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Summary Summary 

Summary y 

Thiss thesis describes the study assessing the impact of paediatric inflammatory bowel 
diseasee (IBD), which includes mainly Crohn's disease and ulcerative colitis, with respect to 
itss incidence, disease activity measurement and quality of life (QoL). It may seem quite 
obviouss upfront that this debilitating disease has an enormous impact upon the lives of IBD 
patientss in general, and that of children and adolescents in particular. But what constitutes this 
impactt exactly, how this impact should be measured and, most importantly, how the negative 
consequencess of having this disease can be decreased by (medical) interventions was yet 
unknown.. Decreasing physical symptoms is the main goal of medical treatment of patients 
withh IBD. However, in this thesis we have shown that decreasing physical symptoms alone 
mayy not be enough to improve patients' QoL: QoL comprises more than just physical 
symptoms.. Emotional and social functioning are influenced by having this chronic condition 
ass well. Thus the child and adolescent should also be guided in the process of growing up to 
becomingg an adult with a disease. The task of the physician is thereby to try and regulate this 
processs of maturation so that it resembles that of physically healthy peers. Hereby, ideally, a 
multi-disciplinaryy approach should be facilitated and undertaken, including specialist nurses, 
psychologists,, social workers, teachers, parents, and siblings, besides the medical specialist. 

Inn order to describe the impact of IBD upon paediatric health care in the Netherlands, the 
incidencee rate (the number of new cases per year) is the first parameter to assess. This gives a 
clearr picture of the magnitude of the problem in this country. In Chapter 1.1 we describe how 
wee used two extensive registry systems to try and estimate reliably the true incidence rate of 
paediatricc IBD in the Netherlands. All paediatricians in the Netherlands were asked to 
monthlyy report whether they had diagnosed a new child with IBD, and to report clinical 
characteristics.. In addition, a nation-wide database that assembles abstracts from pathology 
reportss from all hospitals in the Netherlands was searched for histological diagnosis of IBD in 
childrenn under 18 years old. Crosschecking of the data assembled through both registries was 
performedd to identify cases registered through both systems. This provided a very reliable 
incidencee rate. The total incidence was 7.2 per 105 children per year. The incidence increases 
exponentiallyy with age, which is in contrast with some other reports. However, the chronic 
characterr of the disease, as well as its variable clinical features make this disease difficult to 
registerr through active clinical case reporting by physicians only. Only 29% of the cases could 
bee identified through clinical registration only, while 95% could be identified through the use 
off  the pathology database only; 24% of the cases were registered through both registry 
systems. . 
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Inn Part II, the impact of Crohn's disease (CD) when measuring disease activity, is 
described.. An index assessing various aspects of CD symptomatology in childhood, called the 
PCDAI,, was developed in 1994 and was since then frequently used in clinical trials, even 
thoughh it had never been formally validated. In Chapter 2.1 its validation against the adult 
diseasee activity index is described. Both the PCDAI and the adult CDAI are concluded to 
reflectt disease activity in paediatric CD, but the PCDAI better discriminates between children 
withh various levels of disease activity (inactive, mild, moderate, or severely active disease) as 
assessedd by the physician. 

However,, over the years, many paediatric gastroenterologists expressed their concerns 
aboutt several items on the PCDAI, because of their relative insensitivity to short term disease 
activityy change. Examples of these items are peri-rectal disease, height velocity and extra-
intestinall  manifestations of disease. Furthermore, the PCDAI includes blood tests which are 
invasivee and frightening to children and inhibit the frequent computation of PCDAI scores. 
Therefore,, we undertook a study to assess the value of these criticised items with respect to 
theirr value in discriminating between children with various levels of disease activity, 
describedd in Chapter 2.2. It appeared that five out of the six criticised items can be omitted 
fromm the index without a significant loss of discriminative power of the index. 

Inn Part III the methodology of measuring the impact of IBD with respect to the QoL of 
children,, is described. A basic overview of measuring QoL in paediatrics is given in Chapter 
3.1.. The development of a new questionnaire is a time consuming process that should be 
performedd in methodologically sound ways, including large samples of patients. These are 
importantt requirements that explain instruments in paediatrics are still scarce. 

Inn Chapter 3.2, the original Impact instrument, a disease specific QoL instrument for 
childrenn with IBD developed in 1997 by Griffiths et al., is compared with the modified 
Impact-III  instrument, in a sample of Canadian, British and Dutch children with IBD. The 
originall  instrument was extensively modified based on pilot testing and sessions with 
questionnairee experts. The original and modified instruments are equivalent in content, 
howeverr children indicated a clear preference for the modified, simpler instrument. 

Inn Chapter 3.3 the validation of the modified Impact-II instrument is described in a Dutch 
samplee of 83 children with IBD. It is reliable, valid and discriminates well between children 
withh various levels of disease activity. However, test-retest reliability was only assessed in a 
smalll  sub sample, and responsiveness to change in QoL over time should be assessed in a 
largerr study. On international conferences researchers from many countries have expressed 
theirr interest in using this instrument in clinical studies. Therefore, cross-cultural translation 
andd validation procedures are now being conducted for several languages in order to enable 
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internationall  use of the Impact-II. Furthermore, at meetings with the European Society for 
Paediatricc Gastroenterology and Nutrition (ESPGHAN), the Impact-II was accepted as the 
onlyy disease specific instrument to measure QoL in paediatric IBD. 

Inn Chapter 3.4 a study is described comparing three response options in 120 children with 
variouss types of illnesses. Children regardless of their age or developmental level, preferred 
pre-definedd categorical response options, also known as Likert scale response options, as 
opposedd to the visual analogue response options. Therefore, we suggest that when new 
instrumentss are developed, the Likert type response options should be used to increase 
instrumentt feasibility for children. 

Inn Part IV the interpretation of QoL data gathered through questionnaires is described 
fromm various perspectives. First, a group of paediatric gastroenterologists was asked to rate 
thee importance of items gathered by children, to the QoL of their patients with IBD, as 
describedd in Chapter 4.1. The top 10 ranking of importance of items by physicians was quite 
dissimilarr to the top 10 ranking of importance of items by children themselves. Most 
strikingly,, physicians significantly over estimated the importance of four physical symptoms 
(botheredd by diarrhoea, embarrassed by bad odour, worried about having an accident of 
undeliberatelyy loosing stool, and worries about passing gas) while they underestimated the 
importancee of three other items (bothered by having to take medicines, worries about future 
healthh and worries about weight). We conclude that physicians' views of what issues and 
concernss are most important to children with IBD differ from those stated by the children 
themselves.. Physicians over estimate the importance of physical symptoms. Therefore, 
childrenn should be included in the development phase of instruments assessing health 
perceptionss of children, in order to include those items that are truly important to the children. 

Inn Chapter 4.2 the viewpoint of parents of children with IBD is assessed. Agreement 
betweenn parents rating the QoL of their offspring was sought with the rating of the children 
themselves.. Furthermore, since in clinical practice symptom reporting is often asked to 
parentss as well as children, we compared parent-child agreement for five symptoms. Parents 
appearedd to be quite adequate raters of their child's QoL when it concerns objective areas, but 
whenn more subjective areas are assessed, disagreement between parents and children occurs. 
Withh respect to symptom reporting, parents were quite capable of rating the amount of the 
fivee symptoms compared with how their children reported their symptoms. 

Inn Chapter 4.3 the QOL of children and adolescents with IBD was compared with that of 
healthyy peers, using a generic Dutch QoL instrument that provides normative data. 
Adolescentss with IBD have a moderately affected QoL compared with that of healthy peers. 
Impairmentt on motor functioning and autonomy was largest. This is a threat to gaining 
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independencee from caregivers, and a high occurrence of negative emotions which was also 
slightlyy higher in the IBD group, places patients at risk for depressive and behavioural 
disorders.. However, a generic instrument is often incapable of detecting smaller differences 
becausee of its superficial content. Therefore, the encountered differences between the patient 
groupss may in fact be larger than that found in our study. 

Inn Chapter 4.4 statistical techniques were used to assess the association between QoL and 
copingg styles adolescents with IBD use, both in disease related and in non-disease related 
situations.. Based on theory, the way in which an individual deals with stressful events was 
hypothesisedd to influence the outcome QoL. On the other hand, more severe disease activity 
iss often mentioned as an important factor influencing QoL. Our data show that adolescents 
withh IBD use more avoidant coping styles than healthy peers in non-disease related stressful 
situations.. Furthermore, QoL is equally associated with coping styles as with disease activity. 
Moree use of the so-called predictive coping style (in which the individual tries to predict the 
outcomee in order to prevent disappointment; hereby positive predictive thinking is often used) 
iss associated with a better QoL. This association is important for clinical practice, because if 
wee want to improve the QoL of patients with IBD, decreasing disease activity (through 
medicall  therapies) and increasing the use of predictive coping styles (through psychosocial 
interventions)) should be attempted simultaneously. 
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