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ABSTRACT

Background. Due to the increasing incidence of
inflammatory bowel disease (IBD) many patients are
being treated with biologicals and small molecules.
Data on advanced treatments in Slovenian IBD pa-
tients was lacking until recently. In the year 2020
Slovenia joined European UR-CARE Registry. This
article covers our second national epidemiological re-

port from UR-CARE Registry for the year 2023.

Aim. To characterise use of advanced treatments in
Slovenian IBD centres from inception of the registry

until October 2023.

Material and Methods. Total UR-CARE Registry data
were analysed with data lock on October 1%, 2023.

Results. Out of 3759 IBD patients treated in Slove-
nian IBD centres in the year 2023, 1289 of Crohn’s
disease (CD) and 811 of ulcerative colitis (UC) patients
received biological therapy. Overall, TNF-alpha inhi-
bitors were preferred as firstline therapy in CD (ada-
limumab (39.6%), infliximab (34.9%)), and in UC (inf-
liximab (35.5%), adalimumab (11.1%), golimumab
(9.2%)). Ustekinumab dominated second and third-
line biological therapy in CD (30.3%, 40.0%, respec-
tively) and vedolizumab in UC (35.2%, 33.8%, respec-
tively). Over half of patients persisted with their first
line treatment (CD 57.5%, UC 59.7%) at the end of
follow-up. Persistence rates were higher for firstline
ustekinumab (CD 77.7%, UC 81.8%) and vedolizu-
mab (CD 75.6%, UC 66.7%), than for TNF-alpha
inhibitors (infliximab: CD 47.1%, UC 45.5%, adali-
mumab: CD 49.1%, UC 40.0%). Prescription trends
changed in year 2023 in UC as vedolizumab was the
most common first line biological (57.7%). In CD,
also in year 2023 TNF-alpha inhibitors remained the
most common first line treatment chosen in slightly
more than half of the patients. Janus kinase inhibitors

use was low (104 patients).
Conclusions. Biological treatment patterns in Slo-
venia are comparable with those in the European

Union. In 2023 inhibitors of TNF-alpha remain the
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IZVLECEK

Izhodiséa. Incidenca kronicne vnetne c¢revesne bole-
zni (KVCB) naraséa in vse veé bolnikov je zdravljenih
z bioloskimi zdravili in malimi molekulami. Podatki
o naprednem zdravljenju slovenskih bolnikov s
KVCB so bili do nedavnega pomanjkljivi. Leta 2020
se je Slovenija pridruzila evropskemu registru UR-
CARE. V ¢lanku je zajeto nase drugo epidemiolosko

porocilo registra UR-CARE za leto 2023.

Namen. Opredeliti uporabo naprednih zdravil v slo-
venskih centrih za KVCB od pricetka registra do okt-
obra 2023.

Metode. Analizirali smo podatke o napredenem zdra-
vljenju bolnikov s KVCB, zbrane v UR-CARE regi-
stru do oktobra 2023.

Rezultati. V letu 2023 smo v Sloveniji zdravili 3759
KVCB bolnikov, od tega je biolosko terapijo prejelo
1289 bolnikov s Crohnovo boleznijo (CB) in 811 bol-
nikov z ulceroznim kolitisom (UK). Zaviralci TNF-alfa
so bili najpogosteje predpisano zdravilo prvega reda
pri CB (adalimumab (39,6 %) in infliximab (34.9 %))
in pri UK (infliximab (35,5 %), adalimumab (11,1 %)
in golimumab (9,2 %)). V drugi in tretji liniji bioloske
terapije pri CB je bil najpogosteje predpisan usteki-
numab (30,3 % in 40,0 %), pri UK pa vedolizumab
(35,2 % in 33,8 %). Ob izvozu podatkov iz registra je
vec kot polovica vseh bolnikov vztrajala z zdravilom
prvega reda (CB 57,5 %, UK 59,7 %), pri ¢emer je bil
delez vztrajajocih viji na ustekinumabu (CB 77,7 %,
UK 81,8 %) in vedolizumabu (CB 75,6 %, UK 66,7 %)
kot na zaviralcih TNF-alfa (infliximab: CB 47,1 %,
UK 45,5 %, adalimumab: CB 49,1 %, UK 40,0 %).
Trend predpisovanja bioloske terapije v letu 2023 se
je pri UK spremenil, najpogosteje predpisana prva
linija terapije je bil vedolizumab (57,7 %). Pri CB so
zaviralci TNF-alfa tudi v letu 2023 ostali najpogosteje
predpisana prva linija terapije. Uporaba zaviralcev

janus kinaz (JAK) je bila nizka (104 bolniki).

Zakljucki. Vzorci predpisovanja bioloskih zdravil v

Sloventiji so podobni kot v drugih drzavah Evropske
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most common first line treatment in CD, but not in
UC with vedolizumab being the most common first
line choice. Prescription of JAK inhibitors was low.

unije. Zaviralci TNF-alfa tudi v letu 2023 ostajajo naj
bolj pogosto predpisana bioloska zdravila prvega reda
pri bolnikih s CB. Bolniki z UK so imeli najbolj pogo-
sto predpisano kot prvo napredno zdravilo vedolizu-

mab. Uporaba JAK zaviralcev je bila nizka.

INTRODUCTION

Inflammatory bowel disease (IBD) is a chronic con-
dition that continues to increase in incidence world-
wide (1, 2). Several new treatments, including monoc-
lonal antibodies against tumour necrosis factor alpha,
integrins, interleukins, and Janus kinase inhibitors

(3), have become available in recent years.

Data on biological treatment in Slovenian IBD pa-
tients was lacking until recently. In the year 2020,
Slovenia joined European UR-CARE Registry. The
UR-CARE platform is an established register for pa-
tients with IBD in Europe. We started entering data
at the end of 2020 and our first national epidemiolo-
gical report from the register, which included 6 cen-
tres, was published in 2022 (4). This report suggested
that utilisation of biologicals in Slovenia was similar
to that in Western Europe. Still, TNF-alpha inhibitors
were the most prescribed biologicals in Slovenia in
2022. Another report (5) of Slovenian data suggested
that treatment patterns were similar in Slovenian IBD
centres, irrespective of whether being academic or

non-academic centres.

As UR-CARE Registry is a continuous project we aim
to analyse data every year. Since 2022 two additional
General Hospitals (GH) were included in UR-CARE
Registry — GH Slovenj Gradec and GH Nova Gorica,
adding to the granularity of the epidemiological data

in Slovenia.

This report is an update of Slovenian national UR-
CARE Registry data focusing on disease patterns and
treatment patterns with advanced drugs until October
2023.

MATERIALS AND METHODS

We analysed the biological treatment and januse ki-
nase treatment (JAK) (together referred as advanced
treatments) of inflammatory bowel disease (IBD) pa-
tients in Slovenia. Patient data was prospectively col-
lected from the UR-CARE Registry with data lock on
Ist October 2023. The registry included data from
the following medical centres: University Medical
Centre Ljubljana (UMC Ljubljana), University Medi-
cal Centre Maribor (UMC Maribor), General Hospital
Celje (GH Celje), General Hospital Izola (GH Izola),
General Hospital Jesenice (GH Jesenice), General
Hospital Slovenj Gradec (GH Slovenj Gradec), Dia-
gnostic centre Bled (DC Bled) and General Hospital
Nova Gorica (GH Nova Gorica). After the export of
the data from the UR-CARE registry, data collection
and analysis were performed using Microsoft Excel
software (version 2301, build 16.0.16026.20196) and
SPSS 21.0 (IBM Inc., Chicago, USA). Descriptive sta-
tistics are presented as the means + standard devia-
tions for parametric variables and percentages for
categorical variables. This study was approved by the
National Medical Ethics Committee of Slovenia (ID
0120-576/2019/7).

RESULTS

Patient characteristics

At this data lock the UR-CARE Registry included
3759 patients with IBD. The majority of patients
were diagnosed with Crohn’s disease (CD; 48.2%),
followed by ulcerative colitis (UC; 46.8%) and only a
small number of patients were diagnosed with IBD
unclassified (3.1%). A minority of data regarding the
diagnosis (2.0%) were missing from the registry and
were classified as missing. The genders were equally
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distributed (male 50.7%, female 48.6%, missing data
0.7%). The age at diagnosis was 35.4 (standard devi-
ation (SD) 15.3) and it was similar in most centres
with exception of GH Izola (40.4; SD 15.0), GH Jese-
nice (41.1; SD 17.3) and GH Slovenj Gradec (49.5;

The majority of patients (45.0%) have never smoked
and had no family history of IBD (71.5%). Only a
minority of patients (9.0%) had a positive family his-
tory of IBD. Family history data were missing in 735
patients (19.5%). Patient demographics are shown

SD 16.0). in Table 1.
Table 1. Patient characteristics
All centres| Ljubljana | Maribor | Celje Izola Jesenice ?;l::(fg Bled gg:ia::a
(N=3759) | (n2354) | (n=519) | (0278) |(n-273) |(n=109) | "*I00 | (n-85) | "L
Currnt age 48,5 48,4 46,4 47,4 53,3 50,5 49,4 46,2 48,6
[years] +15,8 +16,0 +15,0 +15,5 +15,0 [+17,3 +154 |=+12,8 |=+14,8
Age at diagnosis | 35,4 34,8 33,0 35,9 40,4 41,1 49,5 35,8 36.4
[years] +15,3 +15,5 +14,1 +14.,8 +15,0 |[£17.3 +16,0 |+12,6 |=*13,6
Gender
Mal 1905 1123 253 144. 134 58 48 44 21
ae (50,7%)  |[(47,7%) |(48,7%) |(51,8%) |(49,1%) [(53,2%) |(46,6%) |(51,8%) |(55,3%)
Femal 1825 1231 266 125 138 40 49 40 16
emale (48,6%)  [(52,3%) |(51,3%) |(45,0%) [(50,5%) |(36,7%) |(47.6%) |(47,0%) |(42,1%)
Missing info |29 (0,8%) |0 0 9 (1,2%) |1 (0,4%)| 11 (10,1%)| 6 (5,8%) | 1 (1,2%)| 1 (2,6%)
Status of follow-up (database)*
Oneoi 3671 2308 518 255 272 108 96 84 30
ngoms (97,7%)  |(98,0%) |(99.8%) |(98.8%) |(99.6%) |(99,1%) |(93,2%) |(98,8%) |(78,9%)
End of follow-up [ 47 (1,3%) |45 (1,9%)|1 (0,2%) |1 0 0 0 0 0
Missing info 41 1 0 22 1 1 7 1 8
& (11%)  |(0,1%) (3.2%) [(0,4%) |(0,9%) |(6,8%) [(1,2%) |(21.1%)
Diagnosis
Crohn’s di 1810 1134 277 136 14.2 35 38 37 11
rONN'S CISCASC | (48, 200) | (48,2%) | (53.4%) | (48,9%) [(52,0%) |(32,1%) | (36,9%) |(43,5%) | (28,9%)
Ulcerati lit 1758 1138 178 125 122 66 59 45 25
COTTVE COT (46,8%) | (48,3%) | (34,3%) | (45,0%) | (44.7%) | (60,6%) | (57,3%) | (52,9%) | (65,8%)
IBD unclassified | 117 (3,1%) | 82 (3,5%)| 14 (2,7%) | 7 (2,5%) |6 (2.2%)|5 (4,6%) |2 (1,9%) |1 (1,2%)| 0
Missing data | 74 (2,0%) |0 50 (9,6%) | 10 (3,6%)| 3 (1,1%)| 3 (2,8%) | 4 (3,9%) | 2 (2,4%)| 2 (5,3%)
Smoking
y 486 379 21 28 7 20 21 10 0
es (12,9%) |(16,1%) [(4,0%) [(10,0%) [(2,6%) |(18.3%) |(20,4%) |(11,8%)
Previous 767 661 31 31 6 16 16 6 0
smoker (20,4%) | (28,1%) |(6,0%) |[(11.2%) |(2.2%) |(14,7%) |(15,5%) |(7,1%)
N 1691 1279 79 120 25 65 58 62 3
0 (4.5,0%) (54,3%) |(15,2%) |(43.2%) |[(9,2%) [(59,6%) |[(56,3%) |(72,9%) |(7,9%)
Info not 396 26 20 86 232 5 2 5 20
available (10,5%) | (1L1%)  [(3.9%) [(30,9%) |(85,0%) |(4,6%)  [(1,9%) |(5.9%) |(52,6%)
.. 41 368 13 15
Missing info |} E ey | QO4%) | G000 | (dgey |3 (13 (28%) |6 (5.8%)| 2 (24%)] 30 50,
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Table 1. Continued

All centres Ljubljana | Maribor | Celje Izola Jesenice gl::;;i Bled gg:;ia
(N=3759) |(n=2354) |(@519) | @=278) |m=273) |@=109) | "I00 | (ne85) | O
Family history
283 11 10
Yes 338 0.0%)| (15 00 |13 @5%) | g g0 |6 2:2)|8(T.3%) | 7oy |7 8:2%)0
N 2686 2035 113 153 128 97 82 73 5
0 (71,5%) (86,4%) [(21,8%) |[(55,0%) |(46,9%) |(89,0%) |(79,6%) |(85,9%) |(13,2%)
Info not 100 136 4 3 19
available 305 (8,1%)| 24 (1,0%)| 19 (3.7%) | 36 or) | (49.8%) | © 3.9%) | (3,5%) |(50,0%)
. 430 374 14 14
Missing info (11.4%) 12 (0,5%) (72,1%) | (5.,0%) 3 (1,1%)[4 (3,7%) |7 (6,8%) |2 (2,4%) (36,8%)
Disease phenotype Disease extension for all Slovenian 1BD centres is

In three medical centres (UMC Maribor, GH Celje
and GH Izola), the majority of patients had CD. In
UMC Ljubljana, the proportion of patient with CD
and UC was comparable (CD 48.2%, UC 46.3%). In
other four medical centres (GH Jesenice, GH Sloven;
Gradec, GH Nova Gorica and DC Bled), more patients
had UC.

shown in Figure 1 for CD and Figure 2 for UC pa-
tients. Seventy-two percent of patients with CD had
ileal involvement and approximately half had colo-
nic disease. Approximately 40% of UC patients had
disease extension beyond the splenic flexure. Most,
but not all, patients with UC had an affected rectum
(96.4%).

Affected segments in patients with Crohn's disease
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Figure 1. Disease extension in patients with Crohn’s disease in all Slovenian Inflammatory bowel disease centres
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Disease extension in patients with ulcerative colitis
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Figure 2. Disease extension patients with ulcerative colitis in all Slovenian Inflammatory bowel disease centres

The proportions of CD patients with risk factors for
disease complications (ileal disease, perianal disease)
were similar in most centers, expect for GH Izola and
DC Bled, where more patients had ileal disease, and
GH Izola, GH Slovenj Gradec, GH Nova Gorica and
DC Bled, where less patients had perianal disease. In
total, perianal disease was detected in 354 (19.6%)
out of 1810 patients with CD.

Patients with CD were on average younger than pa-
tients with UC at diagnosis. The median age at dia-
gnosis for CD was 33.7 years (SD 15.1) and for UC
37.0 years (SD 15.3). Extraintestinal manifestations
(EIM) were present in 18.7%. Overall characteristics
of patients were similar between all medical centres.

Phenotype data for every IBD centre is shown in
Table 2.

Advanced treatments use in patients with
Crohn’s disease

In total, 1289 patients with CD received 2199 treat-
ment episodes with biological drugs. The most com-
monly prescribed firstline treatments (overall, from

inception of the registry) were TNI-alpha inhibitors
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(adalimumab 39.6% and infliximab 34.9%), followed
by vedolizumab (13.0%) and ustekinumab (12.2%).
As a second, third and fourth line of treatment, the
most frequently prescribed biological was ustekinu-

m Adalimumab  mInfliximab  m Ustekinumab = Vedolizumab

Figure 3. Choice of first line biological in Crohn’s disease
in 2023 in Slovenia
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Table 2. Disease phenotype in inflammatory bowel disease centres in Slovenia

A |ove  |ume jen jen e |G O ipe
centres | Ljubljana| Maribor | Celje  |Izola | Jesenice OV OV 1 Bled
Gradec | Gorica
Total number of 3750 [2354  [510  |278  |273  [109 103 |38 |85
patients with IBD***
Crohn’s disease® N | 1810 | 1134 277 136 142 |35 38 11 37
(%) (48,2%) | (48,2%) | (53,4%) | (48,9%) |(52,0%) | (32,1%) |(36,9%) | (28,9%) | (4:3,5%)
Ulcerative colitis**- N | 1758 1138 178 125 122 66 59 25 45
(%) (46,8%) | (48,3%) | (34.3%) | (45,0%) | (44,7%) | (60,6%) |(57.3%) | (65,8%) | (52,9%)
. 117 |82 14 7 6 5 2 1
IBDU - N (%) G.1%) |35% | @7%)  |@5%) |@2.2%) |@6%) |1,9%) |° (1,2%)
grOhniis_With sofated 1304|260 46 29 24 14 4 2 15
EOZ“O‘?aﬁSE’i‘)Sf' (21,8%) | (22,9%) | (16,6%) |(21.3%) |(16,9%) | (40,0%) |(10,5%)|(18,2%) | (40,5%)
Crohn‘s with
ileocolonic disease - N 63770/ R 99 O |t | 6 |(10.5%° 0
(0/0 of all CD) ( 9 0) ( ’ 0) ( 9 0) ( 9 0) ( 9 O) ( ” 0) ( 9 0)
Crohn's perianal - N | 354 235 63 26 15 6 4 1 4
(% of all CD) (19,6%) | (20,7%) | (22,7%) |(19,1%) | (10,6%) | (17,1%) |(10,5%)|(9,1%) |(10,8%)
Age at diagnosis CD 33,7 |33,0 32,5 34,2 (392 |40,1 37,1 36,3 33,5
[years] +15,1 [+15.4 +13,7 +14,7 |+14,5 |+17,2 +17,.4 [+124 |+10,1
Age at diagnosis UC  [37.0 | 36.4 33,7 37,0 41,7 [419 40,2 36,5 [37.7
[years] +15,3 [+15,2 +14.,6 +14,8 |+154 |+17.6 +17,8 [+14,3 [+14,3
bD.iSf’aS.e ‘?‘E.rt‘i‘ﬁt?“n“mﬂ 102 10,7 101 |79 |96 |87 87 |79 |94
1010g1C titiato 9,3 |+9,3 89 |83 [#9,3 [£74  [+9.6 |+806 |81
[years]
Extrantestinal g3 590 62 43 20 |29 0, 10
{;}:gi‘;ﬁ&%g;ﬁt‘ienm) (18,7%) | (22,1%) | (11,9%) |(15,5%) |(10,6%) | (26,6%) |(9,7%) (11,8%)

*UMC - University Medical centre, GH - General hospital, DC - Diagnostic centre, IBDU - inflammatory bowel

disease unclassified, CD - Crohn’s disease, UC - ulcerative colitis

mab (30.3%, 40.0%, 38.0%, respectively), followed by
vedolizumab (14.2%, 20.8%, 23.9%, respectively).

Patients with CD discontinued firstline biologicals
in 42.5% (548/1289), second-line biologicals in
18.2% (235/1289) and third-line biologicals in 7.1%
(92/1289). Detailed prescription sequence of biolo-
gicals in CD is shown in Table 3.

Drug utilization in year 2023

In the year 2023 the most common biologicals star-
ted as firstline treatment were TNF-alpha inhibitors
(adalimumab 29.4% and infliximab 23.3%), followed
by ustekinumab (24.8%) and vedolizumab (22.5%)

(Figure 3). Patients with CD started firstline biologi-
cal in year 2023 after a median of 2.53 months from
the diagnosis.

Out of 1289 patients with CD, 713 (55.3%) were still
treated with a firstline biological at the time of data
export, 267 (20.7%) with a second line and 116 (9.0%)
with a third-line biological. The proportion of patients
that persisted with the firstline biological was the
highest for ustekinumab (122/157, 77.7%), followed
by vedolizumab (127/168, 75.6%), infliximab (212/
450, 47.1%) and adalimumab (251/511, 49.1%). Num-
ber of patients with CD that persisted on specific bio-
logical are shown in Table 4.
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Table 5. Number of prescriptions (treatment episodes) in respective lines of therapy for ulcerative colitis (from inception of UR-CARE Registry)
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Advanced treatments use in patients with
ulcerative colitis

In UC, 811 patients received 1342 treatment episodes
with biologicals in total. The most commonly pres-

cribed firstline treatments (overall, from inception

of the registry) were TNF-alpha inhibitors (all TNF-
alpha inhibitors together 55.8%: infliximab 35.5%,
adalimumab 11.1% and golimumab 9.2%), followed
by vedolizumab (37.4%) and ustekinumab (6.8%).
As a second and third-line drug vedolizumab was the
most frequently prescribed among all biologicals
(35.2% and 33.8%, respectively) and ustekinumab as
a fourth line of treatment (47.5%).

Patients with UC discontinued firstline biologicals
in 40.3% (327/811), second-line biologicals in 18.6%
(151/811) and third-line biologicals in 4.9% (40/811).
The detailed prescription sequence of biologicals in
UC is shown in Table 5. Median time to initiation of
first line biological in 2023 was 3.63 months after
the diagnosis.

Drug utilization in year 2023

In the year 2023 the most common firstline treatment
was vedolizumab (57.7%), followed by TNI-alpha
inhibitors (all TNF-alpha inhibitors together 34.7%:
infliximab 19.3%, adalimumab 6.7% and golimumab
8.7%) and ustekinumab (7.7%) (Figure 4).

Prescriptions of JAK inhibitors among Slovenian 1BD
centers is presented in Table 6. Tofacitinib was pres-
cribed in 83 patients, filgotinib in 12 and upadaciti-
nib in 9 patients with UC. The proportion of patients
that persisted with JAK inhibitors was 45.8% (38/83)
for tofacitinib, 83.3% (10/12) for filgotinib and 77.8%
(7/9) for upadacitinib at the time of data lock.

Out of 811 patients with UC, 437 (53.9%) were still
being treated with a firstline biological, 130 (16.0%)
with a second line and 76 (9.4%) with a third-line
biological. The proportion of patients that persisted

with the firstline biological was the highest for uste-
kinumab (45/55, 81.8%), followed by vedolizumab
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® Adalimumab  mInfliximab ~ ® Golimumab  m Ustekinumab = Vedolizumab

Abdominal pain in Crohn's disease

® Mild ® Moderate m Severe = None

A 11,1,0%

Figure 4. First line biological in ulcerative colitis in 2023 Figure 5. Abdominal pain score in Crohn’s disease

(202/303, 66.7%), infliximab (131/288, 45.5%), ada  DISCUSSION

limumab (36/90, 40.0%) and golimumab (23/75,

30.7%). The number of patients with UC that persi-  This article covers our second national epidemiologi-

sted with biological treatment is shown in Table 7. cal report from UR-CARE Registry for the year 2023.
Our analysis demonstrated that the usage of advanced

(Clinical disease activity treatments in Slovenia is in line with other countries

Patient reported outcomes for CD
are summarized in Figure 5-7. Number of daily liquid stools in Crohn's disease

Majority of patients had no abdomi-
nal pain (75.8%), bowel movements
were normal (56.1%) and were gene-

rally feeling good (78.7%).
Patient reported outcome for UC are =0
summarized in Figure 8-10. =lor2
m3or4d
= 5 or more

Majority of patients had normal num-
ber of bowel movements (60.7%), no
rectal bleeding (80.3%) and normal
PGA (81.2%).

Figure 6. Daily liquid stools in Crohn’s disease
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in Western Europe. The strength of this study is that
we reported data on therapy used across 8 Slovenian
IBD centres, 2 academic and 6 non-academic centres.
Inhibitors of TNF-alpha remain the most common
first line drug in Crohn’s disease also in 2023 as this
was the drug of choice in approximately halt of the pa-

tients. In ulcerative colitis, vedolizumab was the most
common first line treatment in 2023 as this was pres-
cribed as first line biological in more than half of the
cases. JAK inhibitors not a common choice in Slove-

nia in 2023.

Disease phenotype and disease

General well-being in Crohn's disease

31;2,9%

location of our IBD patients was
roughly similar in all Slovenian
IBD centres and comparable with
those reported by others (6). Pro-
portion of extraintestinal manife-
stations were comparable with the
literature (7-9), but we might have
underestimated its true incidence
as data capture was insuftficient

m Bad across all centres. The observed
® Fair proportion of perianal fistulizing
= Good disease in patients with CD (19.6%)

was similar to reported literature
(10-14). In general, IBD phenoty-
pes and treatment choices were
comparable between all IBD cen-
tres (5). This can be explained with
good access and support from the

= (blank)

Figure 7. General well-being in Crohn’s disease

multidisciplinary meetings in acade-

mic centres.

Stool frequency score in ulcerative colitis

Treatment patterns
with biological the-
rapy were generally
in line with those
reported elsewhere
(6). More than half

of patients received

m > 5 stools more than normal
= 3 to 4 stools more than normal
= 1 to 2 stools per day more than normal

= Normal number of stools for patient

Figure 8. Stool frequency score in ulcerative colitis
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as a firstline treat-
ment, especially be-
fore the year 2019
when constraints on
choice of firstline bio-
logical were present
in Slovenia and vedo-
lizumab and usteki-
numab were reserved
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for second-line treatment. This will likely change in
the following years. In CD, adalimumab and inflixi-
mab were prescribed with similar frequencies. Howe-
ver, in UC infliximab was prescribed three times
more frequently than adalimumab or golimumab. Un-
fortunately, our report does not include analysis of

changing trends of firstline therapy over time. Howe-
ver, this would shed some light on prescription pat-
terns after release of constraints liming the choice
of firstline therapy. We did analyse the data for
year 2023 and noticed a significant increase in pro-
portion of UC patients treated with vedolizumab.

Consequently, vedoli-

Rectal bleeding score in ulcerative colitis.

5;0,5% 61; 5,8%

= Streaks of blood with stool less than
half the time

No blood seen

838; 80,3%

= Blood alone passes

= Obvious blood with stool most of the
time

zumab was the most
frequently prescribed
first-line treatment in
UC patients, this is dif-
ferent than the observa-

tions in previous years

(15-17).

We acknowledge some
important limitations
of our report. The most
important limitation of
this report is that data
entry was not complete
in all IBD centres in

Slovenia, particularly

in those which only

Figure 9. Rectal bleeding score in ulcerative colitis

recently joined the UR-
CARE registry. Also,

Physician global assessment score in ulcerative colitis

m 0 (Very well) =1 (Slightly below par) = 2 (Poor)

54;7,0% >;0,6%

3 (Very poor)

some centres did not update biolo-
gical use from the last report (4).
Additionally, not all centres that
treat IBD patients are included in
UR-CARE so far. Most centres only
entered patients treated with bio-
logicals, thus, we were not able to
compare the proportion of patients
treated with biologicals vs. conven-
tional drugs in different centres.
As report from UR-CARE registry
is a continues project, we hope that
in time we will be able to report
also on conventional therapy, com-
bined immunosuppression and also
drug optimization of biologicals as
this data would be important for
more accurate presentation of IBD

Figure 10. Physician global aassessment score in ulcerative colitis

therapy in use in Slovenia. Although
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we report on the use of JAK inhibitors for the first
time, these data should be interpreted carefully as
many IBD centres underreported its use. Also, follow-
up time was short, therefore persistence to treatment
with JAK inhibitors cannot be assessed at this stage.

In summary, the utilisation of biologicals in IBD in
Slovenia was similar to that in other countries of the
European Union in 2023. Inhibitors of TNF-alpha
remain the most common first line choice in Crohn’s
disease in 2023. However, in ulcerative colitis novel
biologicals (vedolizumab 58%, ustekinumab 8%) out-
numbered TNF-alpha inhibitors as firstline treatment
choice in 2023. Janus kinase inhibitors use was still
low in 2023 in Slovenia.

References

1. NgSC., Shi HY., Hamidi N., Underwood FE., Tang W., Benchimol
EL, et al. Worldwide incidence and prevalence of inflammatory
bowel disease in the 21st century: a systematic review of popula-
tion-based studies. Lancet Lond Engl 2017:390(10114,):2769-78.
Doi: 10.1016/S0140-6736(17)3244:8-0.

2. Mak WY., Zhao M., Ng SC., Burisch J. The epidemiology of
inflammatory bowel disease: East meets west. ] Gastroenterol
Hepatol 2020;35(3):380-9. Doi: 10.1111/jgh.14872.

3. Moreno LO., FerndndezTomé S., Abalo R. Biological Treatments
in Inflammatory Bowel Disease: A Complex Mix of Mechanisms
and Actions. Biologics 2021;1(2):189-210. Doi: 10.3390/bio-
logics1020012. . }

4. Supovec E, Tepes K, Sibli R, Znidargi¢ M, Pacénik Vizintin T,

Sodin B, et al. Utilisation of biologicals in inflammatory bowel

disease in Slovenia — report from UR-CARE registry for the year

2022. Uporaba bioloskih zdravil pri bolnikih s kroniéno vnetno

érevesno boleznijo v Sloveniji — podatki iz UR-CARE registra za

leto 2022. Slo J Dig Dis / Gastoenterolog 2023; 2, 3: 5-11.

Tepes K, Hanzel J, Stubljar D, Strmsek K, Erjavec L, Supovec E,

et al. Biological treatment approach to inflammatory bowel disease

is similar in academic and nonacademic centres - prime time for
decentralisation of inflammatory bowel disease care? Eur J Gas-

troenterol Hepatol 2024;36(6):728-734.

.CII

18 SLOJGASTROENTEROL. / GASTROENTEROLOG

10.

11.

12.

14.

15.

16.

17.

Huynh L., Hass S., Peyrin-Biroulet L., Duh MS., Sipsma H.,
Cheng M., et al. Real-World Treatment Patterns and Physician
Preferences for Biologics in Moderate-to-Severe Inflammatory
Bowel Disease: Retrospective Chart Review in Europe. Crohns
Colitis 360 2022;4(1):0tac001. Doi: 10.1093/crocol/otac001.
Greuter T, Vavricka SR. Extraintestinal manifestations in inflam-
matory bowel disease - epidemiology, genetics, and pathogenesis.
Expert Rev Gastroenterol Hepatol. 2019; 13:307-17.

Bernstein CN., Blanchard JF., Rawsthorne P., Yu N. The prevalence
of extraintestinal diseases in inflammatory bowel disease: a popu-
lation-based study. Am J Gastroenterol 2001;96(4):1116-22.
Doi: 10.1111/§.1572:0241.2001.03756 x.

Rogler G., Singh A., Kavanaugh A., Rubin DT. Extraintestinal
Manifestations of Inflammatory Bowel Disease: Current Concepts,
Treatment, and Implications for Disease Management. Gastroen-
terology 2021;161(4):1118-32. Doi: 10.1053/j.gastro.2021.07.042.
Zhao M., Lo BZS., Vester-Andersen MK., Vind 1., Bendtsen F.,
Burisch J. A 10-Year Follow-up Study of the Natural History of
Perianal Crohn’s Disease in a Danish Population-Based Inception
Cohort. Inflamm Bowel Dis 2019;25(7):1227-36. Doi: 10.1093/
ibd/izy374.

Lightner AL. Perianal Crohn’s Disease. Dis Colon Rectum
2020;63(8):1023-6. Doi: 10.1097/DCR.00000000000017438.
Schwartz DA., Loftus EV., Tremaine WJ., Panaccione R., Harmsen
WS., Zinsmeister AR., et al. The natural history of fistulizing
Crohn’s disease in Olmsted County, Minnesota. Gastroenterology
2002;122(4):875-80. Doi: 10.1053/gast.2002.32362.

Panés J., Rimola J. Perianal fistulizing Crohn’s disease: pathogenesis,
diagnosis and therapy.Nat Rev Gastroenterol Hepatol
2017:14(11):652-64. Doi: 10.1038/nrgastro.2017.104.
Gottgens KWA, Jeuring SFG, Sturkenboom R, et al. Time trends
in the epidemiology and outcome of perianal fistulizing Crohn’s
disease in a population-based cohort. Eur J Gastroenterol Hepatol.
2017; 29:595-601.

Dalal RS, McClure EL, Marcus J, et al. Comparative LongTerm
Drug Survival of Vedolizumab, Adalimumab, and Infliximab in
Biologic-Naive Patients with Ulcerative Colitis. Dig Dis Sci. 2023;
68:223-32.

Biemans VBC., van der Woude CJ., Dijkstra G., van der Meulen-
de Jong AE., Lowenberg M., de Boer NK., et al. Ustekinumab is
associated with superior effectiveness outcomes compared to
vedolizumab in Crohn’s disease patients with prior failure to anti-
TNF treatment. Aliment Pharmacol Ther 2020;52(1):123-34.
Doi: 10.1111/apt.15745.

Helwig U., Mross M., Schubert S., Hartmann H., Brandes A.,
Stein D., et al. Realworld clinical effectiveness and safety of
vedolizumab and anti-tumor necrosis factor alpha treatment in
ulcerative colitis and Crohn’s disease patients: a German retrospective
chart review. BMC Gastroenterol 2020;20(1):211. Doi: 10.1186/
s12876:020-01332-w.


https://slojgastroenterology.com

