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ABSTRACT

The aim of the research is to analyze the results of an evaluation of the quality of life of
children with ulcerative colitis depending on disease clinical characteristics. 15 children
with UC were examined (8 boys and 7 girls, average age - 14.3 + 1.4 years) Severity of
the disease was determined using the Pediatric Ulcerative Colitis Activity Index (PU-
CAl), estimates of the quality of life of the children and their parents using PedsQL 4.0
Generic Core Scales. Observation of patients included in the study was carried out for a
year, the studied parameters were evaluated at the beginning of the observation at the
first examination, after 6 and 12 months.The study of QOL level revealed a decrease
in the performance of various scales of the PedsQL 4.0 questionnaire, both when as-
sessing children with UC and their parents. The remitting nature of the disease and its
frequent relapses in pediatric patients with UC have a significant impact on the quality
of life of children, in particular, the effect of the disease on their physical activity and
schooling is shown. The search for associations between clinical manifestations and in-
dicators of the quality of life of UC in children also showed the presence of a number of
statistically significant inverse correlations. Study showed that subjective assessments
of the quality of life of children and their parents largely coincided. The data indicate
that, during the examination of children with IBD, the pediatrician should assess the
presence of socio-psychological stress factors in each child, interview parents about
the performance and attendance of the children at school. A mandatory component
of the examination and management of patients with IBD should be monitoring the
level of quality of life of children associated with health, since this category of patients
is characterized by its significant decrease relative to the corresponding indicators in

healthy peers.
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nflammatory bowel disease (IBD) is

a group of chronic diseases (Crohn’s

disease and ulcerative colitis), charac-
terized by gastrointestinal tract mucous
membrane inflammation, which is mani-
fested by periods of exacerbation and
remission [1-3]. The prevalence and inci-
dence of IBD is increasing worldwide, in
recent years its level has been from 4 to
11 cases per 100,000 population [4, 5]. At
the age of up to 20 years, approximately
25-30% of patients are diagnosed with
Crohn’s disease (CD), and 20-25% have
ulcerative colitis (UC) [3, 4].

The advances of recent decades in IBD
treatment have significantly optimized
approaches to the treatment of these
patients. At the same time, the lack of
accurate methods for predicting an ef-
fective individual IBD treatment strategy
contributes to intensive research aimed
at identifying genetic, serological and mi-
crobiological markers that allow such a
prognosis [1, 4].

The results of a number of observa-
tional studies involving adult patients
with IBD devoted to the study of disease
outcomes indicate that the young age
of the disease onset is associated with
an increased risk of adverse outcomes,
which confirms the importance of early
treatment initiation in children, as well as
the need for doctors to consider such an
aspect as quality of life (QOL) of this cat-
egory of patients [6-8].

A number of studies have been per-
formed on the assessment of QOL of pa-
tients with IBD, and, according to their
results, in most patients, including those
with UG, its level is statistically significant-
ly lower compared to the corresponding

characteristics in the general population

[9-11]. It was shown that children and
adolescents with IBD, including UC, are
physically less developed and active com-
pared to healthy peers [7, 8], they are
characterized by disturbances in family
relationships [6, 11], limited participation
in social activities, disorders of the emo-
tional spectrum, learning problems, more
frequent missed classes [7].

Some authors believe that determin-
ing the level of QOL in patients with IBD
can be used as a screening method [8],
while researchers believe that the activ-
ity of the disease has a great influence on
the QOL of these patients [10, 11]. Ojeda
Z., Cofré S. (2018) proposed to consider
the activity of the disease as a factor as-
sociated with the level of QOL. Accord-
ing to the authors, an understanding of
what pathogenetic and clinical factors in
patients with IBD are reliably associated
with the QOL level will make it possible to
justify the need to perform certain thera-
peutic measures. This, in turn, will allow
to improve the quality of life of these pa-
tients [8].

No less important is another aspect.
According to Ryan J. et al. (2013), the
low level of QOL of patients with IBD is
largely associated with an increase in
the frequency of various diagnostic and
treatment measures and, consequently,
increased use of health resources [9]. In
this regard, the early detection and treat-
ment of these patients is important both
in terms of improving clinical outcomes
and clinical and economic efficiency - the
use of health resources.

It should be noted that the above as-
pects remain almost unexplored to date.

The aim of the article is to analyze the

quality of life of children with ulcerative



I Sichinava |.V,, Yablokova E.A., lvardava M.I.

colitis depending on disease clinical char-
acteristics.

Materials and methods. A single-cen-
ter, open, prospective, non-randomized
study was conducted at the University
Children’s Clinical Hospital in 2017-19. 15
children with UC were examined (8 boys
and 7 girls, average age - 14.3 £ 1.4 years).

The selection of patients in the study
was carried out according to the follow-
ing inclusion criteria:

- age 8-18years;

- diagnosis of UC, confirmed by clinical
endoscopic and morphological data;

- informed consent signed by parents
of the child

As non-inclusion were considered:

- achieved stable remission of the un-
derlying disease at the time of the start
of the study;

- the presence of concomitant dis-
eases that could affect the course of the
underlying disease, distort the clinical
picture and results of laboratory and in-
strumental diagnostics;

- lack of ability (for any reason) to
comply with all medical prescriptions, in-
cluding the inability to attend scheduled
visits and to complete all necessary re-
search procedures;

- the refusal of the child or its parents
to participate in this study and/or the re-
fusal of the parents to sign the informed
consent form.

Diagnoses were made on the basis of
a comprehensive examination, including
clinical and laboratory data and the re-
sults of an endoscopic examination based
on the clinical recommendations of the
Russian Gastroenterological Association
and Russian Coloproctologists Associa-
tion for the diagnosis and treatment of

ulcerative colitis (2016). The severity of

the disease was determined using the
clinical index of UC activity in children -
Pediatric Ulcerative Colitis Activity Index
(PUCAI). When calculating the PUCAI
index, the following facts are taken into
account: abdominal pain, rectal bleed-
ing, stool consistency with most bowel
movements, stool frequency in 24 hours,
bowel movements during the night (any
episode that caused an awakening), pa-
tient activity level.

The average duration of the disease in
children with UC was 6.3 (2.9; 9.7) years.

In some children, extraintestinal mani-
festations of IBD were observed: primary
sclerosing cholangitis in 4 (26.7%) pa-
tients, joint damage in 7 (46.6%) children,
skin damage in 2 children (13.3%), inter-
stitial lung disease and vasculitis in one
child (6.7%). Combinations of several ex-
traintestinal manifestations were noted
in 5 children (33.3%).

Along with the traditional survey, in
the process of observation, a compara-
tive assessment of the quality of life was
carried out using the PedsQL 4.0 Generic
Core Scales questionnaire for the age
group of 8-12 years, 13-18 vyears, the
scales of which provide the opportunity
to assess the level of quality of life of the
child by the following components: physi-
cal activity, mood, communication, life at
school. At the same time, QOL was inde-
pendently evaluated both by children and
parents. QOL parameters were evaluated
in dynamics and compared with activity
levels, duration of the disease, and the
presence of extraintestinal manifesta-
tions.

All children received therapy in ac-
cordance with clinical recommendations
with 5-ASA preparations (mesalazine,

salofalk), 50-60 mg/kg/day. If necessary,
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corticosteroids (prednisone, hydrocorti-
sone, budesonide) and cytostatics (aza-
thioprine, 6-mercaptopurine) were add-
ed (corrected) to therapy.

Observation of patients included in
the study was carried out for a year, the
studied parameters were evaluated at the
beginning of observation at the first ex-
amination, after 6 and 12 months.

Among the limitations of the study
was the limited volume of selection of pa-
tients, which was caused by the relatively
low frequency of presentation of patients
with the considered nosologies in real-life
clinical practice during the period of the
investigation.

Analysis of results was performed us-
ing Statsoft software packages STATIS-
TICA 10 and Microsoft Excel 2016. The
main characteristics and statistical crite-
ria were selected when comparing them
after studying the distribution of the attri-
bute and comparing it with the Gaussian
distribution by the Kolmogorov-Smirnov
criterion. Since the revealed distribution
of attributes differed from normal, non-
parametric methods were used to further
work with the obtained data. Quantita-
tive data were described as Me (Q25;
Q75), where Me is the median; Q25 and
Q75 are the lower and upper quartiles,
respectively. Qualitative parameters were
presented as the frequency of occurrence
of symptoms as a percentage of the total
number of patients.

Comparison of quantitative indicators
at different periods of observation in the
studied samples of children with UC and
their parents was carried out using the
Wilcoxon criterion. To analyze differences
in qualitative parameters, the chi-square
and Fisher criteria were used.

The relationship between the charac-

teristics of the quality of life and disease
activity level was searched for using cor-
relational analysis with the calculation
of the Spearman correlation coefficient,
which was used for the distribution of at-
tributes other than normal. Differences
were considered statistically significant if
“p” did not reach the threshold value of
the level of statistical significance of the
null hypothesis (alpha) equal to 0.05.

Results and Discussion. A significant
lowering of QOL indicators (using the
PedsQL 4.0 survey) was established for
children with UC relative to the reference
values for healthy children, which was
characteristic for the evaluation of QOL
both by the children and their parents. In
the process of treatment, an increase in
QOL level was observed against the back-
ground of a lowering in the activity of the
pathological process (PICAIl index), the
duration of the disease and presence of
extraintestinal manifestations, on the one
side, with values on the QOL survey scale
(physical activity, mood, school educa-
tion) — on the other. It was confirmed that
the remitting character of the disease and
its frequent relapses in pediatric patients
with Crohn’s disease have a significant ef-
fect on QOL of patients.

The search for correlations between
clinical manifestations and QOL indica-
tors in children with UC also showed the
existence of a series of statistically signifi-
cant reverse correlations. The research
showed that subjective evaluations of
QOL by the children and their parents ba-
sically coincided.

In the course of examining children
with inflammatory diseases of the intes-
tine, the pediatrician must evaluate the
QOL level, question the parents about

the physical activity, performance and at-
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tendance at school of the children. Moni-
toring of the health-associated QOL level
of the children must become an essen-
tial component of the examination and
management of these patients, because
a significant lowering of these indicators
is characteristic for them as compared
with corresponding indicators in healthy
peers. Taking into account aspects as-
sociated with QOL of these children can
contribute to an increase in the effective-
ness of early diagnostics of treatment
and an improvement in treatment out-
comes. The frequency of complaints in

children included in the study is shown

Dynamics of complaints (n = 15) during treatment (n /%)

cator statistically significantly decreased
relative to the initial level (p=0.010).
Sleep disorders were noted by 3 patients
(20.0%), complaints of memory loss were
recorded only in 2 patients (13.3%). The
revealed differences between the last
two indicators compared with the initial
levels did not reach statistical significance
(p>0.05).

It was established that the activity of
the disease in children with UC before
the start of observation by the PUCAI in-

Table 2

PUCAI dynamics in children with UC (n = 15)
during treatment, Me (Q25; Q75), points

Note: * - statistically significant differences (p<0.05) compared
with the indicators “Beginning of observation” (Fisher cr.)

in (Table 1). A survey of children and par-
ents indicated that during the initial ex-
amination, the most frequent complaints
were: general weakness during the day
in 11 (73.3%) patients, memory loss in 5
(33.3%) children, sleep disturbances in 6
(40.0%) cases.

One year after the start of the obser-
vation, a marked decrease in the frequen-
cy of complaints was observed. Thus, 4
(26.7%) patients reported general weak-

ness during the day, the value of this indi-

Terms PUCAI
Complaints | Beginning of observation | After 12 months Beginning 52.5(47.1; 58.8)
. % o % of observation

Weakness 11 73.3 4 26.7* 6 months 36'%5{7}:%24;'4)*
Memory 5 33.3 3 20.0 12 months 23.0 (16,6; 29.0)*
impairment (p=0.015)

Sleep 6 40.0 3 13.3 Note: * - statistically significant differences
disorders (p<0.05) compared with the indicators “Be-

fore beginning of treatment” (Wilcoxon cr.)

dex was 52.5 (47.1; 58.8) points (Table 2).
Subsequently, during the treatment pro-
cess, a marked decrease in the values of
this indicator was noted - after 6 months
its value was 36.4 (27.0; 44.4) points and
was statistically significantly (p = 0.026)
below the corresponding initial level. Be-
yond that, the identified trend continued:
1 year after the start of observation, the
index value was 23.0 (16.6; 29.0) and was
statistically significantly lower than the
PUCAI level before the inclusion of pa-
tients in the study (p = 0.015).
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The baseline QOL values (at the ini-
tial examination) are given in Table 3. A
significant decrease in the QOL levels
was noted on all scales, which was char-
acteristic both of the estimates given by
children and their parents. The values of
the indicators of the PedsQL 4.0 ques-
tionnaire in children with UC were lower
than the reference values, which should
be 100 points for a population of healthy
children. At the same time, the level of
the overall indicator of this questionnaire
was 58.6 (44.4; 68.1) when assessed by
children, and 70.1 (62.4; 88.1) points
when evaluated by parents.

An assessment of QOL indicators dy-
namics for children with UC during the ob-
servation showed a statistically significant
increase in the values of the indicators on
all scales of the PedsQL questionnaire (Ta-
ble 4). When evaluated by children, the
value of the overall indicator scale of the
guestionnaire increased from 58.6 (44.4;
68.1) points to 69.1 (54.2; 75.8) after 6
months and was statistically significantly
(p = 0.017) higher than that before the
patients were included in the study. After
12 months, the level of this QOL param-
eter was 80.1 (69.1; 88.2) points, statisti-
cally significantly exceeding the value of
the initial indicator (p = 0.024).

When assessing the QOL of children
with UC by their parents, a similar, but
less pronounced dynamics was observed,
the value of the indicator was statisti-
cally significantly (p = 0.008) increased
from the initial level of 70.1 (62.4; 88.1)
points to 83.3 (64.2; 90.4) 9 points after
6 months after the start of observation.
After 1 year, the value of this parameter
was 86.3 (72.4; 92.0) (p = 0.006 relative to

the initial value).

Table 3

Quality of life baseline levels in children with UC (n =
Me (Q25; Q75), points

15),

QOL indicators

sQL 4.0

questionnaire Ped-

Questionnaire quality of life indicators
PedsQL 4.0 Generic Core Scales

Children’s
assessment

Parents assessment

Physical activity

13.5(9.2; 18,8)

15.2 (10.1; 21.5)

Mood

17.1 (14.6; 25,3)

19.0 (13,6; 24,0)

Communication

12.2 (7.8; 18.1)

14.1 (9.8; 20.6)

School life 15.5(11.1; 19.8) 21.5(17.7;35.1)
General 58.6 (44.4; 68.1) 70.1 (62.4; 88.1)
Table 4

General indicators of the PedsQL 4.0 Generic Core Scales (n = 15)
dynamic in the treatment process, Me (Q25; Q75), points

Questionnaire | Beginning of | After After

Scales observation 6 months 12 months

Children’s 58.6 69.1 80.1

assessment (44.4; 68.1) (54.2; 75.8)* (69.1; 88.2)*
(p=0.017) (p=0.024)

Parents 70.1 83.3 86.3

assessment (62.4; 88,1) (64.2;90.4)* (72.4;92.0)*
(p=0.008) (p=0.006)

Note: * - statistically significant (p<0.05) differences compared with

before the beginning of observation (Wilcoxon cr.)

Table 5

The relationship of Quality of life indicators with the PUCAI
in patients with UC (Spearman correlation coefficients)

QOL indicators PUCAI Disease du- | Extraintestinal
guestionnaire ration manifestations
PedsQL 4.0
Physical activity |-0.482* -0.412%* -0.357%*
(p=0,014) p<0,001) (p=0.019)
Mood -0.383* -0.348* -0.284*
(p=0.029) (p=0.009) (p=0.032)
Communication |-0.256 -0.305 -0.193
(p=0.214) (p=0,176) (p=0,228)
School life -0.351%* -0.208 -0.319*
(p=0.019) (p=0.124) (p=0.014)
General -0,424* -0,444* -0,397*
(p=0.005) (p=0.003) (p=0.011)

Note: * - statistically significant Spearman correlation
coefficients (p<0.05)



I Sichinava |.V,, Yablokova E.A., lvardava M.I.

The revealed increase in QOL level oc-
curred against the background of a de-
crease in the pathological process activity
during treatment. This was also confirmed
by the results of a search for the relation-
ship of quality of life indicators with the
clinical activity of UC, carried out using a
correlation analysis. As can be seen from
Table 5, the values of the PUCAI index in
the examined children had inverse statis-
tically significant correlations of moder-
ate strength with the values of the QOL
questionnaire scales - with physical activ-
ity (R =-0.482), mood (R =-0.351) and life
in school (R =-0.351).

At the same time, there were no sig-
nificant correlations for the “Communica-
tion” scale with the level of disease activ-
ity. The values of the PUCAI were nega-
tively statistically significantly associated
with the general indicator of the PedsQL
4.0 questionnaire (R =-0.424).

It was also found that the duration of
the disease was statistically significantly
negatively related to the indicator of
the scale of physical activity (r = -0.412),
mood parameters (r = -0.348), communi-
cation (r = -0.305) and the general indi-
cator of the PedsQL 4.0 questionnaire (r
=-0.444).

The presence of extraintestinal mani-
festations of the disease moderately neg-
atively correlated with the levels of QOL
scales: physical activity (r =-0.357), life at
school (r =-0.319) and the general indica-
tor of the questionnaire (r = -0.397).

Thus, the evaluation of QOL of pa-
tients included in the study demonstrated
a decrease in the indicators of the various
scales of the questionnaire PedsQL 4.0
when evaluated both by children with UC

and their parents. The correlation analysis

data allows to conclude that the disease
duration and the presence of extraintesti-
nal manifestations should be considered
as the main clinical characteristics affect-
ing the QOL of children with UC. The study
of QOL level revealed a decrease in the
performance of various scales of the Ped-
sQL 4.0 questionnaire, both when assess-
ing children with UC and their parents.
The remitting nature of the disease and
its frequent relapses in pediatric patients
with UC have a significant impact on the
quality of life of children, in particular,
the effect of the disease on their physi-
cal activity and schooling is shown. The
search for associations between clinical
manifestations and indicators of the qual-
ity of life of UC in children also showed
the presence of a number of statistically
significant inverse correlations. It should
be noted that the effect of disease dura-
tion and therapy on QOL of this category
of patients remains poorly understood.
Despite the fact that in some studies the
relationship could not be demonstrated
[10], in other studies the authors showed
that patients with long-term IBD have a
lower level of QOL [12-14]. At the same
time, our study found that the duration of
the disease was statistically significantly
negatively related to a greater extent to
the indicator of the scale “Physical activ-
ity” and “Mood”, as well as the general
indicator of the questionnaire. Also, most
of the scales of the PedsQL 4.0 question-
naire had significant inverse correlations
with such characteristics of disease activ-
ity as the PUCAI index and the presence
of extraintestinal manifestations of IBD.
Our study showed that subjective as-
sessments of the quality of life by chil-

dren and their parents largely coincide.
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The important role of parents in manag-
ing children with IBD has been shown by
Bramuzzo M. et al. (2019). According to
the authors, changes in the psychological
well-being of parents can affect the QOL
level of these children. The study includ-
ed children with IBD at the age of 8-18
and their parents, while the children an-
swered the questionnaires of the HRQoL
guestionnaire, and the levels of distress,
anxiety, depression, and pain were as-
sessed in parents. To assess the correla-
tion between indicators of parents and
children, the method of single-variable
and multiple regression analysis was used
[15].

100 children were examined (45 with
CD, 55 with UC), 90 mothers and 62 fa-
thers of these children. Parents had a
high level of distress, while the values of
indicators characterizing the severity of
anxiety, depression, and pain were rela-
tively low. It was noted that the severity
of parental distress had the most signifi-
cant correlation with the level of QOL (ac-
cording to HRQol) in children, and was
also associated with the activity of the
disease and recent exacerbations of IBD.

In multivariate regression analysis, it was

found that the contribution of “parental
factors” to the variance of QOL in children
was more than 20% [15].

We should agree with the authors’
conclusion on the necessity of implemen-
tation of measures aimed at correcting
parental distress in the management of
children with IBD. Also, our data indicate
that, during the examination of children
with IBD, the pediatrician should assess
the presence of socio-psychological stress
factors in each child, interview parents
about the performance and attendance
of school by the children. Unfortunately,
at present, specialists rarely pay atten-
tion to the need to assess and correct
QOL of children with IBD.A mandatory
component of the examination and man-
agement of patients with IBD should be
monitoring the level of quality of life of
children associated with health, since this
category of patients is characterized by
its significant decrease relative to the cor-
responding indicators in healthy peers.
Taking into account the aspects related to
QOL of these children can contribute to
early diagnosis, improve the course and

outcome of the disease.
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PE3IOME

KayecTtBO X13HMU AETEﬁ C A3BE€HHbIM KOJIUTOM
CuunHaBsa U.B.%, Abnokosa E.A.%, UBapgasa M.U.2

ldepepanbHOE rocysapcTBeHHOE aBTOHOMHOe 06pa3oBaTe/ibHOE yupexaeHne Bbicluero ob6pasoBaHus
MNepBbIi MOCKOBCKNUI rocyAapCTBEHHbIN MeANUNHCKUI yHUBepcuTeT um. U.M. CeyeHoBa MuHUcTepcTBa
3apaBooxpaHeHna Poccuitckoin Peaepaumn (CeveHoBCKMI YHUBepcuteT). Kadeapa aetckmux 6onesHeln
KnnHuyeckoro MHCTUTYTa AeTckoro 340poBba MMeHu H.®. dunaTtoBa. Ce4eHOBCKUIM LEHTP MAaTEPUHCTBA
n petctea. KnuHuka aetckux bonesHen

2Otgenenue obwei negnatpum HUW MeamaTtpum n oxpaHbl 350poeba geteit HKLL No2 ®rBHY «PHLX nm.
aKkag. b.B. Netposckoro»

MpoBeaeHa oLeHKa KauyecTBa *KU3HW AeTel ¢ A3BeHHbIM KonmTom. ObcneaosaHo 15
netent ¢ AK (8 manbumMKoB U 7 aeBoYeK, cpeaHuii Bospact — 14.3+1.4 roaa). BoiaBneHa
CTAaTUCTUYECKM 3HAYMMaAA OTpULATENbHAA CBA3b AJ/IMTENbHOCTM 3aboeBaHMA ¢ NoKa-
3ateniem GpM3NYECKOM aKTUBHOCTM, NapameTpPamm HAaCTPOEeHUSA, 06LLEHMA 1 0OLWMM No-
KasaTtesiem Mo onpocHMKy PedsQL 4.0. BHeKuLweYHble NposaBaeHns 3abonesaHusa yme-
PEHHO OTPULLATEIbHO KOPPEIMPOBaIN C YPOBHAMM cieaytowwmx Wwran KK: pusmnyeckol
AKTUBHOCTbHO, KM3HbIO B LUKOAE M 0BLWMM NOKasaTesem No OnpoCHMKY. MonyyeHHble
AaHHble NO3BONAIOT 3aK/AHYNUTb, YTO B KAYECTBE OCHOBHbIX KIMHUYECKUX XapaKTepu-
CTUKK, Banarowmx Ha KK aeteli ¢ AK, cneayeT paccmatpmBaTth A/UTENbHOCTb 3a60-
JIeBaHMA M HaNMuMe BHEKMLIEYHbIX NPOABAEHNI. TaKKe Nosly4eHHble HaMWU AaHHble
CBUAETENbCTBYIOT O TOM, YTO CyOBEKTUBHbIE OLEHKM YPOBHS KAYeCcTBa KU3HWU AeTein
N X poauTenei B 3Ha4YUTeIbHOM cTeneHn coBnaaatot. O6sa3atesibHbiM KOMMNOHEHTOM
obcnenoBaHuA 1 BeAeHUA naumeHToB ¢ B3K 4onxKeH cTaTb MOHUTOPUHT YPOBHA Kaye-
CTBA KWU3HW AeTel, CBA3aHHOro CO 340P0BbeM, MOCKO/bKY YUYET aCNeKTOB, CBA3AHHbIX
¢ KX atux geteit moxeT cnocobcTBOBATL paHHEN ANArHOCTUKE, YAyYLIEHUIO TeYeHun

M ucxoda 3abonesaHus.

KntoueBble cnoBa: BocnanuTenbHble 3aboneBaHuUsA KULWEeYHUKa, A3BEHHbIN KONUT, KayeCTBO XWU3HWH,
dKTUBHOCTb 3a60l'IeBaHl4ﬂ, BHEKMLIEeYHble NpoABaeHnA, KOppe!’lﬂLl,VIOHHbIVI aHaNuns.
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GbM3®ISNL bOAOLLOL KMBEJI BINITM3V60

JM0S0L 3dM6JI 393333430
bognbogs 0. 3.', 008emm3mas g. 5.", 0393 3. 0.

2

'&bgoab ggegms300b gobos3gab badabab@mMmmb Mdsmemgbo gobsmmygdolb ggogBsmamoa babgm8Bogm s3@mbmBanen
Logob8565mmMgdernm ©sBaLYdYmMds 0.8. byhgbmgal babgmmdol 8mbgmgol doMggmo LabgmBogm badgwo30bm Ybogy®-
Lo @0 (bgBgbmgal MbozgMHLoG @ ). 353330 Ko68MMgmmdal 3mabogyMo abbB0EME L 3533300 o33 dsMS oo~

M
2 Grbgoab gggMa30ob goboszzob bs8nbabEHmmb ByogMemnca babgmdBagm s38mbmBonma sbgbydmmgds
»0533309 Ro63GMgmmd0b gMmzbymo bsdgraz0bm 3gmgzomo (396@M0”

33930L 30bsbos bymmmmgsbo 3mmo@olb dJmby d5333900L (3bm3zEMgab
bomobbolb mbol dgbbogms ©os350980L 3mabogymo 60dbgdob gmbdg. 3g-
©0sGMogmo (36mzM9d0L baMobbob EMBoL jombgsmoom - PedsQL 4.0- Bymy-
mmzobo 3mmodom ssgsmgdmmn 35333980L (36m36930L batabbol ombab
dgbbogmed godmagmabs sdsma 85R396909ma, Mmamtg 6039398d0, sbgag
3o 3dmdmgddn. o8300780Lm30L @edababnsmgdgma 3gMameyyemn Myg30@o-
3900 Bymyemmgsbo 3meo@ob 3dmbg 35333960 oymanm gog3magbal sbegbl
domo (36m36980L boMabbDy. 3gMdme, dom Fabogy® d9G0gmdodg s Lab-
3Mem (3bmgMgdodg. 3m0bogn® as8mzmnbgdgdbs s d53d3960L (36mM3zEMgdab
bomobbolb mbol 060 3o@mMgdl dmmMal 3o3doMal 33mg3ed sbggg aodmagmo-
6o LBOGLEG0IYMoE 36n0d3bgmmmzaba 0bggMmboyma 3mMgmo(30960L sMLgdmds.
bogoombob dgbbogmed sRzq6s, HMB d5333980bs s Bomn 8dmdmgdab (36m3E 530l
bamobbal bydogd@neo dgusbgdgdo @obomow gdmbggzs gHmsbgmb. 33mg-
30b 399890000 ©o©a0bEs, MHmI babmaggdol sbmgdom ©ss35009ma dogd-
3900L go3mgygmagobol, somgdgmos 3g@0s@®mds dgoxkabmb mnmmgymo
3533830L  bmgosmy@-gbogmmmaonmo LEMgLAL Gog@mMgda, as8mzocmbmb
ddmdmgdn 35333950l 3350093099M0 3mbbEdab s 35 339m0mgddg abbEgdab
dgbobgd. 3530968 980bL go3m33mggzobs s @osgogdal Jommgabal bagsmeg-
demm bes gobeglb 353d3980b (3bmzMgdal bofmabbob ©mbal d3mbo@mmabaon
X563 gmmdal 3amdomgmdabmseb dodsMmmgdadn, Mowasb, Mmamt(s go06 3-
35, 93 3989a3mM0al 35(3096@ 7030 (36m3M9d0L banbbob ©Mby KxobdMMmgmo
065G Mmgdal (36mz65d0L Mbol dgbodsdalb 3oh39690mgdmsb dgmaemgdom
3603d369mmgbawas d93(306090¢mo.

Ls3336dm bo@yzgdo: 6oBmogol sbmgdama osgsgd9d0, Bymmmmgsba 3mmoado, 3bmgzEgdol
bamobbo, ssgo0gdab od@ngmds, gdb@Me-bsBmagnma asdmgmnbgdgdo, 3mmMgmaz0nl sbamaba.



