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¢ Abstract Background This study
examines the prevalence of psychi-
atric disorders in affected and in
unaffected siblings from families
with haemophilia or 3-thalas-
saemia. Method Based on data de-
rived from a cross-sectional and
multi-centre study into the re-
silience of 115 families with blood
disorders, Sociodemographic and
developmental data were collected
from the parent using a standard-
ised and semi-structured interview,
and medical data were elicited
from the attending clinician. The
children’s psychopathology was as-
sessed with the Schedule for Affec-
tive Disorders and Schizophrenia
(K-SADS). Results Children with f3-

thalassaemia were twice as likely to
receive a diagnosis of psychiatric
disorder and more likely to show

a higher degree of impairment .

of general functioning than
haemophilic boys or unaffected
children from families with blood
disorders. Clinical severity of
haemophilia or -thalassaemia was
not associated with significant dif-
ferences in prevalence of child psy-
chiatric disorders or impairment.
Mothers’ evaluation of their rela-
tionship with their child as Tess
than easy’ predicted psychopathol-
ogy. Conclusions The high preva-
lence of psychopathology in chil-
dren with (-thalassaemia reported
in this study suggests that specific
blood disorders have differential
impact on affected children.

This difference may be related to
medical therapy advances in
haemophilia so that haemophilic
boys can lead an almost normal
life.

= Keywords psychopathology -
haemophilia - B-thalassaemia

Introduction

Children with either haemophilia or -thalassaemia are
often exposed to considerable acute and chronic stress.
Both haemophilia and f-thalassaemia are hereditary
~ diseases, the first being transmitted as a sex-related
‘characteristic from the mother as a carrier, to the son as

a sufferer. Whereas [§-thalassaemia is inherited through
both parents, who are symptomless carriers in a
Mendelian recessive manner and can affect children of
both sexes. These genetic differences may give rise to
differential impact on parental behaviour and attitudes
towards the sick child. They are both chronic and life-
threatening conditions, the first being treated with Fac-
tors VIII or IX replacement and the second, with the
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worst prognosis, with frequent blood transfusions and
chelation therapy [34]. :

With the introduction of preventative and home
treatment, older children and in the case of younger
children, the parents, are trained to infuse concentrates
of factor VIII or IX intravenously, or the iron chelating
agent desferrioxamine subcutaneously. This requires
compliance and continuous supervision,and the child is
exposed on a regular basis to needle pricks. In addition,
thalassaemic children require reguiar blood transfu-
sions. Any consequent distress in the child can have
repercussions for the functioning of the whole family.

Chinicians and researchers reported parental over-
protection of children with -thalassaemia [27], butin a
thorough research review “the clinically reported ten-
dency of parental overprotection and overindulgence
was not confirmed by studies” of haemophilic individu-
als [4].

Most of the studies of haemophilic boys reported
scores on measures of mood and behaviour to be within

" the normal range [7, 8, 18], although some reported that
the boys might display anxiety, phobic states, transient
depression as well as dangerously accident-prone be-
haviour [20, 23, 12]. Surprisingly few or no differences
have been found between haemophilic boys with HIV
positive and those with HIV negative sero-status [9, 22,
25]. However, in one study of haemophilic boys, 28 %
had a clinical diagnosis of attention deficit hyperactiv-
ity disorder of whom 53% received treatment with
methylphenidate [22].

In a study of thalassaemic children 54% (31/57} ful-
filled DSM-III-R criteria for psychiatric disorders, of
whom one quarter of children were diagnosed with op-
positional defiant disorder [1].

So far only two published studies have used direct
semi-structured interviews to assess children with
hemophilia [3]. In the first, anxiety disorders were re-
ported in five of 17 interviewed children with
haemophilia and HIV negative sero-status (29%); in
four of six interviewed children with HIV positive sero-
status (67 %); and in six of 31 (19 %) interviewed healthy
controls. The second study found no significant differ-
ences between groups of children with haemophilia and
HIV negative or positive sero-status and controls {33].
Altogether only three of 64 children with haemophilia
(4.7 %) were diagnosed as conduct disordered, and no
psychiatric diagnosis was made in the control group.

In addition, there has been an almost complete ne-
glect of studies of siblings of haemophilic boys despite
related research showing that such siblings may be at a
higher risk [29,32]. In a study of siblings of thalassaemic
patients [17], DSM-III-R disorders were present in 30/71
(429%) with mainly a higher rate of oppositional defiant
disorder compared with controls.

Studiesbased on narrated accounts derived from clin-
ical samples of thalassaemic subjects have reported that

the adolescents themselves felt that the illness did not af-
fect their present life but frequently destroyed their plans
for the future and their ability to enjoy life. Theyalso have -
talked about premature death [10,11 |. Thalassaemic chil-

dren and adolescents have also been described as being

anxious and depressed, and overdependent on their par-

ents. Anxiety about death has also been observed in

younger subjects whereas thalassaemic adolescents may

become socially isolated and non-compliant to treat-

ment [15, 37]. Parents have also been reported as over-

protective; displaying pathological or adaptive denial of

the burden imposed by the illness and neglect of the
healthy siblings needs [34]. The children’s adjustment to

the illness was also found to be related to the parental ac-

ceptance of the illness {14]. Similarly the children’s poor

psychiatric adjustment was correlated withimpaired un-

derstanding of their iliness [31].

21 Aims of current study

This study is part of a cross-sectional, multi-national

and multi-centre study into the resilience of families

with blood disorders. The intention was to compare
prevalence rates of psychiatric disorders of affected and

unaffected siblings from families with haemophilia or 3-

thalassaemia. The main hypotheses under investigation

were:

¢ School age children and adolescents in families with
haemophilia or B-thalassaemia will have more emo-
tional and behavioural disturbance than physically
healthy children in families with blood disorders.

% School age children and adolescents with [3-thalas-
saemia will show an increased level of psychopathol-
ogy in comparison to children with haemophilia or
their siblings,

Method
% Participants

Families with haemophilia or {-thalassaemia and
school-aged children were recruited from the outpa-
tients of the Royal Free and Whittington Hospitals, Lon-
don, the ‘Aghia Sophia’ Children’s Hospital, Athens and -
the Institute of internal medicine in Milan from 1994 to
1996. The entry criteria were that one family member .
was affected by haemophilia or §-thalassaemia, and that
the family had at least one child of school age. The in-
tention was to collect all affected children if possible.
None of the eligible families in London refused partici-
pation in the study. In Athens, 98% of eligible families
agreed to participate in the study and in Milan approxi-
mately 80 % of eligible families agreed to participate. In
total, 75 farnilies with haemophilia and 40 families with
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[-thalassaemia were interviewed. Altogether 33 families
participated in Milan, 23 each in London and in Athens.
Families with haemophilia were interviewed at all three
centres; J-thalassaemia families were recruited only in
London and Athens.

With Hmitation of resources the investigation was
confined to maximum two children of school age per
family. If there were more than two children in the rele-
vant age range, the affected child and the sibling nearest
in age were selected.

In ali, 168 children in 115 families were assessed. The
findings are presented for four groups of children: 1) 58
haemophilic boys, 2) 43 children whose father or sibling
were affected with haemophilia, 3) 42 children with 3-
thalassaemia, and 4) their 25 unaffected siblings. Al-
though the sibling groups and the group of children with
f3-thalassaemia contained both males and females, indi-
viduals in the haemophilia group were all males because
. of the sex-linked nature of their condition (Table 1).

= Measures ~

The participants underwent a number of semi-struc-
tured interviews and tests. For the purpose of this paper
only selected sociodemographic, medical data and data
regarding the children’s psychopathology are presented.

All interviews were originally developed in English

Table1 Children's demographic data

and translated into Greek and Italian. Accuracy of trans-
lation was checked by translating the measures back into
English by another translator and comparing the trans-
lations with the original interview schedules and ques-

tionnaires.

Children’s psychopathology was assessed using the
Schedule for Affective Disorders and Schizophrenia for
school-age Children (K- SADS), Present Episode Version
[26] and the modified version of the Children’s Global
Assessment Scale [30] for the K-SADS. Altogether 157
children (93%) completed this interview: 57 haemo-
philic boys, 43 unaffected children from families with
haemophilia, 38 children with B-thalassaemia and 19 of
their unaffected siblings.

H Sociodemographic data

Sociodemographic data were elicited from the parents
by standardised questionnaires previously used {16].
These included questions regarding the parents’ judge-
ment of their own relationship with each individual
child, of their child’s relationship with siblings or peers,
questions on parental concern about the children’s be-
haviour or emotional state, and questions regarding pre-
vious contact with child guidance or other mental health
piofessmnals Demograph1c data were incomplete for
nine families.

Mean age

tnyeassandmonths{SD} CTAE2 T 8B e 12131 S 13223 o

Gender SR e B e R SRR - :

_ Boys G 26 600%) T 5B(100.0%) 9(36.0%) 20(48.0%)
Gy L T R 16(64.0%} L 22(53.0%) -

© Bwopean U a0 '39{9} (}%) e 54 {93.0%) (9609) Sl A0(95.09%) T
Asian T - 4(90%) e 3 (50%) S % T 2500
OthEI‘- Do sl . NS D 126%) R L AR R - i

Fatth : S PeUII R - e .
Roman Cathol:c “15(35.0%) . 2B{48.0%0) o= SR S )
Greek Orthadox . F14(33.0%) - 16{28.0%) <R T 23(920%) 33(900%)_ '
Protestant -+ - L I RO%) T ARGy T T s e s T e EEERR
CMustim o T %) T R0% e 2B, 4(100 CR
Other = - /=7 =T U L8 (2T0%) L US0%) s e e e
None ' C Lo 30.0%) - COAED%Y o e et T

Schooling . : D UN=42 T N=Se s I N=20 e T = 36 v

. Infant or junior L 26(61.9%) Lo 31(553%) " 9(45.0%) - 6(1_67%)
Secondary - . SIS s 1803209 o o 11(550%) 1 29(80.6%) - -
Other -+ . o 1(24%) 2036%) -0 T = T :




154 " European Child & Adolescent Psychiatry, Vol. 11, No. 4 (2002)
© Steinkopff Verlag 2002 R -

Socio-economic status (SES) was determined by the
Hollingshead Redlich two-factor method [13]. The main
breadwinner’s Hollingshead occupational codes were
grouped according to three SES levels as follows: Lower
Social Strata = 10-35; Middle Social Strata = 40-65, and
Higher Social Strata = 70-90.

The great majority of parents (94 %) were married or
cohabiting. The sample included only six single parent
families (5%) - four single mothers and two single
fathers - and one couple who had separated (1%). The
father was the main breadwinner in 98 families (88 %),
and the mother in 13 families (12%). Eighteen families
(17 %) were lower social strata, 64 families (60 %) mid-
dle social strata, and 24 families upper social strata
{23 %).

The assessed children were between six and 18 years
old with a mean age of 12 years (SD 3yrs-1mth). Chil-
dren from haemophilic families were younger than chil-
dren from families with B-thalassaemia (t-value 2.35, p
< (.05, Table 1). Children from haemophilic families
were significantly younger in London (F [154, 2] = 6.88,
p < 0.01),which was true both for unaffected children (F
[40, 2] = 3.47) and for the group of haemophilic boys (F
[55, 2] = 3.78, p < 0.05). Post hoc analyses showed for
each comparison a significant difference between the
haemophilic boys’ mean age at London and at Athens
(Tukey test p < 0.05). Thus more children from thalas-
saemic families (40/56) than from haemophilic families
(33/98) attended secondary schools y? = 17.55,df = 1, p
< (0.001; OR = 4.9).

While children at Milan and Athens were almost ex-
clusively of European or Mediterranean ethnicity, the
ethnicity of the London sample included 10 Asian chil-
dren and one Black Caribbean child. The cultural diffe-
rence between the different centres was further reflected
in the children’s religious affiliation. Children in Athens
were all Greek Orthodox and all but one child in Milan
was Roman Catholic, whereas the London sample was
heterogeneous.

%1 Medical data

The physical description of patients was elicited by a
medical data schedule developed for the purposes of this
study, and the medical data were collected by the pa-
tients’ haematologists.

Severily of haemophilia was determined according to
typical medical procedures related to plasma factor level
available in the blood: a factor level less than 1% was
used to indicate severe haemophilia; I % — 5% moderate
haemophilia, and greater than 5% mild haemophilia.

Evidence of joint damage, frequency of bleeds and

school absence due to haemophilia was also examined.
Fifty-one boys (93%) had severe haemophilia and
four had moderate haemophilia. Regular prophylactics

were given in 17 cases (31 %). One third of haemophilic
boys had undergone surgery (18/54) in their life, and
there was clinical evidence for joint damage in 40%
(21/52) of the boys. Seven haemophilic boys (13 %) were
HIV positive.

Severity of -thalassaemia was determined according
to medical procedures necessary, i.e. transfusion re-
quirements and chelation therapy, and physical compli-
cations such as bone structure abnormalities, facial ap-
pearance, and growth failure. Fourteen children with
[-thalassaemia (349) had experienced at least one ma-
jor complication due to their illness. Thirty-three chil-
dren underwent various regimes of transfusion therapy
(819%), and nearly all thalassaemic children (39/41,
95 %) were treated with desferroxamine.

In addition, attending clinicians were asked to rate
the severity of any physical health problem for all chil-
dren participating in the study on a four-point scale (no,
mild, moderate or severe health problem). They rated
the physical health as severely affected by their blood
disorder for 80% of the thalassaemic children (33/41)
but only five of 55 (9 %) haemophilic boys (32 = 47.13,df
=1,p < 0.001; OR = 41.25).

24 The K-SADS

For the purpose of this study an abbreviated present
episode version of the Schedule for Affective Disorders
and Schizophrenia for school-age children [26] was em-
ployed in which the manic and the psychotic sections
were excluded. On the basis of the information psychi-
atric diagnoses over the past 12 months were estab-
lished. Additional jtems were included and combined
with clinical observations in order to allow a diagnosis
of Attention Deficit Hyperactivity Disorder. After in-

sttuction on thie K-SADS interview format {supervised

by IK), role-playing interviews were used followed by
co-ratings of taped interviews.

A consensus review of all psychopathology data was
undertaken jointly by H.S. and LK. (the latter being
blind to any medical or demographic data) to ensure the
diagnoses complied with DSM-IV criteria.

i1 Global assessment of impairment

Overall impairment of child’s functioning was deter-
mined using the Children’s Global Assessment Scale (C-
GAS, 30). The version used in this research was the vari-
ation (K-GAS) developed for the K-SADS [5] with scores
ranging from 1 for the most impaired child to 9 for the
highest functioning. Following the completion of the
clinical assessment, the interviewer rated the level of
functioning over the previous 12 months at the end of
the interview. ‘
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%% Procedures

Parental and the children’s consent were sought by the
attending clinician before inclusion in the research. Both
parents, or the one who was living with the child in case
of disrupted families, were invited to participate. If only
one parent attended, the interview was limited to this
particular carer. Each subject underwent a series of
semi-structured interviews and tests, which took about

one and one half-hours for the children and about two ,

hours for each adult. All self-rating questionnaires were
- read aloud to younger children and questions or state-
ments were clarified, if requested. ,

Interviews of parents and children were conducted
by psychologists, child psychiatrists and physicians who
had undergone a training programme to ensure unifor-
mity across centres. Training courses for semi-struc-
tured interviewing with reference to the Kiddie-SADS
were held in London and in Milan. While parents and
children were interviewed in parallel in London, this was
not always feasible or practicable at other centres. Data
collected at dll three centres were reviewed in London.:

£7i Statistical procedures

For the purpose of this paper, univariate analyses of data
were undertaken to examine differences between
groups. Categorical data were subjected to chi-square
tests, and confidence intervals and odds ratios were
calculated where appropriate. Continuous data were
analysed using student’s t-test or analysis of variance

Table2 DSM-IV diagnoses over the year prior to the assessment

(ANOVA) where appropriate for assessing between
group differences, and Tukey’s post hoc test was used to
examine the main effect of significant intergroup diffe-
rences.

In order to examine the independent effects of the in-
dependent variables on the presence of any DSM-IV
disorder over the year prior to the assessment, multi-
variate analyses were conducted using logistic regres-
sion. Backwards stepwise selection was used and the
variables entered which were found to be significant in
univariate analysis, with removal based on the probabil-
ity of the Wald statistic.

Results
%5 12-Month prevalence of DSM-IV diagnoses
Table 2 shows the 12-month prevalence of child psychi-

atric disorders for the four childrens groups. Overall
there was a significant difference in the prevalence of

psychiatric disorders in the four different . children’s. .

groups, and this difference was predominantly ac-
counted for by a higher rate of anxiety disorders in the
group of children with B-thalassaemia as compared to
the other group.

DSM-IV disorders were significantly more likely in
thalassaemic children compared to haemophilic boys
(2 = 4.33,df = 1, p < 0.05) with an odds ratio of 2.76
{95% C.L: 1.15-6.64), and also higher than in all 62 un-
affected children (y*=5.56,df = 1,p <0.05) with an odds
ratio of 3.09 (95% C.1.: 1.29-7.38).

4(93%)

Major depressive disorder . ; R
3(7.0%) .

General anxiety disorder. - - .o

 Separation anxlety disorder = /. CU4(93%) ¢
Panic disorder - 1 e TR R
Sodial phobla .0 T 1(23%)
Avoidant disorder - 0 e

- Smplephabia = e TR IR
Oppositional defiant/Conduct disorder = > F@3%
Attention deficit/Hyperactivity disorder. - LR3%)
Adjustment disorder © 7T =

Any Anxiety disorder® - _ S 6(14%)
Any Distuptive disorder =~ 2047%).
Any DSM-IV disorder** . .9{20.9%)

C7023%) T sAm
S(88%) U0 3{158%) . S 5(13.2%)

apew e

L 2(105%)

S16%

U TReM:

Jesw (53
268% 3w
3(5308) [ nn 3%
2659 aEsw W

g 7{_1230 ) : .: i .. -: 3“53%] . 13 -[34‘2%). i
4% . 5263 CsaTA%)

*yl=814,df=3,p <005
#yl=837,df=3,p <005

- Amdety disorders included general and separation anxiety disorders and panic disorder.

Disruptive disorders comprised oppositianal defiant/conduct and attention deficit/hyperactivity disorders
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There was no significant difference between the sub-
groups of haemophilic boys and of unaffected children
from haemophilic families, and the unaffected siblings
of thalassaemic children had a similar rate of psy-
chopathology as those two other groups.

Only two of the seven haemophilic boys who were
HIV positive had major psychopathology warranting a
DSM-IV diagnosis namely major depressive disorder,
which occurred together with a separation anxiety dis-
order in one of these two boys.

Overall, major depression (20/157, 13%), general
anxiety (16/157, 10%) and separation anxiety disorder
(15/157, 10%) occurred most frequently, and other anx-
iety disorders were diagnosed often as comorbid condi-
tions in particular in thalassaemic children (Table 2).

While in the subgroup of siblings of thalassaemic
children no behavioural disorder was diagnosed, thalas-
saemic children had the highest rate of conduct disorder
(8 %). Attention Deficit Hyperactivity Disorder (ADHD)
was diagnosed in three haemophilic boys (5%) and in
one unatfected child from a haemophilia family (2%). In
these two subgroups there was no comorbidity between
the two behavioural disorders whereas the only two
Thalassaemic children with ADHD had also comorbid
Conduct Disorders.

In general, gitls were twice as likely as boys to have
anxiety disorders (29.5% versus 13.6%), (x* = 4.68,
df=1, p < 0.05), and no behavioural disorder was diag-
nosed in girls (0/47 vs. 10/110, Fisher’s Exact Test, p<
0.05). In the case of haemophilic families, no significant
difference either in general psychopathology or in the
rate of specific psychiatric disorders in children was
found between cohorts at the three different centres.
Similar analyses could not be undertaken for B-thalas-
saemia as such data were only collected in two centres.

- Comorbidity and impairment

Unaffected children were less likely to recéive two or -

more coexisting DSM-IV (7%) diagnoses than those
with blood disorders (15 %), but this difference was not
significant (Table 3).

Comparison of the level of general functioning over
the year before the assessment (K-GAS) revealed signif-
icant differences between the different subgroups (Table
3). Thalassaemic children were more severely impaired
than their unaffected siblings {t-value 2.29,p < 0.05) and
also than haemophilic boys (t-value 2.00, p < 0.03).
While the comparison of the mean K-GAS between
haemophilic boys and unaffected children from
haemophilic families did not yield any significant dif-
ference, haemophilic boys were significantly more likely
to show moderate or severe impairment rather than
mild impairment than unaffected children from
haemophilic families (¥* = 7.15,df = 2, p < 0.05).

1 Severity of blood disorder, clinicians’ rating
of severity of physical problem and psychopatholegy

Severity of haemophilia or B-thalassaemia was not sig-
nificantly related to presence of psychopathology or
level of impairment,

However, the clinicians’ ratings of the severity of any
physical problem proved important. Of the children
whose physical health problems were judged as severe,
45% (17/38) were found to have at least one DSM-1V
psychiatric disorder as compared to only 24% of the
residual children (29/119; %> = 4.83,df = 1,p < 0.05; odds
ratio 2.51;95% C.1.: 1,17, 5.39).

Children with severe physical health problems were

significantly more likely to receive a diagnosis of anxi-

ety disorder than the other children (y*> = 4.63,df = 1,p
< 0.05). The prevalence rate for any anxiety disorder

Table3 Comorbidity and severity of impairment of everall finctioning over the year prior to the baseline assessment

Lomorbidity -~ el
- No DSM-IV chifd psychiatric disorder -

Ca4(9%)
6 (14%)

~One DSMAV child psychiatric disorder - - SRS
" Two or more DSM-IV disorders =7 <" L
“Overall level of general functioning e
‘Moimpairment {er9) i i 34(79%) :
“Mild impairment (=7) "7 5(12%) i
"‘Moderate and severe impairment (< 7} - LAR%) -

Mean K-GAS (SD)* FIE SITCRD

e

20

BSE : :
T2y Lo
C70am) CLT(18%)
S Cagae o oEw
oA A
o 008 s (%) SRR .

*F(153,3)=295p < 0.05
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over the year before the asséssment was 32 % (12/38) for
children whose physical health problems were judged as
severe compared to 14 % (17/119) for the other children
(odds ratio 2.77,95% C. L: 1.18,6.51), Children with se-
vere physical health problems had a significantly lower
mean K-GAS (7.5, 5D 1.1), which relates to a higher de-
gree of impairment of overall functioning than the other
children (8.0, 5D 1.2, t-value 2.35, p < 0.05).

%! Parental reports of concern, of consulting health
professionals, and of their relationship with their
child in relation to psychopathology

Only four children (2%) had been seen at a child guid-
ance clinic during the past year, and 15 children (10 %)
kad ever attended their GPs or mental health profes-
sionals because of emotional or behavioural disturb-
ance of which 6 (43 %) were diagnosed with at least one
DSM-IV psychiatric disorder in this study.

- Few parents were concerned about their children’s
behaviour or emotional state (8/157, 5%), and there was
no significant association between the history of con-
sulting a health professional because of the child’s emo-
tional problems or parental reports of being concerned
about their child’s emotional state and psychopathol-
ogY-

However, mothers’ evaluation of their relationship
with their child over the previous year was derived from
the socio-demographic interview. The mothers’ evalua-
tion about the mother-child relationship was signifi-
cantly related to psychopathology. Nine of 57 (16 %)
children whose mothers reported an ‘easy’ relationship
with the child over the past year had a psychiatric disor-
der, but 34 of 93 children (37 %) whose mother judged
their relationship as ‘Jess than easy’ showed significant
psychopathology (odds ratio 3.07,95% C.L.: 1.34,7.03;
x?=432,df = 1,p < 0.05).

% Multivariate analysis

A stepwise logistic regression was performed in order to
explore predictors of psychopathology. The dependent
variable was identified DSM-IV psychiatric disorder.
The categorical variables which were found to be signif-
~ jcantly associated with psychopathology when using
univariate analyses, were entered, namely 1) [3-thalas-
saemia as present or absent, 2) haemophilia as present
or absent, 3) clinicians’ rating of severity of physical
health problem (severe or not severe), 4) mother’s eval-
uation of relationship (easy or less than easy), and 5)
gender. In addition, 6) centre as categorical variable (Mi-
lan, London, Athens) and 7) age as continuous variable
_ were entered to control for any age or cultural effects not
found to be significant in univariate analyses.

~ Psychopathology in chitdzen with blood disorders

157

Two variables predicted significantly DSM-IV psy-
chiatric disorders: mothers’ judgement of their relation-
ship with their child as Tess than easy’ (Wald 5.70,df = 1,
p < 0.05) with an odds ratio of 1.67 (95% C.1.: 1,10, 2.55)

-and having B-thalassaemia (Wald 4.86, df = 1,p < 0.05)

with an odds ratio of 1.59 (95% C.I.: 1.05, 2.39). The
model accounted for 69.8 % of the overall outcome (=
12.93,df = 2, p < 0.005). '

Discussion
“4 Literature comments

Generally, most of the previous studies reported in the
literature were beset by a variety of methodological
problems, were not controlled, and used narrated clini-
cal material which although helpful for clinical purposes
cannot be considered as evidence based (or conclusive).
More recent research indicates that children with 3-tha-
lassaemia show a higher rate of psychiatric disorders

than do children with other chronic diseases. This is true

as well for the current study; the most frequent diag-
noses are depression and anxiety followed by psychoso-
matic and conduct disorders [34]. Some of the earlier
descriptive studies report that children in preschool and
primary school age are anxious, show psychosomatic
symptoms and are frequently over-dependent on their
parents {14, 19]. Adolescents reported as showing diffi-
culties in their relationship with peers are socially iso-
lated and show depressive reactions. This latter group
also present with problems of treatment compliance
[21].

"% Prevalence of psychiatric disorders in affected
and unaffected children from families with
B-thalassaemia or haemophilia

Most of the children studied were not diagnosed as sut-
fering a DSM-IV child psychiatric disorder. However,
children with the respective blood disorder showed a
higher degree of comorbidity and impairment in over-
all functioning than unaffected children from families
with B-thalassaemia or haemophilia, Farthermore, in
this study being affected by B-thalassaemia was signifi-
cantly associated with the presence of DSM-IV psychi-
atric disorder in school-age children. Both groups of un-
affected children and haemophilic boys showed slightly
higher rates of internalising disorders compared to
prevalence rates one would expect from epidemiological
community surveys {2, 24}.

The prevalence rates of psychiatric disorder for
haemophilic boys in the current study were much higher
than the prevalence reported by a similar study [33].
While their rates of behaviour disorders in haemophilic
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boys are comparable with those in the present study, in
contrast they did not diagnose any emotional disorder.
Neither the present study nor the Thompson et al. study
(1995) confirms the findings by Mayes et al. (1996) who
reported clinically diagnosed Attention Deficit Disorder
in 29 % of haemophilic boys,

In the current study, Anxiety Disorders were diag-
nosed in 12% of all haemophilic boys. This prevalence
rate is much lower than those reported by Bussing and
Burket (1993).

It was surprising that there was little in the way of
needle phobia reported. However, the presence and
work over the last decade of a psychosocial input within
the haematology departments has enabled the medical
and nursing staff to contain the anxiety and offer access
to early intervention to the children and their families,
hence offering early preventative work.

The overall rate for psychiatric disorders for children
with -thalassaemia in the present study is slightly lower
than that reported by Beratis (1993). However, there is
one important difference: Beratis reports a veryhigh rate
{25 %) of oppositional defiant disorder in thalassaemic
children. In the present study, the higher overall rate of
psychiatric disorders was mainly due to the high preva-
lence of anxiety disorders. In contrast, the prevalence of
behaviour disorders was not significantly different from
those found in the other three children’s groups.

The present study indicates that siblings of children
with B-thalassaemia show similar levels of psy-
chopathology to affected and unaffected children from
haemophilic families. Whereas the prevalence rates of
anxiety disorders in the present study and in
Labroupoulou and Beratis’ study (1995) are similar, the
latter workers diagnosed oppositional defiant disorders
in 14 % of the siblings of thalassaemic children but none
are reported in the current study. However, the latter
study did not employ a standard semistructured inter-
view and this could account for an overestimate.

Although many of the children in this study did not
have a DSM-1V diagnosis, the general level of function-
ing over the year before the assessment showed mode-
rate to severe impairment for both the haemophilic boys
and those affected by B-thalassaemia. It is to be expected
that although the effect of the chronic disorder may not
be great enough to cause psychiatric psychopathology, it
still may have a great impact on social adjustment and
functioning due to the limitations associated with the
illness such as reduced contact sports for haemophiliacs
and the more cumbersome treatment with regular hos-
pital admission for the thalassaemic group.

i Cross-cultural differences

The current findings provided little evidence of cross-
cultural differences in psychiatric psychopathology in
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children in families with haemophilia. In §-thalas-
saernia, the numbers in one centre were insufficient for
the purposes of statistical analyses,

i Severity of physical problem
and severity of blood disorder

Most studies of children with chronic physical illness do
not report associations of behavioural psychopathology
and the degree of severity of the physical illness. In the
present study, clinicians rated the severity of any physi-
cal problem and associations with psychopathology
were sought, but again the above conclusion was con-
firmed.

However, different illnesses are associated with dif-
ferent outcome [29], and the findings of the present
study demonstrate this well in respect of two different
blood disorders. Despite more general medical compli-
cations, the physical health problems of haemophilic
boys were judged as far less severe than those of §-tha-
lassaemic children, The specific complications and
treatment regimes of each chronic physical illness seem
to result in very specific stresses on the children and
their families. Whereas with modern treatment methods
haemophilic boys can live almost normal lives, children
with [-thalassaemia need regular hospital admissions
for blood transfusions and have a reduced life ex-
pectancy.

It is plausible that the significant difference in psy-
chopathology is a result of overwhelming stress related
to B-thalassaeria. However, about 50 % of thalassaemic
children cope well. Further, there were no within-group
differences according to the degree of severity of the
blood disorder or P-thalassaemia specific complica-
tions. Thus, general and specific protective and risk fac-
tors need to be explored further to inform intervention
strategies in order to prevent emotional and behavioural
disturbance,

#i Parental concern and child psychiéztric
service utilisation

Most strikingly, very few parents were concerned about
their children’s coping, behaviour or emotional state,
which might explain in part the low rate of child mental
health service utilisation over the year before the assess-
ment. However, the rate of attendance at a child guidance
clinic in'this study is similar to those reported in com-
munity studies (2, 24), and most of the children diag-
nosed with DSM-IV psychiatric disorder whether asso-
ciated with mild or more severe impairment did not
receive any kind of mental health care. Since psychiatric
disorders assessed by semi-structured interview of
other clinical samples of children cannot be dismissed
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as transitory 6], other explanations need to be consid-
ered. It is possible that parents allowed for emotional
disturbance in the context of their children’s physical ill-
ness normalising disturbance accordingly [36]. This in
turn could have led to a significant number of children
suffering secondary handicaps without adequate psy-
chological or psychiatric treatment.

However, mothers’ evaluation of their relationship
with their child as being ‘less than easy’ proved highly
predictive of psychopathology, but relationship difficul-
ties did not seem to contribute to a heightened percep-
tion of children’s emotional disturbance. Thus, in fami-
lies with blood disorders, clinicians should take parental
reports of difficulties in their relationships with their
children as indicators for screening emotional and be-
havioural disturbance.

% Compliance and psychopathology

Two studies provide some useful information, one

- stresses the importance of identifying the subgroup of
children with emotional and behavioural disturbance
(8], finding that the higher the levels of behaviour and
emotional difficulties rated by the boys’ mothers, the
lower were their sons’ scores on the Medical Compliance
Incomplete Stories Test. This indicates the likelihood of
a lower compliance with medical treatment.

In the second study [1], preadolescent thalassaemic
children with oppositional defiant disorder had higher
serum ferritin levels, which was attributed to non-com-
pliance with treatment. However, caution is warranted
regarding conclusions that there is a wide specificlink of
a categorical psychiatric disorder associated with a
medical disorder. This is especially true when there is a
genetic basis, which could suggest a behavioural pheno-
type. This local finding merits explanation and replica-
tion.

With home treatment and increasing reliance on
adolescent self-infusion of factor VI or IX concentrate
or desferroxamine, it seems imperative to seek ways of
promoting healthy adaptation. This could contribute to
the prospect of preventing unnecessary orthopaedic
handicaps or premature deaths.

Self-help groups related to the patient and parents’
associations mobilise support including free mobility
benefits, free prescription and educational help all con-
tribute to a more adaptive level of functioning in fami-
lies with chronic blood disorders.

Limitations of this study
Tsiantis et al. [35] reported variations of psychopathel-

_ ogy in adults in families with [-thalassaemia across dif-
ferent centres in different countries. However, in this

- ‘?ﬁz_chopathoiogy in chitdzen with blocd disorders
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cross-sectional, multi-national and multi-centre study,
only a few cultural differences were found between the
centres, One explanation may relate to the size of the
subgroups. Although the overall sample of both unaf-
fected children and children with blood disorders is
large, the respective subgroups of children at each cen-
tre were relatively small and this could inhibit the emer-
gence of significant differences between the subgroups.

All children included in the current study had been
living in a family where one member had a blood disor-
der. It is likely that an additional control group of chil-
dren from farmilies without physical illness matched for
age and sex would have shown more differences in psy-
chopathology.

Since unaffected children were from families with
blood disorder themselves, they could not be matched
for age and gender. Furthermore, the number of chil-
dren with specific blood disorders differing in the de-
gree of severity of haemophilia or p-thalassaemia could
have been too small to yield significant within-group
differences.

Conclusions

In conclusion, in the present study there is an increased
one-year prevalence of DSM-IV psychiatric disorders in
children with B-thalassaemia compared to haemophilic
boys and unaffected children in families with blood dis-
orders. Haemophilic boys were significantly more likely
to show moderate or severe impairment of functioning
than unaffected children from haemophilic families, but
the overall prevalence of psychiatric disorder was not
different from those of unaffected children.

Although children with haemophilia or f-thalas-
saemia are exposed to similar stressors requiring close
medical supervision and continuous therapy, thalas-
saemic children regularly attend hospital for blood
transfusions. This seems to be reflected in the higher
prevalence of anxiety disorders in thalassaemic children
indicating a higher risk of becoming overwhelmed by
fears and a breakdown in coping.

Another difference between the conditions is the
mode of transmission, which is different in the two con-
ditions. In haemophilia only the mother is a symptom-
less carrier of the respective gene, while in [-thalas-
saemia both parents are carriers and thus there may be
a differential impact of parental responses towards their
affected child [34]. Hence it is possible that feelings of
guilt, shame and social stigma are more severe amongst
parents with thalassaemic children since both parents
may feel responsible for transmitting the gene and this
may affect their reactions to their sick child influencing
his or her psychosocial development.

The findings of this study suggest that generalisa-
tions about children with chronic illness without physi-
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cal handicap need careful re-examination - taking into 7 Limitations
consideration specific differences between related con-
ditions, treatment advances and changes in life style or
life expectancy.

Parent reports of relationship difficulties with their
children seem to predict emotiona! and behavioural dis-
turbance and should be followed up by the attending

chinician with referral to child mental health services.

i Unaffected children were from families with blood -
disorder themselves and could not be matched for
age and gender.

%+ The sub-groups of children with or without blood
disorders were often too small to support statistical
exploration of within-group differences.

% Thelack of a control group of children from families

without physical illness precludes the exploration of

differences between unaffected children from fami-
lies with blood disorders and those from physmally '
healthy families.

i Clinical Implications

#t Children with 3-thalassaemia are at high risk of suf-
fering a psychiatric disorder

i Severity of (-thalassaemia or haemophilia does not
predict behavioural psychopathology.

¢ Very few emotionally or behaviourally disturbed
children from families with blood disorders were
brought to the attention of mental health profession-
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