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ABSTRACT

Background: The epidemiology and characteristics
of patients with Crohn’s disease have not been repor-

ted recently in Slovenia.

Aim: To present characteristics of patients with
Crohn’s disease treated at the inflammatory bowel
disease centre of University Medical Centre Ljubljana

Slovenia.

Methods: Prospectively collected data on patient
demographics and clinical, biochemical and endos-
copic activity were extracted from UR-CARE Registry
in October 2022.

Kiljucne besede: endoskopija, izhod zdravijenja, biomarkeri,
epidemiologija

IZVLECEK

Izhodisée: V Sloveniji nimamo posodobljenih poda-
tkov o epidemiologiji Crohnove bolezni in znaéilno-

stih bolezni.

Namen: Opisati znacilnosti bolnikov s Crohnovo
boleznijo, zdravljenih v Univerzitetnem klini¢nem

centru Ljubljana, Slovenija.

Metode: Prospektivno zbrane podatke o demograf-
skih znacilnostih bolnikov, klini¢ni, biokemic¢ni in
endoskopski aktivnosti bolezni smo izvozili iz UR-

CARE registra oktobra 2022.
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Results: In total 947 patients (48% women) with
Crohn’s disease were followed in our unit. The
median age was 48.7 years (interquartile range (IQR)
35.2-59.8). The median age at diagnosis was 29.0
years (IQR 20.3-42.4). The median disease duration
was 13.7 years (IQR 7.7-22.7 years). Family history
of inflammatory bowel disease was present in 9.3%
(64/691). 146/710 (20.6%) patients were smokers,
152/710 (21.4%) were previous smokers and 412/710
(58%) never smoked. The median body mass index
was 25.4 (IQR 22.7-28.5). Of most patients, 76.2%
(423/555) reported no abdominal pain. However,
only 55.3% (297/537) reported the absence of liquid
stools. Creactive protein was increased in 21% (49/233)
and faecal calprotectin in 29% (46/156) of patients.
In 52% (96/184) of patients, endoscopic remission
was observed. In total 63.4% (600/947) were treated
with biologicals (53.7% with TNF-alpha inhibitors,
31% with ustekinumab, and 15.3% with vedolizumab).

Conclusions: Approximately one-quarter of patients
with Crohn’s disease had clinically, biochemically or
endoscopically active disease despite the high propor-
tion of patients treated with biologicals.

Acknowledgements: We thank our study nurses
Carmen Sekuli¢ Bobnar, Tadeja Polanc and Andreja
Planinc for help with data collection.

Rezultati: Skupno se v nasem centru vodi 947 bolni-
kov (48 % zensk) s Crohnovo boleznijo. Mediana sta-
rosti je bila 48,7 let (interkvartilni razmak 35,2-59,8).
Mediana starosti ob diagnozi je bila 29,0 let (inter-
kvartilni razmak 20,3-42,4). Mediana trajanja bole-
zni je bila 13,7 let (interkvartilni razmak 7,7-22,7).
Pozitivno druzinsko anamnezo za kroniéno vnetno
¢revesno bolezen je imelo 9,3 % pacientov (64/691).
164/710 (20,6 %) je bilo kadilcev, 152/710 (21,4 %)
je bilo bivsih kadilcev in 412/710 (58 %) jih nikoli
ni kadilo. Mediana indeksa telesne mase je bila 25,4
(interkvartilni razmak 22,8-28,5). Vecina pacientov
(76,2 % oziroma 423/555) ni imela bolecin v trebuhu,
vendar pa je le 55,3 % (297/537) bolnikov ni imelo
tekocih odvajanj blata. C-reaktivni protein je bil povi-
San pri 21 % (49/233), fekalni kalprotektin pa pri
29 % (46/156). Endoskopsko remsijo je imelo 52 %
(96/184) bolnikov. Z bioloskimi zdravili je bilo zdra-
vljenih 63,4 % (600/9477) bolnikov (zaviralci TNF-alfa
53,7 %, ustekinumab 31 %, vedolizumab 15,3 %).

Zakljucek: Priblizno ena cetrtina bolnikov je imela kli-
ni¢no, biokemicno ali endoskopsko aktivno bolezen

kljub velikemu delezu bolnikov na bioloski terapiji.

INTRODUCTION

In the last few decades, the incidence of inflammatory
bowel disease (IBD) has increased (1). For some time
IBD was known as a disease of the Western world,
however, more recent data suggest a rapid increase in
IBD incidence in the Eastern part of the world (2).
This is most likely related to industrialisation and
the adoption of Westernised diet and lifestyle in the
East (3).

In Slovenia, epidemiological data on IBD have not
been updated since 2014. The last report by Baraga
et al. indicated that the incidence of IBD in Slovenia
has increased from 8.7/100.000 (from 1990 to 2000)

to 18.2/100.000 (from 2001 to 2012). In this report,
however, the characteristics of the disease such as
disease severity, extent and medical treatment have
not been reported (4).

Due to the lack of a prospective IBD registry in Slove-
nia, several Slovenian centres, including the clinical
department for gastroenterology of University Medical
Centre Ljubljana, joined the European registry - UR
CARE (United Registries for Clinical Assessment and
Research) in 2019. Here we report on the characte-
ristics of patients with Crohn’s disease treated at the
large IBD centre of University Medical Centre Lju-
bljana Slovenia using the UR CARE registry data for
the year 2022.
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METHODS

UR-CARE Registry

In this study, we analysed the characteristics of all
patients with Crohn’s disease treated at the University
Medical Centre Ljubljana Slovenia. UR CARE is an
initiative of the European Crohn’s and Colitis Orga-
nisation (ECCO) developed to facilitate daily patient
care (studying disease courses, the impact of treatment
on disease and outcomes of IBD) and research studies
in IBD (5). In this report, we included 947 patients
with Crohn’s disease treated in our hospital who had
at least one visit between October 2021 and October
2022. Patient data were extracted from the UR-CARE
Registry on October 15th 2022.

Data extraction

We extracted the data on the demographics of the
patients, such as sex, age, age at the time of diagnosis,
duration of disease, weight and body mass index.
Values were expressed as medians with an interquartile
range. We also analysed the data on disease extension,
disease activity and pharmacologic therapy. Disease
extension was reported as the maximum disease exten-
sion. Disease extension was assessed from all available
clinical data such as endoscopy, histology, cross-sec-
tional imaging, and surgical reports.

Clinical and biochemical disease activity

To assess clinical disease activity, we
used 3 components of the Harvey-
Bradshaw index (general well-being,
abdominal pain and number of liquid
stools per day) as those are collected
prospectively through the UR-CARE
interface in our centre. We used the
last available (most recent) value re-

ported in the Registry.

To assess biochemical disease acti-
vity, we extracted data on biomarkers

tectin) that were available in the Registry. Faecal cal-
protectin was measured with the Calprest assay with
a range from 15.6 to 500 mg/kg (Eurospital, Trieste,
Italy). To avoid false negative results, patients were
advised to collect the firstmorning stool sample and
to deliver it to the laboratory within 24 hours. C-reac-
tive protein was measured with the ADVIA 1800 Che-
mistry System (Siemens, Germany).

Endoscopy

Patients in our hospital have endoscopies performed
for establishing the diagnosis and to assess response
to treatment (6). For this report, endoscopic data were
collected retrospectively. For most of our endoscopy’s
composite (not per segment) Simple Endoscopic Score
for Crohn’s Disease (SES-CD) was reported. There-
fore, only the total SES-CD is reported in this report.
SES-CD is nowadays routinely used to determine the
endoscopic activity of Crohn’s disease. It assesses the
presence and size of ulcers, the extent of ulcerated
surface, the extent of affected surface and the presence
of narrowing in 5 segments of the digestive tract (rec-
tum, left colon, transverse colon, right colon, ileum).
Endoscopic activity is scored by composite points of
all segments (higher number meaning higher disease
activity: 0 to 2 points reflects endoscopic remission,
3-6 points for mild endoscopic activity, 7-15 points
for moderate endoscopic activity and more than 15
points for severe endoscopic activity) (7) (8). The asses-
sment of the SES-CD score is summarised in Figure 1.

SES-CD values \
0 1 2 3
None Aphthous Large ulcers  Very large
ulcers (Diameter 0.5-  ulcers
(Diameter 2cm) (Diameter
0.1-0.5 cm) >2 cm)
None <10% 10-30% >30%
Unaffected <50% 50-75% >75%
segment
None Single, can be Multiple, can Cannot be
passed be passed passed

(Creactive protein and faecal calpro-

8 SLoJouDD / GASTROENTEROLOG


https://szgh.si/publikacije/revija-gastroenterolog/

RESULTS

General demographic characteristics

Out of 1899 patients with Inflammatory bowel disease
followed in our centre at the time of data extraction,
947 (49.9%) were diagnosed with Crohn’s disease. Of
these, 456/947 (48.2%) were women and 491 (51.8%)
were men. The median patient’s age was 48.7 years
(interquartile range (IQR) 35.2-59.8), while the median
age at diagnosis of Crohn’s disease was 29.0 years
(IQR 20.3-42.4). The median disease duration was
13.7 years (IQR 7.7-22.7 years). Family history of
inflammatory bowel disease was reported in 9.3%
of patients (data available for 691 patients). Smo-
king data were available for 710 patients: 146/710

(20.6%) were smokers, 152/710 (21.4%) were pre-
vious smokers and 412/710 (58%) never smoked.
Information about Body mass index (BMI) data
were available for 303 patients. Median BMI was
25.4 (IQR 22.7-28.5).

Maximum disease extension is shown in Figure 2.
Clinical disease activity

Data on clinical disease activity are summarized in
Figure 3 (general well-being, data available for 556
patients), Figure 4 (abdominal pain, data available for
555 patients) and Figure 5 (number of liquid stools
per day, data available for 537 patients).
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Figure 2

GENERAL WELL-BEING
(N=556)

poor

(B6.9%)

ABDOMINAL PAIN (N=555)

severe (0.23%)

NUMBER OF LIQUID STOOLS
PER DAY (N=537)

5 or more
(6.9%)

0 (55.3%)

Figure 3 Figure 4

Figure 5
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Biochemical disease activity

Faecal calprotectin and C-reactive data were available
for 156/947 (16.5%) and 233/947 (24.6%) patients,
respectively. Results are summarised in Figures 6
and 7.

Fecal calprotectin (n=156)
80% 71%
63%
60%
40% 29%
0%
<16 mg/kg <100 mg/kg <150 mg/kg
Figure 6
Endoscopic

CRP (mg/L) (n=233) disease activity

Endoscopic data were
available for 184,/947
(19%) of patients.
Endoscopic activity as

assessed by SES-CD

score is shown in

= CRP<5

CRP>5

Figure 8.

Figure 7

Biological therapy

At the time of data extraction, 600/947 (63,4%)
patients with Crohn’s disease were treated with bio-
logical treatment. The distribution of different bio-
logical drug classes is shown in Figure 9.

DISCUSSION

In this study, we report on the large single-centre
cohort of patients with Crohn’s disease treated at the
tertiary referral centre. Around two-thirds of patients
had small bowel disease, and one in five patients suf-
fered from perianal involvement. Therefore, it is not
surprising that 63% of this refractory cohort were trea-
ted with biologicals. Still, as many as 20% of patients
had clinically, biochemically or endoscopically active

disease.

As expected, the most commonly affected segment
was the terminal ileum (affected in 72.1% of patients),
which is in line with other reported cohorts. A natio-
nal study in Colombia found that 37.7% of Crohn’s
disease patients had the ileocolonic disease and 37.1%
had isolated terminal ileum disease (9). Epidemiolo-
gical data from Malaysia shows that 22.7% of patients
with Crohn’s disease had isolated ileal disease and
47.7% ileocolonic disease (10). Similarly, our 18.7%
rate of perianal fistulizing disease is in line with
other reports (11, 12). For example, 19% of Danish

ENDOSCOPIC ACTIVITY ASSESSED BY SES-CD
(N=184)

moderate
endoscopic
activity - 20%
(7-15 points)

remission - 52%
(0-2 points)

mild endoscopic
activity - 24%
(3-6 points)

BIOLOGIC THERAPY (N=600)

interleukin
12/23

inhibitars

(31%)

TNF-alpha
inhibitors
integrin (53.7%)
inhibitors
(15.3%)

Figure 8
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nationwide cohort study patients developed perianal
disease (13).

In 46% of cases, new terminal ileum was affected in
our cohort. Since many patients in our centre as per
local clinical practice received postoperative prophy-
lactic treatment with TNF-alfa inhibitor we might
have underestimated postoperative Crohn’s disease
recurrence. This is reflected in higher recurrence
rates reported in cohorts without such an approach,
where as many as 36% to 86% have endoscopic evi-
dence of disease activity in the new terminal ileum by

10 years of surgery (14-16).

The great majority of patients in our cohort had good
control of clinical symptoms as evidenced by no or
mild abdominal pain. Although this is of paramount
importance for a patient’s quality of life it is still
important to achieving biochemical remission and
endoscopic remission to prevent delayed complica-
tions. Therefore, an increased CRP of 21% and faecal
calprotectin of 29% stress that many of our patients
still did not have complete disease control. Since
these two biomarkers are determined at routine visits,
we believe that this estimation of disease burden is
correct. This 1s even more worrisome since it has
been reported that as many as 15% of patients fail to
generate a CRP response to active inflammation in
the bowel (17). By setting more stringent criteria (i. e.
decreasing faecal calprotectin cut-otf values) for bioc-
hemical remission even more patients failed to achieve
biochemical disease remission.

Our results show that 52% of patients had no endos-
copic activity as assessed by the SES-CD score, mea-
ning they were in endoscopic remission at the time of
performing the endoscopy. However, it is important
to mention that endoscopies were indicated for diffe-
rent reasons (e. g. dysplasia surveillance). Also, data
were available only for 184/947 (19%) of patients.
For these reasons, our endoscopic data should be
interpreted carefully. Because of these limitations, we
believe that our endoscopic data are an overestimation

of disease control in our cohort.

The proportion of patients treated with biologicals
in our cohort was high compared to Eastern Europe
(18) but in line with West Europe and the USA (19,
20). Inhibitors of TNF-alpha were used in the majority
of patients. We, however, did not have data on chan-
ging trends for the prescription of novel biologicals
in our cohort, such as vedolizumab or ustekinumab.
Also, we did not have data on disease duration at the
start of biologicals (21). Also, therapeutic drug moni-
toring, with the potential for improving outcomes,
has only recently been tully incorporated into clinical
practice in our hospital (22). Because of these limita-
tions, we were not able to assess whether low rates of
disease control could be explained by delayed initia-
tion of biologicals.

In conclusion, despite high access to biologicals in
Slovenia, still up to one-quarter of patients had clini-
cally, biochemically and endoscopically active disease.
This underlines the need for future drug development

for patients with Crohn’s disease.
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