurovegetative profile during adolescence rather
than a by-product of decreased rates of comorbid ADHD
in adolescents.

However, whereas we found that somatic complaints
were present in 30%-50% of our sample (average 37%
across all age groups), we did not find any age trends in the
rate of somatic complaints in this sample. Notably, this lack
of age effects was not due to age differences in comorbid
anxiety disorders. Therefore, somatic complaints appear
to be a common symptom in both depressed children and
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adolescents; overall, it was reported at a higher rate than
4 depression symptoms, namely, weight loss, weight gain,
hypersomnia, and guilt. Thus, somatic complaints should
be considered an associated feature of the symptom profile
of MDD in pediatric populations.

In regard to sex differences, while controlling for age
effects and symptom intercorrelation, we found that girls
had significantly higher rates of anhedonia, insomnia, and
hypersomnia and lower rates of psychomotor agitation. This
suggests that girls tend to have a more affective (anhedo-
nia) and atypical (hypersomnia) presentation of depression
across all developmental periods. Previous studies have
yielded inconsistent results with regard to sex differences
and depression symptoms. For example, 2 studies found
higher rates of eating-related symptoms (eg, weight gain
and increased appetite) among girls compared to boys,*"
but this finding was not replicated in other studies,>*'" albeit
with smaller samples. Such discrepancies may be partially
due to methodological differences between earlier and cur-
rent studies. For example, Williamson et al'? reported sex
comparisons only on symptoms of atypical depression and
did not include all symptoms we assessed (eg, anhedonia,
insomnia). Furthermore, the previous large sample stud-
ies used patients diagnosed during the normal course of
clinical admission at a large psychiatric hospital. Our study
was instead conducted with a clinical research sample that
underwent a more comprehensive and controlled assessment
process (eg, duplicate psychiatric interviews, best-estimate
consensus diagnoses). It is possible that this resulted in more
reliable diagnoses in our sample and less heterogeneity in
comorbid symptoms and diagnoses, which could other-
wise mask some of the sex effects we detected. Finally, it is
also possible that the sex effects we observed may be more
specific to psychiatric samples of European youth.

Finally, we were surprised that we failed to find any age-
by-sex interaction in symptom rates. Given our large sample
and analytic technique, we are confident that we would have
been able to identify subtle interaction effects had they
been there. This nonfinding is noteworthy, given that sex
differences in the rate of depression diagnoses emerge dur-
ing adolescence and that these sex differences have been
related to cognitive, social, and physiologic developmental
changes."” However, our findings indicate that in clinically
referred and psychiatrically-diagnosed depressed children
and adolescents, sex differences in the symptomatology of
depression are stable across developmental periods.

Limitations

Study participants were selected for a genetic study of
risk factors of childhood-onset depression, and our sample
selection was biased toward families with 2 or more chil-
dren. In this article, however, we only included 1 child from
each family. A further limitation is that depressive symptoms
were examined as present or absent. This approach could
have obscured more nuanced age and sex effects regarding
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the severity (rather than rate) of specific symptoms. Finally,
our sample encompassed different sex distributions across
age groups. In younger ages, we had significantly more boys
than girls, while in older ages we had significantly more
girls than boys. Although our ALR model adjusts for such
age and sex differences simultaneously, we still have an
imbalance in sex ratios at the youngest and oldest age
groups. This could limit our power to detect subtle sex
differences specific to those age periods.

In conclusion, using a large clinical sample of depressed
children and adolescents from Hungary, we observed sig-
nificant developmental differences in the presentation of
depression. Specifically, we noted an increase in vegetative
symptoms with age. We also observed stable and elevated
rates of irritability, which were concurrent with stable and
low rates of anhedonia across all age groups. While current
DSM-1V criteria indicate that irritability may be a substitute
for depressed mood as a required symptom, our findings
indicate that anhedonia, not depressed mood, is the infre-
quent symptom in this age group. Therefore, irritability
should also be considered a substitute for anhedonia in this
population. Our findings also suggest significant sex differ-
ences in the presentation of depression, but these differences
are stable across development. Finally, our results replicate
and extend prior findings with a similar large, US-based
clinical sample,’ underscoring the transcultural similarity
of MDD presentation in youngsters.
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Abstract

Background—There is limited information on the characteristics of stressful life events in
depressed pediatric clinical populations and the extent to which sex, age, and their interactions may
influence the relations of life events and depression. Using a very large clinical sample of children
and adolescents with major depressive disorder (MDD), we therefore examined life events in various
ways as well as their relations to age and sex.

Method—The study included a clinic-based sample of 434 children (ages 7-14) with a DSM-IV
diagnosis of MDD and their mothers, and a school-based comparison sample of 724 children and
their mothers. Life event information was obtained from the mothers.

Results—Children with MDD had twice the number of lifetime stressful events than did the
comparison group, with very high levels of stressors by the age of 7-9 that stabilized across
adolescence. In contrast, the comparison sample experienced a gradual increase in stressful life events
as a function of age up to mid-adolescence. Parental health events, death of close relatives, and intra-
familial events were significantly associated with MDD diagnosis. There were significantly stronger
associations between parental health- as well as death-event clusters and MDD diagnosis among
younger children than adolescents.

Limitations—Geographical differences between the clinical and comparison samples, as well as
possible parental reporting biases may affect the generalizability of these findings.

Conclusion—The association between some stressful life events and MDD seems to be moderated
by age, underscoring the need to examine specific events, as well as clusters of events. Better
understanding of such interactions may facilitate early identification of possible risk factors for
pediatric MDD.
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Introduction

Depression among adults has been associated with various stressful life events during their
childhood years (e.g., Gilman et al., 2003; Hill et al., 2004). Studies of children and adolescents
also have reported links between depression and stressful life events (e.g., Franko et al.,
2004; Ge et al., 1994; Hetherington & Hagan, 1999; Silberg et al., 1999; Sund et al., 2003).
To better understand this relationship, stress events have been examined in various ways, such
as total number of events experienced during specified time intervals (e.g., Williamson et al.,
1995), event clusters defined on conceptual, clinical, or practical grounds (e.g., Williamson et
al., 2005), and specific individual events (e.g., Weller et al., 1991). However, it is not clear
whether these different approaches to life events yield comparable or uniquely useful
information in the context of pediatric depression.

Researchers have also examined whether the association between life events and pediatric
depression is moderated by age and sex. For example, in a 4-year longitudinal study of a
community-based sample, Ge et al. (1994) reported that the number of uncontrollable events
and depressive symptoms were associated among girls but not boys. Bauma et al. (2008) also
found that the association between stressful life events and depressive symptoms was stronger
for girls than for boys. Correlations between stressful life events and depression also have been
reported during various developmental periods including pre-school (Luby et al., 2006), pre-
adolescence (Ge et al., 1994; Williamson et al., 2005), and adolescence (Nolen-Hoeksema et
al., 1992; Williamson et al., 1995). Yet, the nature of the interaction of developmental periods
(or age) and sex is still unclear. For example, Williamson et al. (2005) found that pre-
adolescent, depressed girls experienced more “child independent” life events than did anxious
or normal comparison girls, whereas among adolescents the reverse pattern was detected
(Williamson etal., 1995). Rudolph and Hammen (1999) found that in a sample of diagnostically
heterogeneous, clinically referred youths, the likelihood of child-independent stressful events
remained stable from childhood to adolescence, but there was a significant increase in child-
dependent events (events that may be caused by the child’s own behavior) during adolescence,
especially among girls.

Surprisingly, and despite the ongoing interest in the role of stressful events in depression, there
is a scarcity of research with clinical samples of diagnosed depressed youth. We identified only
four studies of depressed pediatric samples that compared clinical cases with normal controls
(Goodyer et al., 1988; Horesh et al., 2003; Williamson et al., 1995; 2005), and two studies that
compared depressed youths and youths with other psychiatric diagnoses (Benfield et al.,
1988; Berney et al., 1991). However, these studies have included small samples, which
constrain both the interpretation and generalizability of the findings. For example, Williamson
et al. (2005) compared 45 depressed children and 11 normal controls and reported that
depressed children, and females in particular, were more likely to be exposed to stressful events
than were normal controls. However, when Williamson et al. (1995) examined 35 depressed
adolescents and 37 controls, they found no across-group differences in total life events during
the year prior to the evaluation, although depressed adolescents had experienced significantly
more “dependent” life events. Benfield et al. (1988), who compared 17 depressed children and
20 non-depressed psychiatric controls, also found no significant across-group differences in
exposure to life events.

In summary, a few studies of depressed youth have examined the relation between life stressors
and MDD by looking at total accumulation of events, various event clusters, and specific

events, with some indications that these relations may be mediated by age and sex. However,
given the small sample sizes in all previous studies of pediatric depression, neither the relative
usefulness of the various ways of examining life events nor their associations with sex, age, or
their interactions have been well explored. Given the availability of a very large clinical sample
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of depressed children and adolescents and a similarly large sample of school-based comparison
youths, the present study had two goals: a) to examine stressful life events as total cumulative
events, clinically meaningful event clusters, and/or individual events and b) explore whether
life events were moderated by age, sex, and their interactions.

The clinical sample consists of 434 depressed children who had been participating in a study
of genetic and psychosocial risk factors for childhood-onset depression, and were recruited
through 23 child psychiatric facilities across Hungary. To be included, children had to be 7.0
years to 14.99 years old, meeting DSM-1V criteria for a mood disorder, and have at least one
available biological parent and one biological sibling in a similar age range (not included in
the present analysis). The clinical sample included 199 females (mean age 12.1 years) and 235
males (mean age 11.1 years). The mean age of MDD onset for the sample was 10.8 years (SD
= 2.2). The control sample consists of 724 children from three elementary schools (grades 1
to 8; ages 7 to 14.11) in Szeged, Hungary (population approximately 200,000). The control
sample included 399 girls (mean age 10.8 years) and 325 boys (mean age 10.8 years). We
excluded subjects with mental retardation or any major systemic medical disorders.

Enrollment and assessment procedures for clinical cases have been described in detail
previously (Kapornai et al., 2007; Kiss et al., 2007). In brief, psychiatric diagnoses were
verified via a 2-part evaluation conducted by different clinicians at approximately 6 weeks
apart. The first evaluation included a) the Mood Disorders section of a semi-structured
psychiatric interview, the Interview Schedule for Children and Adolescents - Diagnostic
Version (ISCA-D), which is an extension of the Interview Schedule for Children and
Adolescents (ISCA; Kovacs, 1985; Sherrill & Kovacs, 2000) and b) an extensive demographic
data form, the Intake General Information Sheet (1GIS). Children who met DSM-IV criteria
for mood disorder at the first evaluation were then assessed further using the complete ISCA-
D; independent, trained psychiatric diagnosticians provided the final diagnoses.

We obtained data from the normative sample via parent-completed and child-completed
questionnaires. Children in the required age range, attending elementary schools in Szeged,
took home a packet of forms that included a consent form, self rating scales, and a short version
of IGIS (see below) for parents. We enrolled children whose parent or legal guardian signed
the consent form and completed the questionnaires. The forms were returned to the school and
were collected in a locked box. Of the 2,033 parents contacted, 1,333 (65.6%) agreed to
participate. The present analysis used the IGIS of children who met age criterion for our main
study.

Life events were abstracted from the Intake General Information Sheet (IGIS), a fully structured
data sheet covering demographics, as well as key events pertaining to the family, the subjects’
development, physical health, psychosocial history, and a range of stressful life events, which
was completed based on an interview with the parent. In the school-based comparison sample,
parents completed on their own an abbreviated version of the IGIS.

The present article considers 26 stressful events. For each, the parent reported whether the child
ever experienced the event. In addition to a total score (ranging from 0 to 26) reflecting the
number of events experienced, twenty-two of the events could be grouped into 4 clinically
meaningful clusters. The 4 event-clusters are: a) “Parental health”: hospitalization, physical
illness, or psychiatric illness of biological or stepparents; b) “Death of close relatives”: parental,
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or other death in the family; c) “Sociodemographic”: financial problem, moving, parental
unemployment, natural disaster, loss of home; and d) “Intrafamilial”: birth, hospitalization,
psychiatric illness of sibling, foster care, family arguments, and divorce of biological parents.

Statistical Approach

Results

To examine the association between total events and key demographic variables, we conducted
separate ANOVAs for the MDD and comparison samples, with total events as dependent
variables, and sex, age, or age-by-sex interactions as independent variables. We examined
associations between the four event clusters and MDD diagnosis by means of logistic
regression analyses after adjusting for demographic across-group differences. Hierarchical
logistic regression models were employed to examine specific events within each cluster
(model 1), and their interactions with sex (model 2), age (model 3), and sex by age (model 4),
as predictors of MDD diagnosis. We used Likelihood ratio tests (LRT) to compare model fit.

Total Life Events

According to their parents, depressed youngsters experienced twice as many events (6.0 + 2.8)
than did the school-based cohort (2.8 + 2.0). Age was unrelated to total number stressful events
in the depressed sample (r = 0.05; p = 0.29), while a weak but statistically significant positive
correlation was observed in the school-based cohort (r = 0.15; p<0.01). Figure 1 depicts the
number of life events across age groups for the two samples. As shown, for the depressed
sample, comparable total life events were reported across the various ages (5.5 — 6.5 events).
However, within the comparison group, we noted an increasing number of stressful events as
a function of age, ranging from 2.5 events at age 7 to 3.5 events at age 14.99.

Consistent with the bivariate associations reported above, results of the ANOVA indicated that
age and total number of events were significantly associated in the comparison sample, F
(1,720) = 17.05, p<0.01. We did not observe a sex effect, F(1,720) = 0.01, p =0.92, or age-by-
sex interaction, F(1,720) = 0.00, p = 0.99, in this sample. In the depressed sample, the number
of stressful events reported by parents did not vary by children’s age, F(1,430) =1.12 p =0.29,
or sex, F(1,430) = 1.88, p = 0.17, and there was no age-by-sex interaction, F(1,430) = 0.08, p
=0.78.

Event Clusters

Adjusting for age and sex, the odds of being in the depressed group significantly increased as
a function of three out of four event clusters, namely: parental health, death of close relatives,
and intra-familial events; the increases in odds were 61%, 105%, and 107% respectively (see
Table 1). Parental health events as well as death of relatives also significantly interacted with
age; thus, younger children who experienced these events were more likely to be in the
depressed group than were older children who experienced similar events.

Specific Events

Table 2 presents the rate of endorsement and adjusted odds ratio of each specific event based
on the final selected hierarchical model within each cluster. Nearly all parental health events
were associated with an increased risk of MDD (R2 = 0.22, LRT %2(8) = 150.14, p < 0.001).
Adding age interactions to parental health events accounted for significantly more variance
(R2=0.25, LRT %%(7) = 26.40, p < 0.001). Specifically, the risk posed by physical illness of
biological mother and psychiatric hospitalization of biological father decreased significantly
with children’s age. Adding sex or sex-by-age interactions did not significantly improve the
model.

J Affect Disord. Author manuscript; available in PMC 2010 May 1.
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Both events in the death of close relatives cluster were significantly associated with MDD
(R2=0.136, LRT 42(2) = 64.37, p < 0.001). Age interactions also were significant (R? = 0.144,
LRT %2 (2) = 7.23, p < 0.027), suggesting that the risk of being in the MDD group posed by
the death of a close relative decreased with age. Additional interactions with sex or the sex-
by-age were not significant. All sociodemographic events were significantly associated with
MDD (R? = 0.14, LRT %%(5) = 67.69, p < 0.001). Significant age interactions (R? = 0.15, LRT
¥2(5) = 13.96, p = 0.016) revealed that the association between loss of home and MDD
decreased with age. Interactions with sex or the sex-by-age were not significant. Intrafamiliar
events were associated with MDD (R2 = 0.29, LRT y2(6) = 223.35, p < 0.001); significant age
interactions (R? = 0.32, LRT y2(5) = 29.98, p < 0.001) indicated that the association between
MDD and sibling birth and parental divorce decreased with age. However, interactions with
sex-by-age were also significant (R? = 0.34, LRT y2(5) = 11.49, p = 0.043). For girls, the risk
of MDD posed by sibling psychiatric illness decreased with age, while for boys this risk was
relatively constant. Finally, three of the four miscellaneous events were significantly associated
with MDD (R? = 0.46, LRT y2(4) = 419.92, p < 0.001), but showed no significant age, sex, or
sex-by—age effects.

Discussion

Based on the largest clinical sample of depressed children and adolescents to date, we found
that young patients with MDD experienced about twice as many lifetime negative events than
did a school based comparison group. Out of 26 stressful major life events queried, children
in the comparison sample experienced an average of 2.8 events during their lives, while our
depressed patients reportedly experienced an average of 6.0 events. Notably, the rate of total
lifetime stress events in our Hungarian, school-based comparison group is comparable to that
in normative USA samples reported by studies that queried a similar number of life events
(Franko et al., 2004; Ge et al., 1994).

We also found that different methods of examining stressful life events in a pediatric sample
with MDD provide uniquely useful information. For example, our two groups of youths
differed in the rate of accumulation of total stressful events (which was not evident looking at
single events): in the school-based sample, older children had accumulated slightly more events
than had younger children (regardless of sex), consistent with previous research (Franko et al.,
2004; Ge et al., 1994). In our clinical sample, however, age and number of life events were not
associated. Therefore, our findings suggest that children with MDD experience a more rapid
accumulation of stressful life events and at an earlier age than do comparison peers.
Specifically, by 7- to 8-years of age, depressed children reportedly experienced more stressful
life events than did 13- to 14-year-old comparison children.

Examination of event clusters as well as specific events revealed that age effects vary depending
on the type of event. For example, children’s age moderated the impact of parental health and
familial death events. Both of these clusters seemed to be strongly associated with major
depressive disorder in younger children. However, this association weakened in adolescence,
possibly due to increased exposure to parental health and family death events in the comparison
group during this developmental period.

Examination of specific life events (in addition to total events or event clusters) revealed that
three events were highly associated with MDD. Specifically, 26% of the MDD group had
experienced abuse compared to 1.5% of the comparison cases, while 56% of the depressed
cases versus 7.5% of the comparison peers had experienced teasing in school. Finally, 3.5%
of the MDD group had a history of police contact compared to only 0.3% of the controls. These
findings are consistent with reports documenting an association between childhood physical
and sexual abuse and major depression in adulthood (Bifulco et al., 1987; Franko et al.,

J Affect Disord. Author manuscript; available in PMC 2010 May 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Mayer et al.

Limitations

Page 6

2004; MacMillan et al., 2001; Veijola et al., 1998). Similarly, various studies have found that
school teasing is associated with childhood anxiety and depression (e.g., Roth et al., 2002;
Storch et al., 2004).

Finally, we failed to confirm sex or sex-by-age interaction effects on stressful events, which
have been reported in clinically referred pediatric samples. For example, according to
Williamson et al. (2005), girls with MDD (but not boys) experienced significantly more
stressful events than did non-depressed girls, while Rudolph and Hammen (1999) reported that
the number of stressful events was associated with depressive symptoms in girls (but not in
boys) among children with miscellaneous psychiatric disorders. In our study, the sex by age
interaction effect was limited to one type of life stress, namely a sibling having been diagnosed
with psychiatric illness: the association between this eventand MDD decreased with age among
girls, while this association was not affected by age among boys. The differences between our
findings and those of previous studies likely reflect differences in the research designs and
sample sizes. For example, Rudolph and Hammen (1999) studied a diagnostically heterogenous
group of clinically referred children and did not have a control group. While Williamson et al.
(2005) studied a clinical MDD sample and had a healthy control group, the sample sizes were
very small. The samples in the present study were sufficiently large to allow us to detect even
small effects of sex (or age) on stressful events, should they exist. We therefore conclude that
in the 7- to 14.9-year old age group, there are no sex differences among depressed and non-
depressed youth in total lifetime exposure to stressful life events.

Our clinical and school-based samples were not well matched geographically because the
former group was recruited across Hungary through multiple sites, whereas the latter group
was recruited from schools in one mid-size city. Because mothers provided retrospective
information about life events experienced by their children, there is a possibility of faulty or
biased recall. The control sample consisted of families who agreed to participate in the study
in response to a written invitation. This raises the possibility of unknown self-selection bias
within this sample. However, the clinical sample likewise included self-selected families
willing to participate. Data ascertainment format (i.e., face-to-face interview versus mail-in
questionnaire) also may have introduced some bias in the responses. A further limitation of
our study is that each life event was coded as having (or not having) occurred, and thus multiple
occurrences of a given event carried as much weight as a single occurrence. This approach is
likely to have obscured more nuanced differences in life events across the two samples,
especially in the older age group. Finally, the lack of a psychiatric control group means that
our findings do not inform about the specificity of the results to depressed samples.

In summary, our results suggest that each of the 3 methods of examining stressful life events,
namely total number of events, event clusters, and individual events, can distinguish clinic-
based depressed and non-clinical comparison samples and thus the approach to be used should
depend on the research question being investigated. Our results also confirm findings by others
(e.g., Williamson et al., 2005) that children with MDD experience more stressful life events
than do peers who are not depressed and underscore the cross-cultural or cross-national nature
of these across-group trends. Importantly, the indications are that young depressed patients
accumulate stressful life events rapidly and early (i.e., by the age of 7 to 9). In contras, not-
depressed peers show a more gradual accumulation of life events through adolescence; a trend
that appears to be the normative one. Findings that some events interact with age, and are more
likely among depressed pre-adolescents than adolescents, highlight the potential importance
of stress exposure during the first decade of life in the development of pediatric depression.
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Figure 1.

Mean number of life events by age in the depressed and control sample.
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Table 1
Four life event clusters as predictors of MDD: Results of Logistic regression.

Adjusted Odds Ratio! (95% Confidence Interval)

MODEL 1 (Main Effects)

Parental Health Event Cluster 1.61(1.38, 1.88)***
Death of Close Relatives Event Cluster 2.05 (1.56, 2.70)
Sociodemographic Event Cluster 1.10 (0.95, 1.28)
Intrafamilial Event Cluster 2.07 (1.78, 2.40)***
MODEL 2 (Main Effects by Age Interactions)
Parental Health Event Cluster 1.85 (1.55, 2.20)**’k
“by-Age (Years) 0.86 (0.80, 0.93)
Death of Close Relatives Event Cluster 2.27 (1.71, 3.02)**’k
“by-Age (Years) 0.82(0.72,0.93)™"
Sociodemographic Event Cluster 1.10 (0.94, 1.28)
-by-Age (Years) 1.02 (0.95, 1.10)
Intrafamilial Event Cluster 2.02 (1.73, 2.36)***
-by-Age (Years) 1.01 (0.94, 1.09)

7LLogistic regression results after controlling for age, sex, and age-by-sex interaction (not shown). Age measured continuously and centered at 11.
Model 1: R2 =0.3547, —2Log LR = 1182.85, 7 d.f. Change from Model 0: 289.49***,

Model 2: R2 =0.3755, —2Log LR = 1158.80, 11 d.f. Change frome Model 1, 24.05***,

*
p<0.05,

*:

*
p<0.01,

Fk

p <0.001.
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Table 2
Reported Rates of Life Events (%) in the Patient and Comparison Samples
Depressed School-based
Patient Sample Comparison Adjusted Odds Ratio (95%
Event Clusters and Specific Events (N=434) Sample (N = 724) Cl)
Parental Health Events
1. Medical hospitalization of biological Mother 34.8 16.3 1.70 (1.22, 2.40)**
2. Medical. hospitalization of biological. Father 27.9 11.9 1.84 (1.23, 2.76)**
3. Medical. hospitalization of stepparent 1.6 0.3 8.15 (0.82, 81.52)
4. Physical illness of biological mother 11.3 23 354 (1.72,7.30)
-by-Age (Years) 0.64 (0.46, 0.89)"
5. Physical illness of biological father 7.8 25 1.22 (0.54, 2.78)
6. Physical illness of stepparent 0.2 0.0 n.a.
7. Psychiatric Hospitalization of biological. mother 16.4 3.8 7.04 (3.36, 14,73)***
8. Psychiatric Hospitalization of biological. father 13.2 2.7 5.36 (2.56, 11,20)***
-by-Age (Years) 0.69 (0.49, 0.97)"
9. Psychiatric Hospitalization of Stepparent 0.5 0.2 0.08 (0.00, 13.73)
Death of Close Relatives Events
10. Death of a parent 53 14 3.47 (156, 7.71)"
11. Death of a close relative 717 48.0 2.64 (2.02,3.45)"
-by-Age (Years) 0.85 (0.75, 0.96) "
Sociodemographic Events
12. Financial problems 313 16.6 2.02 (1.48, 2.77)***
13. Move 54.4 429 1.33(1.02,1.72)°
14. Parent unemployed 46.5 29.0 1.53 (1.16, 2.01)**
15. Natural disaster 3.7 0.8 4.21 (1.46, 12.15)**
16. Loss of home 4.8 15 2.167 (0.93, 5.01)
_by-Age (Years) 0.67 (0.46,0.97)"
Intra-familial Events
17. Sibling birth 63.1 429 2.25 (1.52, 3,32)***
-by-Age (Years) 142 (118,171
18. Sibling hospitalization 31.9 16.6 2.94 (1.77, 487)
19. Sibling psychiatric illness 7.6 17 6.40 (1.62, 25.31) "
-by-Age (Years)-by-Sex (Female) 0.33(0.13, 0.87)*
20. Family arguments 52.3 17. 2.94 (1.90, 4.56)
21. Foster-care of subject 0.9 0.1 4.14 (0.33, 51.30)
22. Divorce of biological parents 31.8 14.0 1.64 (0.99, 2.72)
Miscellaneous Events
23. Abuse 26.0 15 15.81 (7.99, 31_29)***
24. Teasing by peers 55.7 75 13.75 (9.58, 19.71)
25. Police contact 35 03 11.76 (2.25, 61.45)""
26. Suspension from school 12 0.3 1.09 (0.10, 12.44)
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Adjusted odds ratios were controlled for age and sex and other events in the same cluster.

n.a. = not available due to insufficient numbers

*
p<0.05

Fk

p<0.01

Fo¥k

3
p < 0.001
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S iadaskan Alapitvanyi Karhaz es Szakambuiancia

3 Barczy Susztdy Gydgypedagdga Faisss &

' He m Fal Gyermeskdchaz és Benoeldintézat
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= isbiurgh Rayetemn Pseichidtria- Klinika

Osszefoglalds: A szerzék a kizleményben osszefoglalidk a kuardsszervezés teriiletén szerzett 13 dunyi rapaszralatukat,
Eldszdr azokat az eldvizsgdlatokat ismertetik, melyvek gy nagy tsszegit kilfoldi palydzar elnverdséhez szitkségesek. Azutdn
vészlerezik, ogy milyen hatalmas adminisztrativ appardtust igényel — a j6l képzett szakemberek mellert - egy ilyen 16hb
helyen folvg kutatds felépitése, megszervezése. az adatak kezelése, azok dllandd ellendrzése és feldolgozdsa, értékelése. Vé-
gitl ismertetik, hogy milyen tudomdnyas eredmények vannak szitletében a tibb mint egy évtizedes kutarémunka urdn.
Kulesszavak: gyermekkori depresszid; kuratds lefrdsa; szervezeti felépités; kozlemények

Summary: The authors summarize thelr experiences in research organization accumulated during 13 years. At first they
cutline prefitninary studies which are prerequisites of high prestige international grants. Then they describe the liuge
administrative apparaties dedicated - besides skilled professionals — for the construction and organization of the research,
the management, continuous checking and evaluation of dara in such a multisite study. Finally, they report on the scien-

tific results obtained after 13 years of hard work.

Key words: childhood onset depression; research design; organizational construction; publications

Husz éve, hogy elsé alkalommal kapcsolatba
léptem Kovdes Mdridval. Olvastam a nemzetkd-
zi kutatdsokban igen gyakran alkalmazott
~Gyermekkori depresszié” kérddivérdl (tovdb-
biakban GYD), és kértem, kiildje el, és engedé-
Ivezze magyarra forditdsat és klinikai hasznila-
tat. O angol levelemre angolul valaszalt, de kér-
te. hogy a tovdbbiakban €n nyugodtan itjak ne-
ki magyarul, mondvdn, hogy 1956-ban gyer-
mekként tdvozott csalddjdval hazdnkbal, s igy
olvasni és beszélni jél tud nyelviinksn, de a ma-
gyar nyelvi {rds mar nem erdssége.

Ekkor néhdny levélvalrds utdn megszakadt a
kapcsolatunk, de & 1994-ben Magyarorszdgra
érkezett egy nagy amerikai-magyar kutardsi
projekt tervével ,a gyermekkori depresszio rizi-
kétényezdinek” kutatdsa teriiletén. Az 5 éveste

Psychiat Hung 2009, 24 (1).6-17

tervezett kutatdst a National Institute of Mental
Health (tovabbiakhan NIMH) tdmogatdsdval
képzelte el, de mint nagy tapasztalatokkal ren-
delkez6 kutato tudta, hogy egy ilven volumenti
projekt elnyeréséhez és kiilfaldi lebonyolitdsd-
hoz rendkiviili erdfeszitéseket keli tenni.

Elékutatas

El§szér is meg kell gyézni az NIMH-t, hogy mi-
ért fontos ez a téma. Micrt kell ezt Magyaror-
szdgon €s nem az USA-ban végezni. Magvaror-
szagon megleleld kutatdbazis kialakithatd, és a
kutatdsban résztvevék alkalmasak arra, hogy a
kutaidst lefolytassdk.
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Ahhoz, hogy mindezt bebizonyithassuk, egy
kisebb eldkutatdst kellett megtervezni és elvé-
gezni, amihez a Fogarty International Research
Collaboration Award tdamogatdsat keértitk a
«Depression and Suicidal Behaviors in Hunga-
rian Children (5 R03 TW00459-02)" cimil pélya-
zatban, melynek a koordindtora Csorba Jdnos
volt.

Tdmogatdsi dsszeg: 14 895 dolldr

A kutatds 6 célja: Megvizsgdlni, és adatokkul
aldtamasztani, hogy Magyarorszdgon vegyes
gvermekpszichidtriai klinikai betegcsoportban
milyen a gyermekkori depresszic és éngyilkos-
sdgi viselkedés pont prevalencidja.

Ehhez hdrom gyermekpszichidtriai intézet
egvittmikodése volt szitkséges. A kutatdsban a
Semmelweis Egyetem Pszichidrriai Klinika Ifju-
sdgpszichidtrial Szakrendelése, a Vadaskert Ala-
pitvanyi Kérhdz Gyermekpszichidtriai Osztély és
Szakambulancia €s a Szegedi Tudoményegye-
ten1 Gyermek- és Ifjtisdgpszichidtriai Onalié Osz-
taly lekvo- és jdrGbeteg részlegei vettek részt.

A felmérés a kovetkezdkbdl dlle: Olyan struktu-
ralt interji (Detailed Evaluation Schedule for
Children and Adolescents - DESCA) felvétele,
mely tartalmazza az 6t gvermekpszichidtriai
részlegen aztijonnan jelentkezert gvermekek és
csalddjuk szocio-demogrdgfiai paramétereit,
nagyobb életeseményeit, pszichoszomatikus
fejlédési adatait €s pszichopatoldgiai tiineteit.
Az interjat részben a szilével, részben a gyer-
mekkel arra kiképzett gyermekpszichidterek és
pszichologusck készitették. Emellett egy nem-
zetkozi kuratdsckban gyakran alkalmazort én-
kitdltds kérddivet vettek fel a sziildvel a gvermek
dltaldnos pszichopatolSgiai tiineteirél Child-
hood Behavior Checklist (tovabbiakban CBCL),
és a gvermekkel kitbltették a GYD feladatlapot,
mely specilikusan a depresszié tiineteire kérdez.

A kutatds négy fdzisa
Instrimentdcic: a DESCA magyarra forditdsa,

visszaforditdsa angolra, majd a magyar valtozat
tovdbbi finomitdsa egy bilingvis pszicholdgus

segitségével. A GYD feladatlap és a CBCL hite-
les magyar forditdsa mdr rendelkezésre Allt.

Interjikészitdk kiképzése: 10 gyermekpszichia-
ter €s 2 pszicholdgus kiképzése a kévetkezdkbél
alle: DESCA itemenkénti elemzése, szerepjdték
a résztvevikkel, és 2-2 interji a beteggel a ki-
képz6, Kovdcs Mdria jelenlétében.

Interrater reliabilitds: 68 betegnél 2 interjuké-
szit6 volt jelen az interji felvételénél: az egyik
az interjut készitette, a mdsik téle figgetleniil
pontozta az interjit. Az interrater reliabilitds el-
fogadhatdnak bizonyult (Kappaz0,85} a DESCA
iternek 80%-4nal.

Fg tanulmdny: 1996. oktéber és 1997, oktdber
kiszéitt a hdrom betegfelvételi iroda szlirte a be-
tegeket. A gyermek bekertilhetett a kutatdsba, ha
7-17 év kiizétti volt, nem volt mentdlisan retar-
ddlt, nem volt krénikus gyvermekgyogvdszati/
neurolégiai betegsége, legaldbb egy bioldgiai
sziildvel €1t egviltt, aki a gyermekrdl megbizha-
to informdcidt tudott nvujtani. A sziilét és gyer-
meket, ha a vizsgalatba bekeriilési kritériumok-
nak megfelel, felvitdgositotiuk a kuraris lénye-
gerol, s beleegvezését keértiik a vizsgdlat lefoly-
tatdsidhoz, A DESCA interjad felvétele ¢s az onki-
toltds kérddivek a beteg és a sziild szdmara kb,
1-1,5 drds elloglaltsdgot jelentett. Cserdbe a be-
teg és a szild egy szokidsosndl részletesebb. a
gyermek lelkidltapotat jobban ritkrozs gyermek-
pszichidtrial vizsgdlatot kapott.

A Klinikal diagnozist (depresszios vagy mds
pszichidtriai betegség) a strukeurdle interju, a
szUIG és gyvermek dltal kitgltou dnkitaleds kérdé-
Ivek, valamint egy nyitott interji alapjdan a vizs-
galatot vegzo gyermekpszichidrerek vélemeényé-
nck figyelembevételével dllapitottuk meg,

Az adatokat a projekt statisztikusdhoz kiild-
titk, ahol az interjuk és kérddivek ellendrzésen
mentek dt, a kihagvott vilaszokat a sziildvel/
gvermekkel tefefonon péroltattuk.

Eredmény

90%-0s beleegyezési ardny mellert 490 beteg ke-
rillt a kutatdsba, ami igen jénak mondhats. Al-
taldban az anydk voltak az informdtorok. A gye-
rekek 58%-a élt érintetlen csalddban, szemben
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az USA-ban észlelt 26-36%-0s arannyal. A gyer-
mekek 83,9%-dnak volit legaldbb egy testvére.
A kivetkezd, a tdmogatas szempontjabol fon-
tos szempontnak (7-14 éves cletkor kozotd
résztvevék) felelt meg 392 gyermek. A DESCA in-
terjura alapozva 34,4%-uk merftette ki a major
depresszié DSM-1V szerint diagnosztikus kri-
tériumait. Ebben a fiatalabb depresszios alcso-
porthan a nemi megoszlds, a testvérszam s az
intakt csaladok szdma a nagyobb csoporthoz
hasonld volt. A depresszios gyermekek testvérel
ds unokatestviérei kizott lényegesen gyakaribb
volt a depresszids anamuesztikus adat, mint a
nem depresszids betegek esctében (chi-négy-
zet=6,67; p=0,01 chi-négyzet 11,15, p=0.001).
Fzek alapjan az NIMH-nek bebizonyithartuk,
hogy Magyarorszagon magas a major dep-
resszioban szenvedd gyermekek szama, akik
koziil Wbben éinek bioldgiai sziileikkel egyitt,
mint az Egvesiilt Allamokban, és kiilonbozd in-
ézetek kozott létrehozhatd olyan kutatdi egyutt-
miikodcs, mely biztositja az adatok egyontetil
felvételét, a kidolgozott protokoll betartdsdt.

Agyermekkori depresszid rizikotényezéi
(NIMH PO1-MH 56193) kutatds
1998. december 1.- 2007, junius 31.

A fenti - Fogarthy-kutatds — adataibdl kiindulva
clkezdheuik az elébb harom évre tervezett
depresszio kutatds pzil;-'eizétainak megfrdsdt, me-
lyet az 1998-as tavaszi benyujtds uldn revizidra
visszakiildek, de az ismételt beaddst kovetden,
majd a 2007-ig t6rténd meghosszabbitds kérel-
mezésekor {competing renewal application)
azonnal elfogadtak, mely szinte példa nélkil al-
16 ilven nagy palydzati dsszegnél az NIMH 161~
ténctében.

A tdmogatds dsszege 1998. decenmiber 1.-1999.
november 30, kozott: 499.975 dolldr, majd 1999.
december 1.-2007. jiinius 3. kézdter 2.2505.797
dolldr.

A kutatds célju: A gyermckkori depresszio
pszichoszocidlis és genetikai kockazati ténye-
zdinek vizsgdlata. Megvalgsitdsa lényegesen
nagyobl szervezdsi feladatot (23 gyermekpszi-
chidtrial intézet ¢s hdarom genetikai anyag izo-

laldsdra alkalmas laboratérium egylittmukode-
sér) igényelt, mint a megeldzd Fogarthy-pdlya-
zatl.

Liikai bizottsdgi vélemények kikérése: A tel-
jes kulatdsi dokumentdcidt benyujtotiuk az
ETT-hez, majd engedélye birtokaban vala-
mennyi kutatshelyen a helyi etikai bizotsdgok-
kal évente elbirdltattuk a helyben foly6 kutatdst.

Kutatéhelyek kivdlasztdsa:

1. Meglatogattunk minden, cgy nap alatt Bu-
dapestrél vagy Szegedrdl elérheté gvermek-
pszichidtriai oszidlyt ¢s ambuldns rendelést,
Szamba vettiik a rendeld betegforgalmat, a szak-
orvosokat, pszicholdgusokat, motivdcidjukat a
kutatasban valé aktiv vagy passziv részvétclre.
[smertettiik a kutatds céljait, és lehetdségeiket
a kutatds kiilonbozé szintjein vald részvételre,
Akutatéhelyek feladata volt valamennyi, az am-
bulancidn megjelend betegnek — aki a vizsgdlat-
ba bekeriilés kritériumainak meglelelt - ¢s szu-
16jéneck elmagyardzni a kutatds Iényegét, majd
beleegvezédsitket kérni a teljes kutatdsi folva-
matba (két alkalommal részletes 1ISCA-D inter-
ju, s amennyiben ezen depresszidsnak bizo-
nyul, vérvétel DNS-minta vételére). A bekeriilé-
si kritériumok a kvetkezdk voltak: 7-14 €v ko-
zétti életkor, mentdlisan nem retarddlt, nem
szenvedett krénikus belgydgydszati betegség-
ben, legaldbb egy bioldgiai sziildjével egytitt ¢l
volt 7-16 év kozdtti vér szerinti testvére, és a
57116 és gyermek dltal kitoltott rovid depresszio
sziréteszten depressziéra gyantisnak bizo-
nyult.

A sziirési folyamatra a villalkozé kuratdhely
adminisztratorait kiképeztik, majd évente em-
lékeztetd tréninget tartottunk szamukra.

Ugyancsak kiképeztiik a kutatdhelyen dolgozd
kezelGorvosakat a beleegyeztetési folyamatra.

2. Harom genetikai laboratérium kerillt be a
kutatdsba, melyek feladata a csalddtagokrol le-
vett vérbél a DNS izolalasa, majd Torontdba-a
Clarck Intézethe — kiildése volr. Torontgbol
Cathy Barr és Jim Kennedy meglatogatia a kivd-
lasztott labaratgriumokat, és a DNS kivondshoz
cgységes protokellt @litottak dssze.

3. Mivel az NIMH szokatlanul hosszi idon 4t
igen nagy Osszeggel tdmogatta USA-n kivili or-
szaghan a palyazatot, 3 vezetd adminisztrdtor
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jott el Magyarorszdgra, €s személyesen megla-
togatott 5 kutatcéhelyet, 1 genetikai laboratériu-
mot, hogy képet kapjon a nagy volumen ter-
vek megvaldsithatdsagdrol.

Interjik és kérdbivek kividlogatdsa,
interjukészitok kiképzése, szinten tartdsa,
ellenGrzése

Az elsd lépéshen 2 {6 Pittsburgh-be utazott, és
ott 2 hetes kiképzést kapott a féligstrukturalt in-
terju (Kiddi-SAD) készitéséhdl. Ezutdn Kovdes
Mdria és Hartwin Sadowsky jott Magyarorszag-
ra, €s angel nyelvil képzést tartott 14 fének (ko-
ziiltik kertiltek ki késdbb a tovdbbi interjukép-
z0k, interju szupervizorok, értékeld szakorvo-
sok). Ezt kévetten leforditottuk, majd bilingvis
pszicholdgus segitségével angol nyelvre vissza-
forditottuk az Interview Schedule for Children
and Adolescents: Diagnostic viltozatot (ISCA-D)
és a tobhi kérddivet. A kordbbi Fogarthy Study-
ban haszndlt DESCA interjtit a kutatds jelenlegi
céljanak megfeleléen dtalakitottuk General
Information Sheet (GIS) néven. Az ISCA-D fel-
vétele - mely a pervaziv zavarok kivételével va-
lamennyi pszichidtriai betegségre rakérdez — kb.
2-2,5 drat vesz igénybe a gyermek életkordrdl és
tiinetel szamatdl fliggden. Mind a sziild, mind a
gyvermek interjiija alapjdn az interjukészitd dont
abban, hogy a kérdezett gyermeknél a tiinet kii-
sz6b feletti, kitsz6b alatti mériékben van jelen,
vagy egvaltalan nem all fenn. (Az alkalmazott
interjuik és kérdéivek felsoroldsdt ldsd az 1. tdb-
ldzatban). Ezt kdvetden azon gyermekpszichid-
terek ¢s klinikai szakpszicholégusok szdmdra,
akik azt vdllaltdk, 2 hetes interjukészité tanfo-
lyamot tartottunk meghatdrozott tematika sze-
rint. majd 5-5 db interjiit kelletr munkahelyii-
kon elkésziteni és a szupervizorokkal megbe-
sz¢lni. A tovdbbiakban, amennyiben a szuper-
vizorok az 5 interji alapjan az interjuik mindsé-
gt meglelelének tartortdk, az interjukészitdk
kevésbé szoros kontroll {rekalibricids képzésck)
mellett clkezdhették az interjuzast.

Akuratds folyamdn a kiesd interjuikészitdk mi-
att (GYED, kilfsldre tdvozas stb.) még hdrom
alkalommal tartottunk kurzus-szer(i képzést, és

egy egyéni, illetve kiscsoportos képzési proto-
kollt is kidolgoztunk. Az eltelt 9 év alatt dssze-
sen 58 interjuikészitét képeztiink ki.

A kutatdsban dolgozs interjukésziték féléven-
te rekalibrdcids tovdbbképzésen vettek részt,
hogy a pontozdsuk egységes maradjon minden
kutatéhelyen.

Minden interjirdl hangfelvértel késziilt, és az
interju szupervizorok évente randomizdlt maé-
don minden interjukészitétél 5 hangfelvételt
ellendriztek. Ha az interji mindsége nem volt
megfeleld, az interjukészitd egyéni tovdbbkép-
zésen vett részt.

Adatbeviteli rendszer kiépitése

A felvett interjikat az interjukészitdk - a regio-
ndlis irodék kozvetitésével - eljuttattdk a koz-
ponti irodaba, ahol az adatckat tgzitették egy
eldre elkészitett adatbizisba a megfeleld adat-
beviteli feltilet alkalmazdsdval Az adatok pon-
tossdgdnak biztositdsa érdekében a beviteli
rendszer dgy mikadott, hogy az elsd bevitel utdn
a teljes adatmennyiséget ujra bevitte egy mdso-
dik adatbevivé (Double-check). A két bevitel
soran jelentkezo killonbségeket a rendszer vég-
leges tdrolds eldtt listdzta, amin végighaladva a
mdsodik bevivd ellendrizhette az eltéréseket, és
meggydzddhetett a hevitt adatok pontossdgarsl,

A mdr bevitt adatokat a kutatds alatt folyama-
tosan ellendriztiik, egymadst kizdrd adat-pdrok,
és szurdprobaszeril ismételt adatbevitellel. Az
{gy kapott eredményck ismeretében biztosak le-
hetiink benne, hogy az adatbdzisban tdrolr ada-
tok kevesebb mint 0,5% adatbeviteli hibdt tar-
talmaznak.

Pilot fazis

Mikor az §sszes interjul forditdsa és az adatbevi-
teli rendszer dsszedllt, az elsd 5 bekertilt eseten
kiértékeltiik a szlirés, az interjukészités, adat-
bevitel, vérvétel folyamatdt, és a tapasztalatok
alapjan, ahol sziikséges volt, megvdltoztattuk a
mernetet.
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1. tahlazat
Az agatgyciés folyamala

AZ ADAT TIPUSA | A VIZSGALAT IDEJE A VALASZADO PONTOZAS
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FU follow-up; ISCA-D=interview Schedule for Children ard Adolescent-Diagnostic Vers:on: FIGS -M=Fam: Iy Intervigw for!
GEI’IE‘IC Screening-Modified Version: CASFI-M=Chiid-Adolescent Scraen for Famity Interview-Modified Varsion; CSC=Chid |
Symptorm Check List: CBCL=Child Behavior Check List; BDI=Beck Depression Inventory, CDI=Childran’s Depression‘
Irvertory; GIS=General Information Sheet, AAS=Adult Attachment Scale; PANAS=Positive and Negatve Aflect Schedue |
i RDQ-Y=Responses o Depression Quesiionnaire for Youngstars; LOT-Y=Life Orientation Test for Yourgsters I

Adminisztrativ infrastruktira megszervezése

Ezr kévetden, hogy a szlirés, interjukészites,

gdsa egy kozponti iroda feldilitasat tette szitksé-

gessé. A kutatds szervezeti felépitése az aldbbi

vérvétel sth. mindeniitt egységesen tdrténjen,
minden folyamatot irdsos protokollban rogzitet-
tiink. A protokellok irdsa, a protokell szerinti

imiikidések maoniteorizdldsa, a kutatds tsszefo-

volt. (1. dbra)

Rutatéhelyi adminisztrdtor feladatai
A 23 kutatéhelyen valamennyi megjelent be-

tegen ellendrizni, hogy megfclel-e a bekertilési

1
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1. abra
A kulzlas sTervazeh dagramja

Kézponti irada, Szeged

I !

Genetikai Regiondlis iroda
laboratdriumok

Regiondlis irada

Interjikészilok képzese, ESZ-
rekalibrdcidja szakorvosok

’_._1

‘ Kutardhelyek ‘

—{ Vadaskert Karhaz ‘

—  Hcim Pal Kothéz |

—  RokusKérhdz |
— OPNI ]
— Gysr 1-11. |

| Budai Teriileti Gvk |

*{ Székesfehérvar f

Kaposviar |

L L

Veszprém |

kritériumoknak, €s ezt az adott tabldzatba a be-
tegek kezdGbetliit alkalmazva feljegyezni. A tdb-
ldzatot naponta telefaxon elkitldeni a regionalis
ktzpontba. Ha a beteg a bekeriilési kritériumok-
nak megfelelt, akkor odaadni neki a beleegyezs
nyilatkozarot, majd tdjékoztatdsra és beleegye-
zésre a kezeldorvoshoz kiildeni. Ha a sziilgk és
a gyerek a kutatdsban vald részvételbe bele-
egyeztek, jelenteni a regiondlis kdzpontha, és el-
kildeni a beleegyezd nyilatkozatot. Ezutédn biz-
tositani, hogy a kézpont dltal szervezett interju-
keészitének a megszervezett idépontban legyen
a kutatdhelven helye az interjii elkészitéséhez,
és vigvdzni a gyvermekre, amig a sziil interjija
folyik. A szlirésen dtesett gvermekeket regiszt-
rdlni a kezeldlapon, és a negativakat félévente
ismeét szitrni depresszié szempontjdbsl. Evente
kéralkalommal rendelkezésére kell dllnia a koz-
pontbdl kikilldéit monitor szdmadra, aki ellen-
6rzi, hogy a sziirési protokollt megfeleléen be-
tartjdk-e. A regiondlis kozpont és a kutatdhelyek

Budapest Szeped

[—[ Kutatshelyek |

—LSzegedi Egyetemn, Szeged, Gondozs l

Gyula Kérhdz, Gyula, Gondozs |

Szolnok I

Baja I-1] |

Pécs |

Nyfregyhdza ]

Debrecen I-[1 E

Szekszdard |

I N

Kecskemét |

kdzotti kapesolat folyamatossdganak biztosita-
sdra minden kutatshelyre ondlld telelont és te-
lefaxot telepftettiink.

Regiondlis kizpontok

Kétregiondlis kézpontot alakitottunk ki, egyet a
Szegedt Tudomanyegyetemen, egvet Budapes-
ten a Vadaskert Alapitvanyi Kérhdzban. A regio-
ndlis kizpontok feladata volt, hogy a hozzdjuk
tartozd kutatdhelyekkel napi kapcsolatban le-
gvenek, a szurések adatait szdmitégépen rog-
zitsék. Itt szervezték meg a teriilettikon dolgozo
interjukésziték €s a kutatdsba heleegyezert csa-
ladok taldlkezdsait az interjiik lebonyolitdsa cél-
jabdl, valamint itt tortént az elkésziilt interjik
formai €s szakmai ellendrzése, majd az interjik
elkiildése a kézponti iroddba. Minden munka-
folyamatot szamitdgépen régzitettek. A felada-
tok elvégzésére egy-egy regionidlis alkozpontve-

11
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zetdt, egy-egy adminisztrdtort, és egy-egy inter-
jui szupervizort alkalmaztunk.

Mindkét regionadlis iroda rendszeresen tartot-
ta a kapcsolatot a hozzdjuk tartoze interjuikészi-
tékkel. Vigydztak, hogy ugyvanahhoz a csaldd-
hoz a médsodik interjura masik interjukészitd le-
gyen beosztva.

Koézpontiiroda: Szegedi Tudomanyegyetem

ltt térrént a kutards valamennyi fazisdnak admi-
nisztrativ dsszefogdsa, az ellendrzott interjuk
adatainak szamitdgépre vitele, a munka elosz-
tdsa,

Mdkddtetésére manager team 4lit dssze a ku-
tatds altaldnos vezetdje, a kutatdsi koordinator,
az interjuképzési és ellendrzési koordindror, a
gazdasagi koordindtor, és az informadcids tech-
noldgiai manager részvételével. Ez a csoport
kéthetente tilésezett, megheszélte az elvégrett
feladatokat vagy a felmertilt nehézségeket, és
megszabra a kéverkezd 2 hétben elvégrendd-
ket, és azok fontossdgi sorrendjél,

Akbzpontiiroda végerie a diagnosztikus mun-
ka utolso fazisar is: az Friékeld Szakorvosi folva-
matok (tovabhiakban £S87) szervezésér: A kuta-
tas folvaman minden betegré] két interji ké-
sziilt 2 hét-6 hénapon belilli iddszakban 2 fiig-
getlen interjtikészitdvel. Az elsd alkalommal az
ISCA-D-nek csak az affektiv zavarok moduljdt
vertitk fel, és csak ha a gyerinek ott depresszids-
nak bizonyult, akkor kertilt sor a masodik - ek-
kor mdr a DSM-IV csaknem valamennyi beteg-
ségét feltleld teljes ISCA-D - interjitra. Az adat-
hevitel utdn az interjikat kinyomtattuk és 2 ér-
tékeld szakorvos (gyakorlott gyermekpszichidte-
rek) a beszerzett egycéb betegdokumenticidval
egylitt megkapta azokat. Mindketten 6ndlls di-
agnozist hoztak a DSM-IV alapjan, majd kon-
szenzus konferencidn dantotek a beteg végle-
ges diagndzisaiban, valamint abban, hogy vald-
ban volt-e major depresszid vagy bipeldris be-
tegsége. Ha a déntés pozitiv valt, a gyermek pro-
band statuszt kapott.

Ezutdn keriilhetett sor a bioldgiai mintaveérel-
re, mcelyet szintén a kdzponti iroda szervezett.
Minden betegtél, és lehetdleg mindkét szlilsjé-

18l szajnydlkahdrtya kenetet és vért is vettek, s a
kdzpontban generalt kodszammal lattdk el azo-
kat, igy biztositva azok teljes anonimitdsdr. Ha
egy tesivér depresszidsnak bizonyult, téle is vet-
tiink bioldgiai mintdt. A szajnvdlkahdrtya min-
L4t azonnal Torontdba kiildték, mig a vért vala-
melyik hazai genetikai [aboratdriumba DNS izo-
ldldsra. elkertilendd a feldelgozas sordn a csala-
don beltli vizsgdlati anvagok esetleges ssze-
cseréléset.

Akutatds utolso fazisa az wtdnkdvetéses vizsgd-
lat volt, szintén a kdzponti iroda szervezésében,
Minden major depresszids betegnek és 7-16
éves testvérének évente kikildiink egy énkitdl-
tGs tesztcsomagot, amelyben a szilé és a gyer-
mekek altal kitdltendd, a depresszidt és a bipo-
ldris betegséget sziird tesztek voltak. Célia az
volt, hogy megiludjuk van-e visszatérd dep-
resszids epizdédja a probandnak, vagy nem csa-
pott-¢ at bipoldris betegségbe. Emellett, ha a
testvérmeél a depresszio gyandja merilt fel, ak-
kor 6t is a probandndl leirt diagnosztikus folva-
matnak vetettiik ald, s ha major depresszic be-
tegség vagy bipolaritds igazolddott, téle is DNS-
mintdt vettiink.

A kutatds menete és eredmeényei

Sziirds, bevonds, beleegyezés: A lehetséges pro-
bandok szirését 1999. november 1. és 2003, ji-
lius L. kozott vegeztiik. Osszesen 28 533 gyerme-
ket sziirtiink, akik kdzil 1299 adott a sziirékér-
désckre a hatdrértéknél magasabb pontszamaot,
€s 840-en egveztek bele a kutatasban valo rész-
vételbe. Tovdbbi 403 eset kertilt be a kutatdsba
alternatv uton. Ezekrdl a betegekrdl a kezeld-
orvasok gondoltik, hogy depresszidsak és ird-
nyitottdk a kutatdshoz éket. Ebbdl a 403 esetbdl
256-an egveztek bele a részvételbe.
Diagnosztikus folyamat: Osszesen 1023 pozi-
tiv szdrési eredménnyel rendelkezd gyermeknek
1127, mig 406 testvérnek 474 elso interjija volt
az interjuzdsi fazis végdéig. A fenti csoportbdl 762
probandnak 768, mfg 222 testvérnek 233 maso-
dik interjija volt. 756 probandot és 200 testvér
adatait értékelték az Ertékeld Szakorvosok {1127
és 267 ESZ értékelés). Az értékelések eredmé-
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nyeként 723 probandndl és 182 testvérnél igazo-
lodott a depresszié. (Az eltérd szdmok egyrészt
abhdl adodnak, hogy veltak olyan betegek, aki-
ket az eltelt évek sordn 2-3 alkalommal is inter-
juvoltunk, mivel elsd, illetve masedik alkalom-
mal nem meritették ki a major depresszid
DSM-1V diagnosztikus kritériumait. Masrészt
abbol, hogy relapszus, rekurrencia, esetleg bipo-
laritds gyanuja esetén a proband ismét interiiira
ker(ilt). Kontrollcsoportként 104 clyan 18 éven
feliili testvért is bevontunk a kutatdsba, akiknél
a fentebb emlitett részletes diagnosztikai folya-
mat egesz életiikre vonatkozdan kizdrta major
depresszids epizdd fennalldsat,

Interfiiban adott diagnizisok ellendrzése: A
kutatdsban résztvevd interjukészitdk dltal felvert
interjiik min&ségét rendszeres rekalibracios ta-
lalkozskkal biztositottuk. Evente két alkalommal
orszdgos takilkozot szerveztiink az interjukészi-
téknek. Ezeken a taldlkozdkon az Eriékel Szak-
orvosok s esetimegbeszéléseket tartottak a ma-
gvarorszagi vezetd kutaté irdnvitdsdval, igy biz-
tositva az ESZ érickelések egyintetiiségét.

Minden elkészilt interjit egy héren belul for-
mailag és tartalmilag ellendrizetink. Telefonon
nent megoldhato probliéma, hiba esetén az in-
terjiir visszakiilduik javitdsra a készitdjének. A
szupervizorok rendszeresen ellendrizték az in-
terjukat a magnokazettdk visszahallgatdsdval,

Elvesztett alanvok: 74 gvermeket/csalddot el-
veszrettiink még az elsé interju eldu, 210 eset
valt a kuratds szdmdra nerm megfeleldvé, mivel
nem volt érzelmi problémdjuk, vagy teljesilt nd-
luk valamilyen kizdrdst kritérium. 130 proband-
dal vesztettitk el a kapcsolatol, 83 esctel kizdr-
tunk, mig 23 esetben megszakitotruk a folyama-
tot, mivel nent kooperdltak a beleegyezést kbve-
téen, 8s 1 gyermek meghalt a kuratds ideje alatt.
15 csaldddal vesztettlik el a kapesolatot kalto-
zéslik miart. 7 csaldd esetén minden kapcesola-
tunk megszakadt. Ezeket az eseteket minden
harmadik hénapban megprébiltuk {smiét elér-
ni a haziorvosokon, illetve az elézetesen meg-
adotr kapcsolattartd személyen keresztiil.

Ver-, mydiminta gyiijeés: Azokon a kutatdhe-
iveken, anol nem volt elérhetd helvi vérvevd,
mobil vérvevdt alkalmaziunk, aki a vérvérelt a
csalad lakdsan végezte el

Akutards kezdetétd! vér- vagy nydlmintdt 686
probandidl és 180, 18 éven aluli depresszios és
104, 18 éven feliili egészséges testvértdl vettiink
le. A mintdk csalddonkénti Gsszetétele a kovet-
kezd: proband és két sziilé (nincs érintett test-
vér) 339 csaldd, proband, egy vagy tobb érintett
testver és 1 vagy két sziild: 251 csaldd; proband
¢s cgy szlilg: 86 csalad. Az Osszesitert depresszi-
0s testvérek ardnya 22,06%, ami magasabb,
mint a kutatds kezdetén vdrt 20%.

A vér- és nydlmintakbdl DNS izoldlds tértént
a helvi kutatdlaboratdriumokban. Az anvag fe-
1é( Torontdba kiildtiik tovdbbi vizsgdlatokra, fele
pedig a hazai kutatds szamdra maradt meg.

Urankioverds: Azok a gyermekek, akik az elsd
vizsgdlat sordn nem elégitették ki a probandda
valds kritériumait (kockdzati csoport), a dep-
resszios probandok €s testvéreik mindannyian
évernte levélben killdott 6nkirdltds reszret kap-
tak. A kutatds kezdetérd] 904 proband+ kocka-
zati csoportban 1évd gverek, valamint 1151 test-
vér kapott dnkitéltds kérddivet, az évek soran
dsszesen 5044 levelet killdeiink ki. 888 proband
+ kockdzati cseportban Iévd gvermek és 1112
testvér minddsszesen 4688 alkalommal kildte
vissza a kérddivet. Az dsszesitett visszakiildési
ardny 92.9% volt. A vdluszok értékelése utdn
Bisszesen 382 utdnkdvetds] interjut készitettiink
nrobandaokkal és G5-8t testvérekkel,

Kapesolattartdsi célbdl 2008, auguszius 1-31,
kézdtr 1077 utdnkdvetéses dnkitdlods kérddivet
kilfdriink ki, 2008, december 31-ig a kérddivek
78%-a érkezett vissza.

Adar-integritdst folvamnat: A kutatds ideje alarg
2 teljes alldsa és 1 {ékdlldsd adathevivé dolgo-
zott a kutatdsban. Fgy monitorizdld csapat biz-
tositotta az adatok integritdasat, valomint a k-
lonhézo folyamatokban észletheto hibidknak a
felderitését. Az adatellendrzési csapatot 1 teljes
atldsu és 3 féldlldsu adminisztrdtor alkotta.

Felmeriilé problémik, megolddsok,
megeldzésck

Hdrom hénapos célokatdllitotunk fel a levétben
killdott utankdvetési folyamar oprimalizdldsdra
¢s az adattsztitdsra. Az eredménveket minden
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hdrom hénap végén, orszdgos megbeszélése-
ken dtnéztiik, értékeltiik ez eldzd 3 hdnap ese-
ménveit és ujabb feladatokat tiztiink ki a ko-
vetkezd 3 hdnapra.

Megprdbaltuk minimalizalni az elvesziett csa-
ladeok/gyermekek szdmadt, ezért tobb 1épesss el-
jardst dolgoztunk ki az elvesztett csalddok kove-
tésére. Ennek keretében probdltuk elérni a csa-
lidot telefonon, telefonszdm és cimkeresési el-
jdrdsokat, ajdnlott levelek kiildését alkalmaztuk,
valamint a Népességnyilvantartébdl prébaltuk
megtudni az elvesztett csalddok elérhetdségét.
Minden elvesztert csalddot 3 havonta prabadl-
tunk a fenti madszerekkel a kutatdsba vissza-
hozni. Erre a folyamatra kiilén csoportot szer-
veztiink.

Fébb eredmények

Egylittmitkidés: A sok éves egviittmukddés és
egylittgondolkodds a csaknem egész Magyaror-
szdgot felélelé gyermckpszichidtrial elldtdsban
&s gondozdsban részt vevd kollegakkal javitotta
¢s cgységesitette diagnosztikai munkdnkat a
mindennapi betegelldtdsban, és szellemi erdfor-
rast jelentett mindenkinek, de fdleg az izoldltan,
nehéz kartilmények kozott dolgozd, de fejlédni
kivand munkatdrsainknak.

Standardizdlr wréning: Magyar nvelvre adap-
tdltunk egy kordbban hazdnkban nem alkalma-
zott féligstrukturdlt pszichidtriai diagnosztikus
interjut (ISCA-D), mely a legtobb pszichidtriai
betegség DSM-1V szerinti lehetd legpontosabb
diagndzisat adja. Kidolgoztunk egy standardizalt
tréningprogramot a féligstrukturalt diagneszti-
kus interjikészitéshez. Ennek felépitése: 2 hetes
bevezetd tréning {eliméleti ¢és gyakorlati jartas-
sdggal rendelkezdknek a pszichidtrial diagnosz-
tikaban és a féligstrukturdlt interjutechnikdban)
majd 3 napos gyakorlatokat szerveztiink 3 ha-
vonként.

Infrastruktidra, informatika: Megterveztiink
és kiviteleztlink egy komplex informatikai meg-
olddst az orszdg 3 kutatdsi iroddjaban, felallitot-
tunk egy egyediildlle adatbazist, és egy webes
feltleter az adatok tdroldsdra, kezcléscére, vala-
mint az interjiik szervezéséhez. Az adatok integ-

ritdsat kettds adathevitellel és folyamatos adat-
tisztitdssal biztositottuk. Komplex tiizfal rend-
szer és Virtudlis Magdnhdlézatck (VPN) biztosi-
tottdk a kddolt, biztonsdgos kommunikdciot az
iroddk kozétt. Napi mentés késziilt az adatbdzis-
6l, és a mentéseket a szerver hdttértarolsjdn,
egy k{ilonallé backup 1arold szerveren, valamint
heti rendszerességgel CD-1e/DVD-re mentve
taroljuk.

Adatbdzis és biobank: A kutatds folyamdn
olyan adatbézist dllftottunk ossze a gyermekkori
kezdetil depresszid teriiletén, mely vilagviszony-
lathan is egyeduldlld, mind a kivizsgdlds és di-
agnosztika precizitdsa, mind a probandszdm
nagysdga miatt, Biobankunkban a DNS-mintak
mellett szamos pszichoszocidlis kockdzati té-
nyezd vizsgdlatdra is van mdd, mely lehetdvé
teszi a genetikal eltérések &sszekapcsoldsdr a
betegség kialakuldsdban résztvevd egyéb fakio-
rokkal.

Publikdlas

2003 decemberétél kezdve rendszeres, havi ku-
tatdsi talalkozokat tartottunk. A megbeszélések
célja volt, hogy eldsegirsék és felitgyeljék a pub-
likdcids munkdkat. A szuperviziot a kutatds ma-
gyarorszagi vezetdje — Vetrd Agnes — és a helyet-
tese — Gddoros Jitlia - tartottak.

Szamos tudomanyos cikket publikdltunk, vagy
van jelenleg birdlat alatt, és szdmos eldaddst tar-
tottunk orszdgos és nemzetkozi konferencia-
kon, jéllehet az adatoknak még csak egy kis té-
redékét sikerilt elemeznunk. Két kollegank PhD
fokozat eléréséhez sziikséges abszolutdriumot
szerzett, s téziseinek megvédése el6tt All. Harom
kollegdnk elkezdte PhD témdja kidolgozdsat.

Genetika

Szamos, fdként a szerotonin anyagcesercében
szerepet jatszd gént vizsgdltunk (Ldsd tudomd-
nyos kézlemények). Vizsgdlataink szerint a gyer-
mekkori kezdetil depresszid kialakuldsdban az
ESR1, NTRK3, MTHFR, AVPR1B géneknek és a
BDNF-nak lehet szerepe.



Pszichoszoctdlis
kockdzati tényezék

A nehéz temperamentum a major depresszid
és az elsd internalizdcids kérkép kordbbi jelent-
kezésére hajlamosit, de csékken ez a hatds, haa
gvermek teljes csalddban €l a korai gyermek-
korban. A nehéz temperamentumnak ez a ha-
tdsa az életkor eldrehaladdsdval csdkken.

Magas diszfunkcionalitds és alacsonyan funk-
ciondlé érzeimi reguldcids tendencia noveli az
ongyilkossdgi hajlam esélyét depresszids gyer-
mekeknél, mig a negativ jellegli emocionalitds-
nak nines semmi hatdsa.

(sszehasonlitva az anydtdl €s a gyermektdl
kapott vilaszokart a gyermek depresszids tiine-
teirél, azt taldituk, hogy a ldnyok sokkal stlyo-
sabb tlinetekrdl szdmolnak be mint a fidk,
ugyvanakkor az anydk vdlaszdban nincs nemen-
kénti eltérés. A szlilé-gyermek egyezés a tiine-
tekben fliggdtt a gvermek életkordtdl. A dep-
resszids anydk sokkal sulvosabb problémakrél

Koszdnetnyilvanitas

szdmoltak be gyermekiikkel kapcsolatban, mint
a nem depresszidsak.

Major depresszié és a komorbid szorongdsi
zavar noveli az alkoholfogyasztds esélyét. Aleg-
magasabb kockazat a generalizélt szorongdshoz
kéthetd (OR=8,4). Komorbid visclkedési zava-
rok névelik a dohdnyzés kockdzatdt ({OR=3.,72).

A projekt ideje alatt a kutatdshoz a betegektdl
vagy a kutatéhelyektdl panasz, vagy etikai kifo-
gds nem érkezett.

Osszefoglalva elmondhatjuk, hogy amikor el-
kezdtiik irni a palyazatot még magunk sem gon-
doltuk, hogy llyen szertedgazd, komplex, nagy
volument lesz a kutatds, melvet lefolytatunk. A
pdlydzat megvalositdsdn 14 teljes munkaidd-
ben dolgozé munkatdrs dolgozott, de az eset
interjukészitékkel, részmunkaidds kollegdkkal
egyiitt voltak olyan hénapok, mikor 114 ember-
nek szamfejtettiink bért. Mindez termdészete-
sen az NIMH hatalmas tdmogatidsa nélkiil nem
valésulhatott volna meg, amelvért kdszonetiin-
ket fejezziik ki

Megkiszinjik a kutatisban pésgrrevd intdzetek delgordinar munkdjan mely hozzdsepiien bennimker a grermerkori depresszid keckdzan ténvezdinek 2bh

megismeréséhez.
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Characteristics of and Risk Factors for Childhood-onset Depression in
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Abstract

This article reports on the genetic and psychosocial risk study of childhood-onset depression (COMD) in a very large clinically referred
sample in Hungary. The sample included 723 children with major depressive disorder (mean age 11.26 years, standard deviation [SD] 2.09,
range seven to 14.9 years) recruited from 23 clinical sites across the country. Psychiatric evaluations were conducted via a semi-structured
interview and diagnoses were assigned by Diagnostic and Statistical Manual of Mental Disorders-1V (DDSM-IV) criteria. Developmental and
life events were queried via a structured questionnaire. Children and parents also completed self-rated questionnaires that assessed
various symptoms, aspects of temperament, emotion regulation and quality of life. We report on clinical and depressive symptom
presentation as a function of age, suicidality and types of sleep disturbance. We summarise findings on the relations of: emotion regulation
and temperament to suicidal behaviours; early developmental characteristics and the onset-timing and severity of COMD; life events and
COMD status; psychiatric co-morbidity and health risk behaviours such as smoking and drinking; mother—child agreement about depressive
symptoms and quality of life of depressed children; and putative genetic contributors to COMD. Systematic and reliable empirical data and
information on the defining characteristics of and risk factors associated with COMD can inform the design of preventative interventions

and can also be useful to clinicians who treat children with these conditions.
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This study was designed to investigate genetic and psychosocial risk
factors in a large clinically referred sample of children who had their
first depressive episode before 15 years of age. Cases were recruited
between 1 December 1998 and 31 June 2007. Patients were screened
at 23 child psychiatry centres in Hungary, the catchment areas of which
covered about 80% of all referred patients in the nation. Altogether,
28,533 children presenting with various psychiatric problems were
screened and 1,702 passed further screens (using pre-determined
cut-off on self- and proxy-reported mood questionnaires). Consent was
obtained from 1,096, of whom 905 had major depressive disorder
(MDD) according to Diagnostic and Statistical Manual of Mental
Disorders-1V (DSM-IV) criteria. We obtained samples for genetic
analyses from 866 children and their parents.” Yearly follow-ups (across
five years) were conducted via mailed questionnaires to monitor new
episodes or onset of MDD. Across all years, a total of 92.9% of the
monitored cases returned the questionnaires based on which subjects
with probable new/recurrent episodes entered the evaluation and
diagnostic process.

In this article we summarise published findings to date. Subjects in the
various articles are subsamples of the total study sample; the varying
sample sizes reflect the data that were available. For details, please see
each of the original articles, referenced at the end of the article.

Method

Children were considered to be potential subjects if they met the
following eligibility criteria: between seven and 14.9 years of age,
presence of DSM-IV MDD, one available biological parent, sibling
between seven and 16.9 years of age, not mentally retarded and free
from major systemic medical disorders. We obtained signed informed
consent from the parent and assent from the child before initial
evaluation. The total sample included 723 children. Mean age at initial
examination was 11.26 years (standard deviation [SD] 2.09) and 45.8%
were girls. Mean age at the onset of depression was 10.11 years
(SD 2.33). The average number of MDD episodes was 1.33 (SD 0.61,
range one to six). Altogether, 19.5% had mild depression, 46.9% had
moderate depression and 33.6% had severe depression. Twenty-eight
per cent had a history of inpatient psychiatric hospitalisation and 61%
had been prescribed psychotropic medication. The age of the biological
mothers was 36.7 years on average (SD 6.0), they had a mean of 11.4
years of education (SD 4.3) and 37.8% came from broken families.
Parent-reported financial situation was average in 59.3% of cases, below
average in 31.5% of cases and above average in 9.1% of cases.

Measurements

Subjects were evaluated by a semi-structured psychiatric interview,
the Interview Schedule for Children and Adolescents — Diagnostic
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Version (ISCA-D).? It includes most DSM-IV axis | diagnoses and some
DSM-III disorders. The clinician first interviews the parent about the
child’'s symptoms and then the child, then generates an overall rating
for each symptom based on the information provided by each
informant. Final diagnoses were reached by consensus diagnostic
procedure by best-estimate diagnosticians.® Psychiatric evaluations
were conducted by trained child psychiatrists and psychologists. The
Intake General Information Sheet (IGIS), completed based on an
interview with the parent, is a comprehensive data form covering
demographic, family, developmental issues, physical health,
psychosocial history and life events. Parents and children also
completed a variety of questionnaires. In this article, we report
findings based on the following instruments: parent-rated
Emotionality Activity Sociability (EAS) Temperament Questionnaire,*
which measures four temperament dimensions: emotionality, activity,
sociability and shyness; self-rated Feelings and Me child
guestionnaire,® which served as an index of children’s self-regulatory
responses to dysphoria and distress; child- and parent-rated Invertars
zur Erfassung der Lebensqualitdt bei Kindern und Jugendlichen
(ILK), which inquires about quality of life in seven domains;® and
parent-rated Beck Depression Inventory (BDI),” which measured
maternal depressive symptoms.

Results

One of the enduring questions about childhood depression is whether
symptoms differ as a function of age and sex. We addressed this
topic® given that few studies had sufficiently large samples to examine
developmental differences in rates of specific symptoms. Since many
depressed youths also have anxiety disorders’ and there is an
association between somatic symptoms and anxiety in childhood,™
we also looked at the relationship between somatic complaints
and depression.

Consistent with previous studies,”™ we found that the frequency of
several neuro-vegetative symptoms, including hypersomnia,
psychomotor retardation and fatigue, increased with age. This pattern
was accompanied by a significant increase in depressed mood,
thoughts of death and suicidal ideation and a reduction in rates of
psychomotor agitation. Specifically, our results indicate that the
presentation of depression becomes more neuro-vegetative as
children transition from childhood into adolescence. Our findings are
not entirely consistent with DSM-IV criteria, according to which
irritability can substitute for depressed mood as a required symptom®™
in childhood. Depressed mood and irritability were relatively frequent
across all ages, with more than 60% of patients displaying them. In
contrast, anhedonia was relatively infrequent across all age groups,
with rates below 50%. This suggests that anhedonia, and not
depressed mood, is the least frequent core symptom in depression
among children and adolescents, while irritability is significantly more
common, often occurring in conjunction with rather than as a
substitute for depressed mood.

Approximately 90% of depressed adults™ and at least two-thirds of
depressed children have sleep complaints,”™" but it is not clear
whether sleep-disturbed children differ from sleep-undisturbed peers
in terms of clinical presentation of the illness and whether these
features differ across depressed children with insomnia, hypersomnia
or both. In addressing this issue™ we found that 72.6% of our sample
had experienced sleep problems during the past month: 53.5% had
insomnia, 9.0% had hypersomnia and 10.1% had both, the prevalence
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being significantly higher in girls. Youths with both sleep disorders
were more likely to have recurrent depressive episodes, longer illness
duration and highest depression severity compared with children
with one disturbance only. Sleep-disturbed children had more
co-morbid anxiety disorder and less oppositional defiant disorder.
Depressed children with both sleep disorders may represent a
severe subtype of depression with circadian rhythm disorders or
sleep-wake cycle abnormalities, which may cause or worsen other
depressive symptoms.

Although the relationship between suicidal behaviour and
depression have been extensively studied across the age span, little
is known about gradations of suicidality as specified in the DSM-IV.
Therefore, we examined the prevalence of recurrent thoughts of
death, suicidal ideation, suicidal plans and suicide attempts in our
sample and their relationship to various clinical characteristics of the
MDD episodes.” Lifetime prevalence were the following: recurrent
thoughts of death 67.5%, suicidal ideation 47.6%, suicidal plans 29.8%
and suicide attempt 11.6%. For girls, all four suicidal behaviours
tended to increase with age, while for boys none had significant
differences across age groups. Suicidal youths were more severely
depressed, showed more feelings of worthlessness and inappropriate
guilt and showed a more distinct intensity of depressed mood. Suicide
attempters were most likely to have a history of psychiatric
hospitalisation. The highest prevalence of depressed mood was found
in attempters (94.5%), followed by youths with suicide ideations
(88%), recurrent thoughts of death (74.5%) and suicide plan (73.5%).
Suicidal youths were more likely to evidence anxiety disorders and
conduct disorder than non-suicidal peers. There were no differences
in co-morbid disorders across various forms of suicidality. Depressed
mood, psychomotor agitation, feelings of worthlessness, co-morbid
anxiety and conduct disorder were independent and significant
correlates of at least one form of suicidal behaviour. Worthlessness
was the only symptom related to all four suicidal behaviours, which
suggests that it may play a central role in increasing suicidality.

Although many (but not all) depressed youths exhibit some form of
suicidal behaviour at some point in their lives, a logical further
question is whether there are particular personality characteristics of
depressed youths that increase the risk of suicidal behaviour. We
explored this possibility® by examining the relationship between
temperament and emotion self-regulation with DSM-specified
suicidality.” Depressed non-suicidal and suicidal children had similar
levels of negative emotionality. Non-suicidal children and children
with recurrent thoughts of death were very similar on the four
dimensions of temperament (emotionality, activity, sociability and
shyness). Depressed children characterised by many maladaptive
ways of regulating their own dysphoria were likely to have definite
suicidal behaviours (ideation, plans or attempts). In contrast, a more
extensive repertoire of adaptive regulatory responses to dysphoria
signalled a decreased likelihood of specific suicidal behaviours.
Youngsters who had attempted suicide had considerably higher
maladaptive emotion regulation than other children. We detected
interaction terms between emotion regulation and shyness as well as
sociability for suicide attempters. These findings may suggest that
when some temperament traits become extreme, emotion regulatory
competence (or the lack thereof) has little impact on the odds of
suicide attempt, but in the absence of extreme traits adaptive
emotion regulation skills appear to serve as protective factors and
lower the odds of attempted suicide.
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As we noted above, about one-third of the children in our sample
were rated by clinicians as having severe depression. Since
depression severity has been implicated in the disorder’'s course
and in treatment response, we examined whether early infant
physiological characteristics could partly explain eventual MDD
severity.? Specifically, we investigated whether peri-natal problems,
developmental delay and difficult infant temperament render
children vulnerable to earlier onset and more severe episodes of
depression. However, we also took into consideration that the
effects of risk factors may not be specific to MDD onset, but might
also relate to the earliest internalising disorder (MDD, dysthymia or
anxiety disorder). We found that difficult temperament
predicted earlier onset of MDD and first internalising disorder, but
its effect was ameliorated if the family was intact during early
childhood. Its importance decreased as a function of age time.
Peri-natal problems and developmental delay did not affect onset
ages of disorders and none of the early childhood characteristics
were associated with MDD episode severity. Difficult temperament
was also associated with earlier dysthymia or anxiety disorder as
well as MDD, indicating lack of specificity to MDD. Our findings
highlight that even in a vulnerable sample, the putative negative
effects of early infant characteristics are not immutable but can be
ameliorated by family resources.

Another one of the enduring questions in the field has concerned the
contribution of life events and stresses to childhood depression.
Although we could not investigate causal relationships because our
entire sample had MDD, we did examine developmental trends in life
events and compared our sample’s life event history with that of a
comparison group of peers who we recruited from public schools.*
The comparison sample included 724 children (399 girls), mean age
was 10.8 years (SD 2.2 years). We queried both samples for 26
stressful life events. We examined both individual life events and five
life-event groups (parental health, death, sociodemographic,
intra-familial life events and a miscellaneous group containing abuse,
teasing, police contact and suspension from school).

Depressed children experienced twice as many life events as the
normative group. The number of life events increased with the age
of the child in the normative group, while it was independent of
age in the depressed group. Almost all individual life events were
experienced significantly more often in the depressed group. Three
life event groups increased the odds of MDD significantly: parental
illness doubled the odds, intra-familial life events almost tripled the
odds regardless of the child’s age and death increased the odds by
almost one-fifth. Repeated teasing and abuse increased the odds of
MDD regardless of the age and gender of the child. Natural disaster,
mother’s serious somatic illness, father’s psychiatric hospitalisation
and the death of a close relative increased the chance of
depression in children <11 years of age. Parental unemployment
proved to be a risk factor in the older age group. Parental divorce
increased the odds by five to 10 times in younger girls, but this
effect decreased in older girls. Family arguments increased the
chance of developing MDD with increasing age.

The association between mood disorders and certain risk behaviours
such as smoking, drinking and drug abuse also deserves further
attention.®#* We investigated these behaviours in a sample that,
besides depressed probands, also included siblings with mood
disorders.? MDD was present in 51%; the rest had minor depression,

adjustment disorder or mood disorder not otherwise specified. The
rate of co-morbid disorders were 76%. Thirty per cent had anxiety
disorder, 18.4% had attention-defecit-hyperactivty disorder (ADHD),
14.7% had enuresis, 11.8% had tic disorder and 11% had dysthmia.
The prevalence of smoking and drinking was 19.9 and 24%,
respectively. The frequency of drug use was between 7 and 9.4%
depending on the type of drug. Alcohol consumption was more
frequent among girls. The presence of MDD increased the odds of
drinking (odds ratio [OR] 2.7), while co-morbid anxiety disorder
increased it further (OR 3.48). Generalised anxiety disorder and social
phobia increased the odds most (OR 8.4 and 3.84, respectively).
Co-morbid behavioural problems, most notably conduct disorder,
enhanced the likelihood of smoking (OR 3.55).

It is unambiguous in the literature that physical illnesses reduce
quality of life (QoL) in children. The effect of psychiatric illnesses was
not extensively studied in this age group. Furthermore, few studies
investigated parent—child agreement on children’s quality of life. We
compared mother- and child-reported QoL of the depressed sample
with a group of non-depressed peers recruited from public schools.”
Subjects of the comparison sample included 1,695 youngsters
without clinically significant depressive symptoms. We refer to the
original article for precise demographic characterisations of
the samples.

QoL scores were lower in the depressed sample regardless of the
reporter. Mothers of depressed children rated lower satisfaction for
their children in the areas of school, family, peer relations and
mental health than their offspring. Mothers of non-depressed
children scored significantly higher on the QoL of all domains than
their children. Presence of depression in the child decreased
mother—child agreement, while older age had only a tendency for
improved concordance. The total QoL scores of mothers and
children correlated more closely in the non-depressed sample. Our
results support the tendency of parents to relate more serious
negative effects to depressive disorder than their children and to
undervalue their non-depressed offspring’s problems compared
with non-depressed children.

As we noted previously, agreement is generally low to moderate
between symptom reports of mothers and children, which might
present as difficulty during the assessment process. Factors that
influence individual reports and agreement have also been of
interest.®* We aimed to investigate and compare mother- and
child-reported severity of child depressive symptoms.® Mothers
reported higher symptom severity for boys, while parent-reported
severity did not differ significantly from self-reports in girls. At the
same time, girls endorsed significantly higher severities in self-reports
than boys. Child-reported severity was associated with child sex, age
and maternal depression and severity increased as girls got older.
Mother-reported symptom severity increased with higher maternal
depression scores; more educated mothers reported more severe
cognitive symptoms for children and less severe vegetative
symptoms for girls. Mother—child agreement was predicted only by
the age of the child: older children and their mothers were more likely
to agree than younger ones. Even though more depressed mothers
reported more severe depressive symptoms in children, children of
more depressed mothers themselves reported higher levels of mood
symptoms for themselves, suggesting that they are at an increased
risk of depression themselves.
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The role of genetic deficits in the aetiology of childhood-onset
mood disorders (COMD) is supported by compelling evidence. The
genetic part of our study intended to replicate earlier findings and
investigate new possibilities. Deficits in neural plasticity have been
suggested to underlie the development of depression. The receptor
neurotrophic tyrosine kinase B and its ligand, brain-derived
neurotrophic factor (BDNF), play essential roles in neural plasticity.
Messenger RNA (MRNA) expression of both of these genes has
been shown to be influenced by stress and chronic antidepressant
treatment. Markers in BDNF*" and the neurotrophic tyrosine kinase
receptor 3 (located on 15025.3-026.2, a region linked to early-onset
mood disorders) were significantly associated with COMD in this
sample;* however, the neurotrophic tyrosine kinase receptor 2
(NTRK2) was not.®

Results for cCAMP-responsive element-binding protein (a transcription
factor that increases the expression of key growth factors involved in
synaptogenesis and neurogenesis) do not support previous
evidence for this gene as a major factor contributing to
depression.® Disturbances in stress hormones have been implicated
in mood disorders, in particular in the hyperactivity of the
hypothalamic—pituitary-adrenal axis (HPA). A G-protein-coupled
receptor, vasopressin V1b, was found to be implicated in the
aetiology of mood disorders, particularly in females.®

The existence of sex-specific aetiological factors in depressive
disorders related to oestrogen was examined by genotyping 11
single nucleotide polymorphisms (SNPs) spanning the oestrogen
receptor alpha gene. Three of the examined SNPs were found to be
associated with COMD.* No evidence for association was observed
with the adrenergic receptor genes (a1B, b3, a2C, a2A and b1) in this
sample.”” Genes involved in the regulation of inflammatory cytokine
activity are considered to be strong candidates for involvement in
genetic susceptibility to depressive disorder. Six key genes were
tested (tumour necrosis factor [TNF], interleukin [IL]1A, IL1B, L6,
ILTRN and IL10); however, no association was observed.®*¥ Result of
a genome scan using 405 microsatellite provided evidence for
linkage with markers on two chromosomes (13g and Xq@).* Within the
13qg linkage region, we found suggestive evidence for association
with markers in G72/G30,*" genes previously associated with mood
disorders. The gene for the X-linked orphan G-protein-coupled
receptor in the X-linage region was not found to be associated with

COMD.” No evidence of association was found between a functional
polymorphism in the 5,10-methylenetetrahydrofolate reductase gene
(MTHFR, an enzyme involved in the metabolism of folic acid) and
COMD.* Polymorphisms in two serotonin receptor genes were
investigated (HTR1B and HTR2A, and the serotonin transporter
r SLC6A4) but no association was found with COMD.*

Conclusion

In this article we have summarised published findings from our
study of the risk factors of childhood-onset depression (COMD).
Knowledge of risk factors enables psychiatrists to pay special
attention to vulnerable populations. By applying effective
preventative methods early on, some of these disadvantages might
be decreased and adoptive mechanisms initiated. It is important to
imply and integrate the results of ongoing research into everyday
practice. &
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A kronikus faradtsag szindréma (Chronic Fatigue Syndrome-CFS) megosztja a szakembereket,
kulonosen a klinikai definicidt és az etiopatogenezist illeten. A faradtsag a vezetd tinet, amelyhez més
fizikalis és pszichologiai tinetek is kapcsolddnak. A tinetek hatterében kimutathatd ok nem igazolhatd.

A lanyok gyakrabban betegszenek meg, mint a fiuk. Etioldgidja nem tisztézott, valoszintileq multifaktorialis
eredetu betegseg, amelyben pszichologiai és csaladdinamikai faktoroknak is szerepe lehet. A terapia
szempontjabdl leghatékonyabbnak a fokozatos fizikai és szellemi terhelés, és a CBT (cognitiv behavior
terdpla) mutatkozik. Szamos kutatd pszichidgtriai betegségnek tartja.

KULCSSZAVAK: KRONIKUS FARADTSAG SZINDROMA, MULTIFAKTORIALIS EREDET, FOKOZATOS TERHELES, CBT

Klinikai gyakorlatban gyakran talatkozunk a faradt-

sagérzéssel amely fizikai vagy szellemi megerdlte-
tes kovetkeztében, de szamos gyermekgyogyaszati és
gyermekpszichiatriai betegség tlineteként vagy gydgy-
szerek mellékhatasaként is kialakulhat. A kronikus fa-
radtsag szindroma (Chronic Fatigue Syndrome-CFS)
eseteben ezzel szemben a hattérben kimutathaté ok
nem igazolhatd, és kis megerdltetés utan is sulyos fa-
radtsag jelentkezik, amelyen a pihenés nem segit. A
kronikus faradtsag szindromat 1988-ban irték le elészér,
es annak ellenére, hogy az utobbi két évtizedben tdbb
mint 2000 tudomanyos kdzlemény szlletett vele kap-
csolatban, jelenleg is megosztott a szakemberek allas-
pontja, kuléndsen a  klinikai  definicidt és  az
etiopatogenezist, valamint a szindréma besorolasat ille-
téen, mind a gyermekek mind a felinéttek tekintetében.
Nem tisztazott, hogy fizikélis vagy mentdlis betegség-e,
egyesek tagadjak &nalld korképként vald létezését. A
pszichiatriai betegségek amerikai diagnosztikus rend-
szere, a DSM-IV nem tartaimazza a kronikus faradtsag
szindromat, mig az eurdpai BNO-10 a neurotikus zava-
rok kdzott, neurasthenia néven besorolja (1, 2). Ma a ku-
tatok és a klinikusok is a fenomenoidgidval kapcsolat-
ban azt a felfogast tamogatjak, amely jol elk(léniti a de-
pressziotol és a szorongésos zavaroktdl (15).
Definicidja olyan kronikus faradtsag, amely nem magya-
razhato sem fizikalis, sem mentélis betegséggel és ki-
16nbozd fizikalis tinetek kapcsolodnak hozza. A kréni-

kus faradtsag szindroma (CFS) elnevezést féként a Kli-
nikusok hasznaljak, a betegek jobban szeretik a myal-
gias encephalomyelitis (ME) elnevezést, amely gyuila-
dasra utal az agyban és a gerincvelében, izomfajdal-
makkal tarsulva, és kifejezi a betegség szomatikus jelle-
get. Magat a betegseget, myalgids encephalomyelitis
néven 1938-ban frtak le eldszor. 1988-ban vizsgélta az
elnevezés legitimitasat a UK Department of Health and

Social Services és a British Medical Association, és

megallapitottak, hogy a gyulladas nem vezetétinet, va-

lamint az izomfajdalom is sok esetben hidnyzik. A be-
tegség elnevezése maig nem egységes, szamos elne-
vezes hasznalatos ugyanarra a tlinetcsoportra:

+ 1988-10l hasznélatos a név a Chronic Fatigue Synd-
rome (CFS): a Centers for Disease Control and Pre-
vention vezette be az USA-ban. Azéta az Egyesilt Ki-
rélysagban és Kanadaban is ezt az elnevezést hasz-
naljak.

+ Chronic fatigue immune dysfunction syndrome: f6-
ként a biokémiai kutatok hasznaljgk az Egyesuit Ki-
ralysagban, mert sokan azt gondoljak, hogy a CFS
pszichiatriai betegségre utal és ezaltal stigmatizal

+ Post-viral fatigue syndrome: a viruseredetre utal azon-
ban a kulénbdz8 sulyossagu betegségek hatterében
sem mindig igazolhatd a virusinfekcio.

+ Kronikus  Epstein-Barr-virus vagy kronikus mono-
nucleosis: viroldgusok vezették be az elnevezést, bar
a betegség hatterében mas virusokat is kimutattak.
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valamint kronikus faradtsag nélkul is megtalaltak
egészséges kontrollokban ugyanezeket a virusokat.
+ Low Natural Killer Cell Disease: ezt az elnevezést sze-
les korben Japanban haszndljak, arra utalva, hogy a
kutaték a natural killer sejtek szamanak a csékkené-
sét talaltak a betegségben.
+ Yuppie Flu beceneve a CFS-nek, pszichiatriai vagy
pszichoszomatikus hatieret sejtetve.
Tekintette! arra, hogy a CFS gyakran fordul elé mas
mentalis betegségekkel, valamint jellegzetes psziches
tinetei vannak, szdmos kutatd pszichidtriai betegség-
nek tartja. Sokan Ggy vélekednek, hogy a korkép nem
mas, mint a major depresszié fizikdlis manifesztacioja.
Ezt tamogatja, hogy depresszidban is gyakoriak a fizika-
lis thnetek, valamint, hogy az antidepresszansok sok
esetben hatékonyak CFS-ben is. Ellentmond a fenti alli-
tasnak az, hogy szamos esetben a betegek nem reagal-
nak antidepresszansokra, s nincsenek depressziora
utald vezetd tinetek sem. A legnépszerlbb es legegy-
szer(ibb az a felfogas, amely szerint olyan betegség.
amely a tudatban zajlik (28).
A CFS egyre gyakrabban jelentkezik gyermek- és serdu-
I6korban, amelynek soran csdkken a beteg energiaja és
az aktivitasi szintje, mély faradtségérzés. erdtlenség, a
reménytelenség érzése keriti hatalmaba, novekszik a
csaladtol vald fliggéség, a tarsakto! és a termeszetes
Kkornyezettdl vald izolacid. Gondosan megvalasztott te-
rapia mellett is nehéz a betegnek a betegséget megeld-
76 szint(l funkciondlasat visszaallitani (28).

Diagnozis

Az epidemioldgiai és klinikal kutatasok szlikségesse tettek
eqy egységes definicid és kritériumrendszer kialakitasat a
kronikus faradisag szindrémaval kapcsolatban, amelyet
az USA Centers for Disease Control and Prevention (CDC)
hozott létre 1988-ban. Ezek a kritériumok nehezen voltak
hasznélhatoak a klinkumban, ezért 1993-ban modositot-
tak az credeti definiciot és kritériumokat. Jelenleg a britt
Oxford Kritériumok vagy a Fukuda CDC (USA) Kriteriumok
alapjan diagnosziizaljuk a kronikus faradtsag szindromat.
A ket kritériumrendszer meglehetésen hasonlit, az ameri-
kai (CDC) diagndzis inkabb a szomatikus tinetekre, mig
az angol (Oxford) diagnézis a mentélis faradisagra helye-
zi a hangsUlyt. A gyermekek és serdlék diagnosztikaja
megegyezik a felnétiek diagnosztikus kritériumaival

O.xford-kritérinmok

A faradisag, a vezetd tiinet, amely sulyosan karositja az
affektiv a fizikdlis s a mentélis funkcitkat. A faradtség
legalabb 6 honapig fenndll és az id6 tobb mint 50%-
4ban jelen van, nem folyamatos megerditetés kovetkez-
ménye, és a pihenés nem csokkenti. Mas szimptomak
is, mint a myalgia, hangulat és alvasi problemak is kap-
csolddnak a faradtsaghoz, amelynek hatterében, ha
azonositott betegség van, kizarja a faradtsag szindro-
mat. A kronikus faradtsag kialakulasat gyakran megelé-
zi egy fizikdlis betegség, amely az esetek tobbsegeben

virustertdzés. Szkizofrénia, affektiv betegség, pszicho-
aktiv szer haszndlaia, evészavar vagy organikus agyi be-
tegség jeleniéte kizarja a diagnozist.

A CDC diagnosstikus kritérimok

Kizarjak a kezeletlen hypothyreoidismust, az alvasi ap-
noet a narkolepsziat, és a sllyos obesitast (BMi>45),
és az alabbi tUnetek kozul legalabb 4 fennall.

+ diffiz izomfajdalom, izomgyengeség, tébb izlletben
jelentkez6, valtozd lokalizaciéju arthraigia, tathatd el-
térés nélkdl,

+ alvaszavar, amely kevésbé hatékony alvéast jelent, le-
het inszomnia és hiperszomnia is,

+ a kognitiv funkciok, elsésorban a koncentracios kesz-
ség romlasa,

+ enyhe 4z, torokfajas, tapinthatd, nyomaseérzekeny nyi-
rokcsomok,

+ korabban nem tapasztalt jellegl fejfajas.

Elsfordulhatnak még: vizualis scotomak, fotofobia, fele-

dékenység, kineziofobia (irraciondlis félelem a mozgas-

tol), vegetativ labilitds. Jellemzd, hogy a betegek egy-
szerre csak egy dologra tudnak figyelni, gondolkodasu-

kat meglassultnak erzik (13).

A diagnosztikus kritériumok megalkotasa fontos volt a

CFS terdiletén zajld kutatasok és klinikai gyakorlat 0sz-

szehasonlithatdsaga szempontjabél A kritériumokat ku-

tatasi céllal alakitotték ki a klinikai gyakorlatban is hasz-
naihatoak, bar gyermekek esetében a 6 honapos mini-

mum idétartam tal hosszunak tinik (15).

E[)i(lemi(_)légia

A betegség eléforduldsat illetden iskolakban, és a gyer-
mekorvosi alapellatasban végeztek felméreseket. Az
USA-ban, nem a CFS szigorl kritériumainak megfeleld,
de CFS-szer(i tinetek a gyermek- és serdild atlagpopu-
lacidban 2%-ban fordulnak eld (19). Angliaban a meg-
kérdezett gyermekek és serdilék 32%-a panaszkodott
aktualisan faradtsagrél 0,6% volt kronikusan faradt, és
0,19% megfelelt a CFS diagnosztikus kritériumainak (9).
A lanyck gyakrabban betegszenek meg, mint a filk, ha-
sonldan major depresszidban is a serdilélanyok kétszer
gyakrabban betegszenek meg, mint fid kortarsaik (4).
Viner és Hotopf altal végzett vizsgdlatban a 16.567
részivevd gyermek 0,8%-anal diagnosztizaltak CFS-t. A
legnagyobb rizikét a néi nem és a magasabb szocidlis
osztalyhoz valé tartozas gyermekkorban, jelentette. Az
anya pszichologiai problémaja vagy betegsége gyer-
mekkorban, a szlletési stly, atopia, obesitas. az iskola-
bol kimaradas, szUl6k betegsége nem jelentett kockaza-
tof a betegség kialakuldsa szempontjabol (35).

Ftiopat ogenezis

A gyermekek és serdilék kronikus faradtséag szindréma-
janak etioldgidja nem tisztazott, valoszinlleg multi-
faktoridlis eredet( betegség. amelyben pszichologiai és
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csalad dinamikai faktoroknak is szerepe lehet. A beteg-
ség kialakulasahoz hozzajarulnak killsé agensek, példa-
ul a virusok, és a betegséget megeléz6 aktiv életstilus.

Infekeiok

Tekintettel a tlnetekre és arra, hogy az anamnézisben
gyakran el0zi meg a betegséget virusfertézés, valamint
a lefolyasra (remisszio-exacerbacio), elséként a latens
virus reaktivacio gyanGia merUlt fel, mint oki tenyez6.
Egy korébbi elnevezés volt ebbél adédéan a
posztviratis szindroma. A virusfertdzésekkel kapcsolat-
ban felmeruit egy masik elmélet is, amely szerint az
akut virusfertézés diszreguldlja az Immunapparatust,
amely az NK (natural killer) sejtek aktivacigjan keresztil
vezet a tlnetek kialakulaséhoz (12). Szamos virus ke-
rilt szoba koroki tényezoként: Epstein-Barr-virus, influ-
enzavirus, citomegalovirus, Coxakie-B, adenovirus,
herpesvirus, hepatitis-C virus. A vizsgalatok hossz( lis-
taja ellenére nincsenek specifikus laboratériumi
markerek, a szubjektive markans tinetek, és ezekkel
0sszhangba nem hozhatd fizikalis és laboratériumi elté-
rések hidnya felvetette annak lehetéseégét, hogy a CFS
pszichologiai probléma (18).

Fudokrin rendszer

A hypothalamus-hipoﬂzis-mellékvesekéreg tengely
(HPA-axis) enyhe hipofunkcidjét irtak le a kutaték kroni-
kus faradtsag szindromaban. Ez az eltérés azonban
nem egyertelmd, mert oka és kévetkezménye egyarant
lehet a korképnek. A kutatdasok biztosabban azt ta-
masztjak ala, hogy multifaktorialis eredete van a beteg-
segnek, de a HPA-tengelynek biztosan van szerepe a ti-
netek exacerbéacidja

Neurotranszmitterck

A szerotonin szerepe a hangulatzavarok és a szoronga-
s0s korképek esetében mar igazolt. Szamos folyamat-
ban jatszik szerepet, tobbek kdzott emeli a szérum pro-
laktinszintjét. A szelektiv szerotonin reuptake-gatlo
(SSRI) antidepresszansok alkalmazasakor emelkedik a
plazma prolaktinszintje. A krénikus faradtsag szindré-
maban szenveddk esetében a prolaktinszint-emelkedés
kifejezettebd, mint az egészséges kontrollok esetében,
mig depresszidsok esetében a prolaktinszint nem emel-
kedik, sét egyes esetekben csdkken (30). Ezek alapjan
feltetelezziik, hogy a krénikus faradtsag szindromaban
szenvedOk szerotonin receptorai tulerzékenyek, vala-
mint. hogy ugyan a szerototnin szerepet jatszik mind a
kronikus faradtsag szindréma, mind a depresszid pato-
genezisében, de nem valdszing, hogy a két betegség-
nek kdzds lenne a patofiziologiaja. A krénikus faradtsag
szindromés betegek estében az emelkedett agyi szero-
toninaktivitas adhatja a nagyfoki faradtsagérzést, mig a
vele parhuzamosan megemelkedett prolaktinszint a ja-
rulékos tlnetek egy részéért lehet a felelés.

Az, hogy a krénikus faradtsag szindrémaban szenvedd
betegek esetében szerotonin ellenes antitesteket sike-

rult kimutatni és ezeket az antitesteket a betegek csaldd-
tagjainal is megtaldltak a betegség genetikai prediszpo-
zicidjara iranyitja a figyelmet (20).

Immunrendszer

A kronikus faradtsag szindrémas betegek esetében
krénikus immunaktivacio all fenn, csokkent NK és foko-
zott T-sejt aktivacidval, a cirkulald citokinek felszaporo-
dasaval A krdnikusan aktivalt dllapot kronikus antigén-
expozicio kodvetkezménye lehet. Az antigének lehetnek
exogének, példaul virusok vagy endogének, mint példa-
ul az autoantigenek. Felmertl annak a lehetdsége s,
hogy az immunrendszer és a neuroendokrin rendszer
egyuttesen oka a betegségnek (22).

Genetika

Csaladvizsgalatok a genetikai hatteret tAmasztiak ald.
Monozigota ikrek kézoit a konkordancia ardnya 55%.,
heterozigdtak esetében 19%. Valdszindisithetd, hogy a ge-
netikai vulnerabilitas és komyezeti tényezdk egylitt hatéroz-
zak meg a betegséget. Egyes kutatok Ggy gondoljgk, hogy
vannak olyan csalddok, amelyekben genetikusan kédolt
immunologiai eltérés, nevezetesen NK-sejt-diszfunkcid ér-
zékenylt a krénikus taradtsag szindrémara (5).

Az amerikai CDC, eddigi legnagyobb vizsgalataban, a
CFS Computational Challenge (C3), a kutaték telefo-
nos interju alapjan vélasztottak ki a 227 krénikus faradt-
sag szindromaban szenvedd beteget és az egészsé-
ges kontrollokat.

A vermintakbol, mintegy 20.000 gén aktivitasat hataroz-
tak meg, majd szamitogépes algoritmusok segitségé-
vel prébaltédk megfejteni hogy mely génszekvenciak
hozhatdk dsszeflggésbe a tinetekkel. Ugy tdnik, hogy
a kronikus faradtsag szindromaban szenveddk bizo-
nyos. a stresszvalaszban szerepet jatszd fehérjéket, re-
ceptorokat, vagy neurotranszmittereket kodold génjei
jellegzetes polimorfizmust mutatnak, azaz szekvencia-
juk eltér az egészségesekétdl Kordibeldl 50 gént és
500 polimorfizmust fedeztek fel, amelyek a kérképben
felelés hypothalamus-hipofizis-mellékvesekéreg ten-
gelyt befolydsolhatjgk. A glikokortikoid-receptorok, a
MAQ-A és -B, valamint a triptofanhidroxilaz génjeinek
szerepe kiemelkedd. Ezek az eredmények lehetéve te-
hetik a kronikus faradtsag szindrémaban szenvedé be-
tegek elkulonitését az egészségesektdl a gének célzott
vizsgalataval, ezéltal 75% valdszintiséggel kimondhato
lehetne valakirdl hogy tinetei hatterében CFS all-e
(34).

A londoni St George Egyetem kutatdi 47.000 gén poli-
morfizmusét vizsgaltdk meg, és 100 gén expresszioja-
ban igazoltak eltéréseket az egészségesekhez képest.
Ezen gének nagyrésze az immunrendszerrel all kapcso-
latban, bar a betegek kozotti génexpressziés mintazat
nagy eltéréseket mutat. A tovabbiakban béta-interferon
klinikai alkalmazasat tervezik a CFS-es betegeknél, mert
ha a tunetek kivaltasaban a virusok szerepét feltételez-
zUk, a beta-interferon az infekcio felszéamolasaval a tar-
tos gydgyulast jelentheti (34).
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ONIDAVTEY STRESSZER

Kronikus faradtsag szindrémasok esetében az oxidativ
stressz, amelyet a felszaporodo szabad gydkdk okoz-
nak, és az antioxidans védelem kozotti egyensuly zava-

rat talaltak a kutatok, de ez a mechanizmus napjainkban
meg tisztazatlan (10}.

FEER
A kronikus faradtsag szindrémaban szenveddknel a szé-

rurn aluminiumszintet magasabbnak, mig a szérum vas-
szintet alacsonyabbnak talaltak, mint egészségesekben.

DIsz oo h

A CFS szoros kapcsolatban all a vegetativ idegrendszer
cltéréseivel, a szimpatikus-paraszimpatikus egyensuly
szimpatikus irdanyba tolddik el A kutatok egy része a
diszautonomiak kozé sorolja a krénikus faradisag szin-
dromat, ezek olyan betegségeket foglalnak magukba,
amelyek az autonom idegrendszer-miikodes valtozasan
alapulnak. llyen a kronikus ortosziatikus intolerancia,
amely serdlléianyok korében gyakran eléfordulo eltérés,
Ez esetben az ortosztatikus tenzidesés késleltetett,
15-45 éves ndk karében gyakori és a kronikus faradt-
sag szindromés betegek esetében kétszer gyakrabban
fordul ei6 (32).

Ay PATOLOGIAT ELTERESER

Ausztral kutatdk (2006) Epstein—-Barr-fertézés utan vizs-
galtak meg 39 beteget. A fertdzést kovetd 6 hénap mul-
va 31 beteg tinetmentes volt, mig 8 betegnél CFS ala-
kult ki. Nem volt jelentds eltérés a két csopart virusterhe-
lésében vagy immunvalaszaiban, ezért nem lehet a szo-
kasostol eltérd teljes testi immunreakcidval magyarazni a
krénikus faradtsag kialakulasat, és a tinetegydttest nem
az elhizddo fertdzes okozta. Azt feltételezik, hogy a tu-
neteket a virusfertdzes attal kozvetve okozott agyseérulés
okozza, ugyanis a virusok aktivaljdk az agy immunrend-
szerének részét képezd mikroglia sejteket, amelyek |&-
zas allapothoz hasonld tlneteket okoznak. A fertzés so-
ran megsérlinek az agyi mikraglia sejtek, ezzel megval-
tozik az agy fajdalomkezeld mechanizmusa. A betegek
faradtsaga inkdbb agyi, mint testi eredet(l. Ezzel magya-
razhatd, hogy példaul influenza utan fajdalom, almos-
sag, levertség, faradtsag marad fenn a fertézésbdl vald
gydgyulas ptan is. Allatkisérletek bizonyitjak, hogy az im-
munrendszert ért tamadasck hetekig aktiv allapotban
tartjigk az agyi mikroglia sejteket (34).

A patofiziologidval kapcsolatban a kutatési eredmények
megerdsitik a kdzponti idegrendszer szerepét, a fokozott
szerotonerg aktivitast, a hypothalamus-hipofizis-mellek-
vesekéreg tengely aluimikddésér. A kérdés tovabbra is
az, hogy ezek az elvéltozasok okai vagy kovetkezme-
nyei-e a kronikus faradtsag szindromanak? Az immun-
rendszer szerepe biztos alapokon nyugszik, de a speci-
fikus mechanizmusokra vonatkozd adatok egyelbre el-
lentmondasosak. A kutatasok arra utalnak, hogy a be-
tegség részben genetikai eredetd, de a kdmyezeti hata-
sok dontd jelentéseguek (11). Az, hogy a CFS patofizi-

oldgiai hatterével kapcsolatban az eredmeények sokfé-
lék, és gyakran ellentmondasosak, felveti annak a lehe-
téségét, hogy egy klinikailag heterogén betegségcso-
porttal allunk szemben (3).

Nlinikai jellemzok

Az esetek tobbségében akut megfazas, vagy virusinfek-
cid tuneteivel kezdddik, de kialakulhat fokozatosan is. A
diagndzis akkor allithatd fel, amikor a faradtsag kdzpon-
ti problémava valik. Gyermekek esetében jellemzd, hogy
sUlyos a faradisag és a fejfajas, gyakran panaszkodnak
megszakitott alvasrdl, de hiperszomnia is eldiordul fo-
ként serdlldk esetében (15). Gyermekek esetében a fa-
radtsag igen kifejezett lehet, gyakran érzik ugy, hogy
nem tudnak déinél hamarabb felkelni, és a nap folyaman
tobbszor van szilkseglk pihend idészakokra. A faradt-
sag valtakozhat rovid idétartamu aktiv idészakokkal Az
iskolaba jarast gyakran felfliggesztik, és megszlinnek
kortarskapcsclataik. A faradtsag miatti funkcidkaroso-
das nagyobb mértékd, mint mas gyermekgyogyaszati
vagy gyermekpszichiatriai betegségeknél amelyek fa-
radtsaggal jamak. Sulyos esetekben az izomzat atrofi-
zal, toloszékben vagy agyhoz kotve élnek a kronikus fa-
radtsag szindromaban szenvedd gyermekek. £z komoly
gondot okoz a csaladnak. Oly mértékben fordulnak a
beteg gyermek felé, amely a csalad aktivitasat is lecsok-
kenti, a csaladi élet a beteg gyermek korul forog, a gyer-
mekek dependensen kapcsolddnak a szdlékhoz, elsd-
sorban az anyahoz (15).

Diaendzis/Differencialdiagnozis
2 a

A diagnbézist részletes kivizsgalasnak kell megeldzni Az
anamnezist mind a gyermekektdl, mind szuleiktd! szik-
séges felvenni mert azok a vizsgalatok, amelyek a szu-
|6k &s a gyermekek értékelését hasonlitjak dssze, azt ta-
laitak, hogy a szGlok és gyermekeik értékelése kozott je-
lentds kildnbségek vannak a gyermek tineteit ilietéen.
A szUISk csak 0,04%-ban ismerték fel gyermekeiknél a
betegséget, és a gyerekek altal emlitett tinetekkel szin-
te nem volt atfedés (9). A részletes orvosi vizsgalatnak
tartalmaznia kell a vérkeringési és vérkepzd rendszer, a
mononuclecsis indikatorok, a maj-vesefunkcio, a pajzs-
mirigy vizsgélatéat, feifdjas és izomiajdalmak esetén ne-
uroldgiai kivizegalast. Amennyiben ismetlddo fertézések
szerepelnek az anamnézisben, a teljes immunstatusz
vizsgdlata szikséges A gyermekpszichiatriai kivizsga-
las fontossagat hangsulyozza a szakirodalom, hiszen
szamos gyermekpszichidtrial kdrkép mutathat hasonlo
tuneteket (15}).

Kevés olyan vizsgalat van, amely a gyermekkori CFS jel-
legzetességeit vizsgdlja, de még kevesebb, amely a kré-
nikus faradtsag szindrdomaban szenvedd gyermekeket
hasonlitia 6ssze az emociondlis zavarban szenvedd
gyermekekkel A kronikus faradtsag szindromas gyerme-
kekkel végzett vizsgdlatok kis mintakon es klinikailag he-
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terogén betegcsoportokon torténtek (pl a komorbidi-
tasok szempontjabdl). Ezen ¢sszehasonlitd vizsgalatok
alapjan sikerllt sok szomatikus tinetet azonositani, mig
keves a depresszidra jellemzé vezetd tinet, mint harag,
irritalt viselkedés, depressziv hangulat, a depressziés fia-
talokkal dsszehasonlitva (6, 7, 17, 29). A major dep-
resszio az amerikai diagnosztikus rendszer (DSM-IV)
szerinti kntériumal a kdvetkezdk: depressziv hangulat,
amelyet gyermekeknél és serdldknél helyettesithet in-
gerlékenyseg. imitabilitds és/vagy anhedonia (az &rom
érzés elvesztése a korabban éromiteli tevékenységekkel
kapcsolatban), amelyek kotelezd tlnetei a depresszio-
nak. MellettOk étvagyvaltozas, alvasproblémak, pszicho-
motoros aktivitas véltozasa, faradisag, alacsony énérté-
kelés/Onvadlas, koncentracids nehézsegek, szuicid gon-
dolat/terv/kisérlet lehet jelen. A kételezd tinetek kdzul
legalatb az egyiknek jelen kell lennie legaldbb két héten
keresztll es ezzel egy idében legalabb még 4 tovabbi ti-
netnek ugyanabban a iegalabb 2 hetes idészakban.
Mig a depresszid esetében a kdtelezd hangulati tinetek
kozul egy jelenléte elengedhetetlen, addig ezek jelenlété-
re nincs szikseg a CFS diagnozisahoz. A két betegség
esetében a faradtsag és a koncentraciés problémak, va-
lamint a pszichomotoros gatoltsag terén van atfedés.
Mindket esetben a tlnetek jelentés mértékben rontjak a
funkciondlast. A kiilonbség a tlnetek fennéllasanak idd-
kritériumaban vannak. Mig depresszio esstében elegen-
dé a 2 hetes iddtartam, addig a CFS esetében a tinetek
6 honapig kell, hogy jelen legyenek. Ha figyelembe vesz-
szUk, hogy a depresszios epizodok atlagos idétartama
gyermek- és serdulékorban 7-9 hénap, akkor lathato,
hogy az id6kritérium csekély mértekben segiti a diffe-
rencialdiagnosziikus munkét (21). Raadasul CFS-es
gyermekek esetében a 6 honapos idétartamot a kutatok
tUl hosszunak tartjak (15).

A gyermekkori depresszid gyakran jar egyUtt szomatikus
tinetekkel, mint fejfajas, hasfajas, izomfajdaimak, vég-
tagfdjdalmak (16). Ezek tovabbi atfedést jelentenek a
CFS-sel Ezen szomatikus tlnetek a szorongésos zava-
rok kozOtt is gyakoriak, raadasul ebben a betegségeso-
portban szintén gyakori a faradisag elbforduldsa. Ki-
emelendd a szeparaciés szorongéas, amely esetben a
gyermek elutasitja az iskoldba jarast, de ennek hatteré-
ben nem a faradtsag all, hanem a szamara fontos sze-
melytdl, leggyakrabban az edesanyatdl, vaio elvalasi ne-
hézség/képtelenség. A gyermek- és serdllékor CFS-
ben gyakori az étvagyvéliozas és a fogyas. Fontos elkil-
ldniteni az anorexia nervosatdl, amely betegség eseté-
ben szintén a testsulyvesziés van eldtérben, és gyak-
rabban fordul eld 1anyoknal, de a fogyas hatierében in-
tenziv megszoritd diéta, olykor extrém mennyiségli test-
mozgéas es testképzavar &ll

Komorbiditasok

Komorbid szorongasos és depressziv zavarck a CFS-
ben szenvedd gyermekek felében-haromnegyedében for-

dul el {6, 14). Egy vizsgdlatban 15 CFS-ben szenvedd
gyermek kozul 5 esetben teljeslltek a major depresszio
kritériumai, egy masik vizsgalatban a CFS-ben szenvedd
serduldk és kontroll kronikus testi betegségben szenve-
dék csoportjat dsszehasonlitva a mentalis és fizikai fa-
radtsag valamint a depresszid egyidejl jelenléte szignifi-
kansan gyakoribb volt a CFS-es csoportnal (31, 36).
Garralda es munkatarsai (2005) dsszehasonlitd vizsgéla-
taban 28 CFS-ben szenvedd gyermeket hasonlitott osz-
sze 27 emociondlis zavarban (ED, amely a depressziét
és szorongasos zavarokat foglalta magaba) szenvedd
gyermekkel Eredményeik azt mutattak, hogy a CFS-ben
szenvedd gyermekek kdrében alacsony a premorbid
pszichopatologiai eltérések aranya, viszont magas az
emocionalis betegsegek komorbiditasa. Az életkorral n6
a CFS-es betegekben a pszichopatologiai eltérések
prevalencigja, és a CFS gyogyulasa utan is megmarad-
nak az emociondlis tinetek. Az emociondlis betegségek
gyakori jelenléte a CFS-es gyermekekben, és az ala-
csony premorbid emocionalis eltérések azt jelenthetik,
hogy a CFS-ben szenvedd betegek pszichopatologiai el-
térései reaktivak. Személyiség problémaék mindkét cso-
portban magas ardnyban fordultak el6, amely megemeli
annak a valoszin(iségét, hogy CFS-ben pszicholdgiai be-
tegségek is jelen legyenek (15).

Eg}'éb pszichol()giai jellemzok

Carter €s munkatarsai (1995) vizsgalatukban a CFS-es,
depresszids és egészséges kontrollgyermekek csoport-
jat hasonlitottak 0ssze. A CFS-ben szenvedd gyermekek
fehérek voltak tobbséglikben, és a kbzepes-magas szo-
cio-Gkonomiai status jellemezte dket. A korai serduld
éveikben levd lanyok hajlamosabbak voltak a CFS-re. A
Gyermek Depresszié Kérddiven (CDI, Child Depression
Inventory) alacsonyabb pontszamot 1oltottek ki a de-
presszios csoporthoz képest, kivéve a CDI Anhedonia
alskalajat, amely az orémtelenséget a szokasos tevé-
kenységek sordn, az alvasi problémakat és az étvagy
megvaltozasat jelzi. Ezzel szemben kevésbé jelezték a
negativ hangulatot, az dnértékelési problémakat, ame-
lyek a depresszios gyermekek és serdildk vezetd tline-
tei voltak. A CFS-esek szignifikansan tébb szomatikus
tunetet emlitettek a masik két csoporthoz viszonyitva. A
CFS-ben szenvedd gyermekek életmindségében ki-
emelkedden nagy valtozast jelentett a betegség. amely
magaba foglalta az iskolai teljesitményt, az iskolan kivii-
li aktivitast, a szocidlis interakciokat, és szignifikansan
magasabb volt a szintje a pszichostresszeknek. Az élet-
mindség-valiozas hasonld volt a depresszids csoport
életmindség valiozasahoz. Az egészséges kontroliokkal
osszehasonlitva, a CFS-esek kdzdtt gyakrabban fordult
eld visszahlzddo viselkedés, a szocidlis kapesotatok
nehezitettsége, figyelem koncentracios zavar, internali-
zacio. A CFS-es gyerekek és az egészséges kontrollok
depressziv szimptomainak az analizise sordn nem volt
jelentds kulonbség. A fizikalis és laboratdriumi vizsgalat
nem hozott értékelhetd eredményt a 3 csoport Gsszeha-
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sonlitasaban. A tanuimany utal arra, hogy @ magas sz0-
cio-dkonomiai status mitermék lehet, mert ezek a csa-
ladok valdszinlileg gyakrabban viszik gyermekeiket
szakorvoshoz a faradtsag tineteivel (6).

A CFS-es serdiléknél az egészséges kontrollokhoz ke-
pest szignifikdnsan gyakoribb a problémas szemelyi-
ségvonas vagy a személyiségzavar Jellemzd szemalyi-
ségvonasok a lelkiismeretesség, érzékenyseg, értekte-
lenség érzés, emociondlis labilitas, fontoskodas, per-
fekcionizmus, fokozott gyanakvas, zarkozottsag. A sze-
mélyiségbeli nehézségek és a személyiségzavar szighi-
fikansan gyakrabban kapcsolodott pszichologiai tine-
tekkel és csdkkent szocidlis készségekkel a CFS-ben
szervedd serdidk kérében, de azok megkulonboztet-
hetdek voltak az epizodikus pszichidtriai betegségektol
(15, 26, 6).

Middendorp és munkatédrsai (2001) a kronikus faradt-
sagban szenvedd serdlld lanyok pszichoszocialis alkal-
mazkodasanak vizsgalata sordn adekvatnak talaltak a
lanyok Onértékelését, és szocidlis képessegeit. optimis-
ta és athidald megkiizdési stratégiakat alkalmaztak és
pozitlv életszemléletik volt, ezzel szemben alacsony volt
a kompetencidjuk a serdulo-specifikus feladatokban.
Ezek a megkizdési stratégiak a terapia soran segitik a
CFS-ben hasznalatos rehabilitacids programokat (23).

Eletesemények

A gyermekkori életesemények és a CFS k6z0tti kapcso-
iat vizsgalata soran azt a kovetkezietest vonték le a ku-
taték, hogy elsésorban a korabbi szexudlis abuzusok,
gyakran vezetnek kronikus faradtsag szindroméahoz fia-
ial felnétikorban (33).

Viner és Hotopf (2004) birth cohort vizsgalata sorén
16.567 Ujszuldtt életdtiat kovette vegig. Azt a megdob-
bentd eredményt talaltak, hogy azok a gyerekek, akik 10
éves koruk kor(l nem sportoltak rendszeresen, ketszer
gyakrabban betegedtek meg felndtt korukban CFS-ben
(35).

Csaladi j(*ll(‘ml,(il\'

A CFS-es gyermekek és serdulék csaladi jellemzoit az
emocionélis zavarban (ED) szenvedék csaladi jellemzo-
ivel dsszehasonlitva, a CFS-csoport csaladjaiban a be-
tegség kezdete el6tt a szil6knek tobb fizikalis betegsé-
ge és infekcidja volt, mig az ED csoportban a szlléknek
gyakrabban volt a betegség kialakulasat megeldzden
pszicholdgiai problémajuk. Ezzel szemben a sz0I8k
emociondlis betegsége és mentdlis distressz szintje
magasabb volt a CFS-es gyermekek csoportjaban, mint
mas gyermekgyogyaszati betegségben szenvedok szi-
leinek korében (15). A CFS-ben szenvedd gyermekek
csaladjaban jellemzd, hogy a csaladtagok a szomatikus
tineteket megerdsitik, meggyézddésuk, hogy a tunete-
ket testi betegség okozza. Ez hasonld szamos mas
mentdlis betegség esetében tapasztalt csaladi attitid-

hoz A CFS-ben szenvedd gyermekek esetében gyakori,
hogy a szlléknek is hasonld tuneteik vannak. Jellemzd
rajuk, hogy nehézségekkel szembekerulve szomatikus
tineteket produkélnak, a problémak megoldasaban a
segitségkerés ritka 828).

G}'(Sg}'lllzis

Az enyhe esetekrdl keveset tudunk, mert nem kerulnek
szakemberhez. A szakorvosi ellatasban részesuloknek
fele-haromnegyede teljesen meggybgyul. Azokban az
esetekben, amikor az iskolaba jaras elutasitasa is jelen
van, a gyogyulas altalaban elhizédd, 1 évnél is hosz-
szabb lehet, de sok esetben a gyogyulds 3 evet is
igénybe vehet (27).

Terapia

Whiting és munkatérsai 2001-ben részletes elemzest tet-
tek kozzé a CFS kezelésével és a betegek gondozasa-
val kapcsolatban. A cikk megjelenesét a szakemberek
kozott, a CFS hatékony kezelését érintd vita inspiralta.
19 specidlis adatbazis tudoményos kozlemenyeit dol-
goztak fel, végul az Gsszehasonlithatosag feltételeknek
megfelel6 44 cikk adataira tamaszkodtak rmunkajuk so-
ran. A leghatékonyabbnak a fokozatos terhelést. es a
CBT-t (cognitiv behavior therapy) talalték, mig az im-
munglobulin és hidrokortizon kezeles kevésbe volt haté-
kony Egyéb gyogyszeres és alternativ kezelésekrdl ke-
vés adat allt rendelkezésiikre ahhoz, hogy egyerteimu
kovetkeztetéseket vonhassanak le. A tlinetek azt feliéte-
leznék, hogy a pihenés hozza meg a javulast, ezze!
szemben az aktivitas csdkkentése az elhizodo lefolyast
eredményezte (37).

Gybgyszeres kezeléssel kapcsolatban csupan egyetlen
placebokontrollalt randomizalt vizsgalat ali rendelkezé-
stinkre gyermekek korében. A gamma-globulin infuziot
hatasosnak talaliak CFS-ben gyermekek esetében, en-
nek ellenére nem valt rutin klinikai gyakorlatia.
Felnéttek esetében az antidepresszansokat talaltak ha-
tékonynak, kiléndsen, ha depresszio is kapcsolédott a
CFS-hez. Szamos probalkozas tortént még acyclovirrel,
bétareceptor-blokkolokkal, acetilkolinészteraz-béniidk-
kal, amelyek bizonyitottan hatéstalanok maradtak.
NADH-val, magnéziummal, L-kamitinnal, végzett kezele-
sek hatésa kétséges, tovabbi vizsgalatok szukségesek.
Kisérleti stadiumban van az aferezis és a kezelt, sajat
nyirokcsomdsejtek visszaadasa.

Powell és munkatérsai (2001) végeztek vizsgalatot azzal
kapcsolatban, hogy hatékony-e a CFS-ben szenvedd
betegek fokozatos terhelése és edukacioja, amelynek
soran megmagyarazzak a tlneteket, és fokozatos test-
mozgasra 6szténzik Gket. A CFS Oxford kritériumainak
megfeleld 148 felndtt CFS-es beteget valasziottak be a
vizsgdlatba. Véletienszerlien osztottak a betegeket 4
csoportba. A kontrollcsoport csak hagyomanyos terapi-
4ban részesilt, a minimal intervencids csoportban ket

196




S~

GYERMEKGYOGYASZAT 2007: 58: 3. sz4m

egyeéni beszélgetesben részeslltek a betegek a tlnete-
iket illetden, valamint két alkalommal telefonhivassal ko-
vettek Oket. Kaptak egy atfogo képzési csomagot, és fo-
kozatos otthoni testmozgasra 0sztonozték dket. A tele-
fonintervencios csoport tagjai a minimal intervencios
csoporthoz képest még tovabbi két telefonhivést kap-
tak, mig a maximalis intervencids cscport tagjai ezen
felll meg tovabbi 4 hdnapon keresztil tovabbi hét sze-
mélyes megbeszélésen vettek részt. 12 honap elteltével
afizikélis allapotot értekeiték. Az intervencids csoportok-
bol 79 betegnél taldltak kielégitd eredményt, mig a kont-
rollcsoportban csak 2 betegnél Ez a kilonbség statisz-
tikailag szignifikéns, azonban a 3 intervencios csoport
kozOtt nem taldltak szignifikdns kllonbséget a tinet-
csOkkentd hatekonysagot illetden. A szerzék hangsu-
lyozzak, hogy tekintettel arra, hogy mivel a CFS tobbnyi-
re testi tunetekbdl &l & betegek orvosi tajékoztatatas hi-
jan testi betegségnek tulajdonitidk, amely a rossz prog-
nozis egyik zaloga (25).

CFS-es gyermekek esetében a kognitiv behavior terapia
hatékonysagat a vizsgalatok is igazoltédk. Ennek soran a
terapias terv elkészitéséhez szlkséges a szimptomak
pontos leirasa és a visetkedés analizise az iskola az oft-
hon és a szocialis terlletek figgvényében. Részletes
felméreés szlkséges az alvas, az aktivitas és a pihenés
mindséget és mennyiségét illetéen. Fontos a napi ener-
giaszint-ingadozas monitorozasahoz energianaplé veze-
tése, valamint a faradtsag szamszer(sitése. Az energia-
szint napi ingadozasahoz merten aktivitasi Gtemtervet
kell késziteni A legalacsonyabb energiaszint(i napsza-
kokra lazitast, pihenest javasolnak, mig az energiaval te-
litettebb iddszakokra a figyelmet és kognitiv-, valamint
intenziv fizikai teljesitményt igényld feladatokat. A cél
hogy minél kevesebb idét tdltson agyban alvas nélkdt a
beteg A fokozatos fizikai terhelés, az alvas higiéné
(meghatarozott idében tériénjen az clalvas és a felébre-
dés) kialakitasa, valamint a negativ kogniciok felismeré-
se és helyettik alternativ magyarazatok adasa jelenti a
terapia 0 irdnyvonalat. Az aktivitas formajanak a sétat
vagy a kerékparozast ajanljak (15). Chalder és munka-
tarsai (2002) csaladra fokuszalt kognitiv terapiardl sza-

SUMMARY

Depression or chronic fatigue syndrome?

mofitak be CFS-ben szenvedd gyermekek és serdilék
esetében. A csaladokkal 2 hetente talalkoztak, és 1 évig
kovették Sket. A cél a gyermek iskoléba valo visszatére-
se volt. Ehhez a fokozatos terhelést, az alvasrendezést,
valamint a negativ kognicidk pozitivba forditasat alkal-
maztak. Mindezekhez igénybe vették a szUldk aktiv se-
gitseget. A szlildknek elmagyarazték a helyes attit(dét a
betegséggel kapcsolatban, amellyel segithetik gyerme-
KUk gyogyulaséat. Felkeészitették a csalddokat az esetle-
ges remissziora (8).

Mindezek azt sejtetik, hogy a magatartasi intervenciok a
csaladi megkdzelitessel dsszehangolva hatasos terapi-
at jelenthetnek. A lefrt eredmények korlatja, hogy nin-
csenek randomizaft kontrollalt vizsgalatok, amelyek en-
nek a megkdzelitesnek a hatasossagét igazolnak gyer-
mekek esetében. Jelenleg két serdllbkkel torténd ran-
domizalt, kontrolialt vizsgatat van folyamatban.

A tapasztalat szerint a gyermekek és csaladjuk szama-
ra kulcsfontossagu az a feltevés, hogy fizikalis beteg-
séggel alinak szemben, ezért fontos a részletes és szak-
szerd felvilagositas és a folyamatos orvosi tamogatas.

KNovetkeztetések

A CFS-ben szenvedd gyermekekkel és serdildkkel kap-
csolatban lassan gydinek a tények. Fontos a preciz, kd-
riltekinté diagnosztikus protokoliok alkalmazasa, mind
gyermekgyogyaszati, mind gyermekpszichiatriai szem-
pontbdl. Jelenleg ellentmondasos a CFS megitélése a
szakemberek kdrében annak tekintetében, hogy fizikalis
vagy pszichés betegségnek tekinthetd a korkép. Sza-
mos atfedés van a CFS és az emocionalis betegségek
kozott gyermek- és serdiiékorban, azonban vannak
specifikus klldnbségek, mind a tinettanban, mind a
vulnerabilitashan.

A rehabilitacids program a csaladi kognitiv behavior te-
rapian alapul, amely jol alkalmazhatd és hatékony: A te-
rapia hatékonysagénak szempontjabo! a csalad felvila-
gositasa és bevondsa a gyermek kezelésébe, a siker
egyik zaloga.

|. Baji. Vadaskert Child Psychiatry Hospital and Outpatient Clinic, Budapest

There is no clean censensus among experts regarding Chronic

re frequently affected than boys. Etiology is not clear, possibly it is
a multifactorial disease, where psychological and family dynamics
may have a role. In therapy, gradual activity and cognitive beha-
vioral therapy (CBT) are the most effective. Several researchers
asses it as a psychiatric disease.

Fatigue Syndrome (CFS), especially in clinical definition and etio-
pathogenesis. Fatigue is the leading symptom and other physical
and psychological symptoms may be asscciated with it. There is
no exact cause in the background of the symptoms. Girls are mo-

Key words: chronic fatigue syndrome, multifactorial origin, gradual activity, CBT
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