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ABSTRACT

Background: The epidemiology of ulcerative colitis
has not been reported in Slovenia since 2014. The-
refore, there is a great need for an update of these
data.

Aim: To characterize patients with ulcerative colitis
treated in a large tertiary referral centre, University

Medical Centre Ljubljana, Slovenia.

Methods: We performed a cross-sectional analysis
using the UR-CARE Registry. The data were expor-
ted in October 2022.

Results: At the time of data extraction 932 patients
with ulcerative colitis were treated at our centre (55%

Kljuéne besede: endoskopija, bioloska terapija, klinicni
indeksi, celjenje sluznice

IZVLECEK

Izhodisce: Zadnjo posodobitev epidemioloskih poda-
tkov o ulceroznem kolitisu smo v Sloveniji napravili
2014. Posledicno obstaja velika potreba po osvezitvi
teh podatkov.

Namen: Opisati znacilnosti bolnikov z ulceroznim
kolitisom, zdravljenih v terciarnem centru (Univerzi-
tetni kliniéni center Ljubljana, Slovenija).

Metode: Napravili smo presecno raziskavo s podatki,
zbranimi preko registra UR-CARE. Izvoz podatkov

smo napravili oktobra 2022.

Rezultati: V ¢asu zajema podatkov je bilo v nasem
centru zdravljenih 932 bolnikov z ulceroznim koli-
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female). In 44% of these patients disease extension
was pancolitis. Most patients were in clinical remission
with a stool frequency score < 1 in 419/507 (83%),
a rectal bleeding score of 0 in 393/507 (78%) and a
physician global assessment score < 1 in 393/432
(91%) patients. Similarly, most patients were in bioc-
hemical remission with normal Creactive protein
in 141/178 (79%) and normal faecal calprotectin in
76/134 (75%) patients. However, among 189 patients
with available recent endoscopic data only 113 (60%)
patients had the endoscopically inactive disease (endo
Mayo score 0 or 1). Most patients were treated with
aminosalicylates, but 276/932 (41%) were treated with
advanced therapy (inhibitors of TNF-alfa: 155/378
(41%), vedolizumab: 149/378 (39%), ustekinumab:
56/378 (15%), tofacitinib: 18/378 (5%)).

Conclusion: Most patients with ulcerative colitis
enjoyed clinical remission. However, despite the
high level of utilization of advanced treatment, many

patients had endoscopically active disease.

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

tisom (55 % Zensk). Obseg bolezni je bil pri 44 % bol-
nikov pankolitis. Vecina bolnikov je bila v klini¢ni
remisiji z dnevno frekvenco < 1 pri 419/507 (83 %),
z indeksom rektalne krvavitve 0 pri 393/507 (78 %)
in globalno oceno zdravnika < 1 pri 393/432 (91 %)
bolnikih. Podobno je bilo z biokemi¢no remisijo, saj
je imelo normalen C-reaktivni protein 14:1/178 (79 %)
ter normalen fekalni kalprotektin 76/134: (75 %) bol-
nikov. Po drugi strani pa je imelo le 113/189 (60 %)
bolnikov endoskopsko neaktivno bolezen (endo Mayo
0 ali 1). Vecina bolnikov je bila zdravljenih z amino-
salicilati, 278/932 (41 %) pa je prejemalo napredno
terapijo (zaviralce TNF-alfa: 155/378 (41 %), vedo-
lizumab: 149/378 (39 %), ustekinumab: 56/378
(15 %), tofacitinib: 18/378 (5 %)).

Zakljucek: Vecina bolnikov z ulceroznim kolitisom
je bila v kliniéni remisiji. Po drugi strani pa je imelo
veliko bolnikov $e vedno endoskopsko aktivno bole-
zen, kljub velikemu delezu bolnikov, zdravljenih z

naprednimi terapijami.

INTRODUCTION

Ulcerative colitis is a subtype of inflammatory bowel
disease. This lifelong condition is characterized by
inflamed colonic mucosa. Clinically it manifests with
flares and remissions. Disease incidence increased in
the last 20 years. The condition is more prevalent in
the northern, more industrialized parts of the world

[1].

In Slovenia, epidemiological data on inflammatory
bowel disease have not been updated since 2014.
The last report by Baraga et all. indicated that the
incidence of ulcerative colitis doubled in a short
period from 4.6/100 000 to 8.9/100 000 inhabitants
in Slovenia. Unfortunately in this report, the charac-
teristics of the disease such as disease severity, extent

and medical treatment have not been reported [2].
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This study aimed to report on disease burden and
treatment patterns of patients with ulcerative colitis
treated at tertiary referral inflammatory bowel disease
centre of the University Medical Centre Ljubljana Slo-
venia by analysing prospectively collected data in the
UR-CARE Registry in the year 2022.

METHODS

UR CARE Registry

In this cross-sectional study, we analysed the charac-
teristics of all patients with ulcerative colitis treated
at the University Medical Centre Ljubljana Slovenia.
Patient data were extracted from the UR-CARE Regi-
stry. UR-CARE registry is European Registry used to
prospectively collect patient data, such as disease de-

mographics, disease activity, complications of disease,
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treatment and similar. In this report, we included 932
patients with ulcerative colitis treated in our hospital
who have had at least one visit between October 2021
and October 2022 in our outpatient unit. For the

report, we extracted data from the Registry on October
15, 2022.

Data extraction

We extracted the data on the demographics of the
patients, such as sex, current age, age at the time of
diagnosis, duration of the disease, weight and body
mass index. Values were expressed as medians with
interquartile ranges. We also analysed the data on
disease extension, disease activity and pharmacologi-

cal therapy.
Clinical and biochemical disease activity

To assess biochemical disease activity, we extracted
data on biomarkers that were available in the registry.
Disease activity in ulcerative colitis is typically assessed
by measuring inflammatory markers such as C-reac-
tive protein and faecal calprotectin. In our hospital,
normal Creactive protein is less than 5 mg/l. Faecal
calprotectin was measured with an immunoenzymatic

assay (Calprest ELISA assay, Eurospital, Trieste, Italy).

Clinical disease activity was measured using a stan-

dardised partial Mayo score. Partial Mayo score asses-
ses 3 parameters that reflect disease activity (a higher
score implicates higher disease activity) (Table 1).
Partial Mayo score was measured in every patient at
every outpatient unit visit by a standardized question-
naire (question on stool frequency and rectal bleeding
was answered by the patient, question “physician glo-
bal assessment’ was answered by the treating physician
or an inflammatory bowel disease specialized nurse).

Endoscopy

Patients in our hospital have endoscopies (either full
colonoscopy or rectosigmoidoscopy) performed for dia-
gnosis and to assess the response to treatment. Endos-
copic disease activity was assessed using the endoscopic
Mayo score (range 0 to 3, a higher score implicates hig-
her disease activity) (Figure 1).

Pharmacological treatment

We also extracted data on current medical treatment
for patients that were treated with biologicals at the
time of data extraction. At that time data on conven-
tional treatment was not yet available, therefore these

are not reported here.

Table 1. The assessment of partial Mayo score through the 3 parameters. The patient can get up to 3 points for each

parameter, the total possible count is 9 points

Daily stool frequency Rectal bleeding Physician's global assessment
Normal None Very well
(0 points) (0 points) (0 points)
1-2 stools more than normal Streaks of blood less than half times Slightly below par
(1 point) (1 point) (1 point)
34 stools more than normal Obquus blood with stools more than Poor
. half times .
(2 points) @ points) (2 points)
5 or more stools than normal Blood alone passes Very poor
(3 points) (3 points) (3 points)
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Figure 1. Endoscopic activity of ulcerative colitis (adapted from [24])

RESULTS

At the time of data extraction, 932 patients with ulce-
rative colitis were registered in our Inflammatory
Bowel Disease unit.

Patient characteristics

Both sexes were affected almost equally with 55% of
the patients being women and 45% men. The median
age of the patients was 46 years (interquartile range
(IQR) 35-60 years). The median age at the time of the
diagnosis of ulcerative colitis was 33 years (IQR 23-46
years). Family history data on inflammatory bowel
disease were available for 781/932 (84%) patients.
Of these 9% had a positive tamily history of inflam-
matory bowel disease. Data on smoking were available
for 771/932 (83%) patients. Nine per cent were active
smokers, and 23% were former smokers. Body weight
data were available for 450/932 (48%) patients. Me-
dian body weight was 74 kg (IQR 64-85 kg), median
body mass index was 24.6 (IQR 21.8-28.2).
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Clinical and biochemical disease activity

Clinical disease activity as assessed by partial Mayo
score is shown in Table 2.

Daily stool frequency and rectal bleeding data were
available for 507/932 (54%) patients. Physician’s glo-
bal assessment data were available for 432/932 (46%)

patients.

Data on Creactive protein was available for 178/932
(19%) patients. This was normal in 79% of patients.
Faecal calprotectin measurements were available for
134/932 (14%) patients. Faecal calprotectin was below
100 mg/kg (consistent with biochemical remission)
in 57% of patients.

Endoscopy
Data on maximal disease extension were available for

most patients from patient documentation. In the
majority of patients, the disease affected the left side
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Table 2. Clinical disease activity (partial Mayo score)

Daily stool Normal 1-2 stools more than |3-4 stools more than 5 or more than
frequency orm normal normal normal
306 (60%) | 113 (22%) 49 (10%) 39 (8%)
. Streaks of blood less | Obvious blood with stool
Rectal bleeding None than half time more than half times Blood alone passes
393 (78%) |71 (14%) 40 (7.4%) 3 (0.6%)
Physician's global .
assessment Very well Slightly below par | Poor Very poor
317.(73%) |76 (18%) 34 (8%) 5(1%)

of the colon (sigma and rectum). The specific data

for each segment of the colon are shown in Figure 2.

Among 189 patients with available recent endoscopic
data only 113 (60%) patients had the endoscopically
inactive disease (endo Mayo score 0 or 1), and other
patients had the active disease (endo Mayo score > 2).

Current biological treatment

Among 932 patients with ulcerative colitis 378 patients
(41%) were receiving biological treatment. Among
these, 155/378 (41%) patients were treated with TNF-
alfa inhibitors, 149/378 (39%) with anti-integrin vedo-
lizumab, 56/378 (15%) with I1.-12/23 inhibitor uste-
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Figure 2. Disease extension in patients with ulcerative colitis
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kinumab and 18/378 patients (5%) were treated with
Janus kinase inhibitor tofacitinib.

DISCUSSION

In this study, we report on the phenotype and treat-
ment patterns of patients with ulcerative colitis treated
in a large tertiary referral centre. Therefore, it is not
surprising that more than one-half of patients had
pancolitis. Also, 41% of patients were treated with
advanced therapies reflecting a resistant patient popu-
lation. In general, disease control was adequate as

most patients were enjoying clinical remission.

The characteristic of patients in our study is similar
to those reported by other [1.3-5]. Of note, the pro-
portion of patients with pancolitis was high, but we
attributed this to the fact that our centre is a tertiary
referral centre.

The majority of our patients were enjoying clinical
remission. Remission rates in our cohort are generally
in line with some other studies across the world [3-6].
In a Danish population study around 50% of patients
were in remission at any time [7]. In another Danish
study, 77% of patients with ulcerative colitis were in
clinical remission [6]. Complete normalization of stool
frequency was observed in only 60% of our patients.
This suggests that structural changes to the bowel wall
or functional disorders might drive symptom burden
also after the elimination of inflammation by different
treatments. However, a stool frequency score of 1 or
less was present in most patients, thus the quality of
life of our patients was still high. We, however, failed
to record data on faecal urgency, an evolving treat-
ment target that seems to play a major role in the

quality of life of patients with ulcerative colitis [8].

According to the definition of remission [9-14] the
majority of our patients were in clinical remission
defined as stool frequency stool <I combined with a
rectal bleeding score of 0. This is reassuring since the
correlation of clinical remission to endoscopic impro-
vement is good [15]. Our remission rates reflect real-

life study design since these are typically higher than
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those observed in clinical trials that use more stringent

criteria [5, 10, 14, 16-19].

Sixty per cent of our patients achieved endoscopic
improvement defined as a Mayo endoscopic score of
<I. This reflects patient selection for endoscopy as
predominantly patients with symptoms suggestive of
active disease were considered for endoscopy. Still,
endoscopic improvement rates were similar to those
observed in clinical trials [20]. Conversely, biomarkers
are part of the routine work-up of patients in our unit.
Because of this, we believe that clinical scores in this
crosssectional analysis better reflect the disease acti-
vity of our cohort than endoscopy.

The majority of patients had normal C-reactive protein,
consistent with disease remission. However Creactive
protein is not a reliable marker of disease activity in
ulcerative colitis [21]. Roughly half of the patients in
our study had elevated faecal calprotectin values.
Since faecal calprotectin is part of the routine asses-
sment of patients at our outpatient unit, we believe
that this estimation of the disease activity of our
cohort is valid. This reflects the huge therapeutic gap

in the management of patients with ulcerative colitis.

Utilization of biologicals among our patients with
ulcerative colitis was high, but in line with rates repor-
ted in Western Europe and the United States of Ame-
rica [22]. This reflects excellent access to biologicals
in Slovenia, where all biologicals are available for the
treatment of ulcerative colitis. However, the percentage
of patients treated with tofacitinib was low. This could
be due to the safety issues reported recently [23].

In summary, a significant proportion of patients with
ulcerative colitis in Slovenia suffer from active disease,
despite the high access to advanced treatments. This
reflects the therapeutic gap that needs to be addressed
in drug development.
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