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Summary

Introduction. Primary sclerosing cholangitis is a progressive inflammatory disease of
biliary tract that may be concurrent with inflammatory bowel disease. The predominant
phenotype of IBD is ulcerative colitis. The paediatric data concerning the course of inflam-
matory bowel disease in those patients is scarce.

Aim. To assess the course of inflammatory bowel disease in paediatric primary scleros-
ing cholangitis.

Material and methods. We retrospectively reviewed medical charts of 10 children with
primary sclerosing cholangitis and inflammatory bowel disease. Inflammatory bowel dis-
ease diagnosis was based on clinical, endoscopical and histological data.

Results. Ten children (7M/3F) mean age 10.7 and 10.5 at PSC and UC onset respec-
tively were enrolled. Nine children had ulcerative colitis diagnosed while Crohn disease
was diagnosed in one case. Five patients had no macroscopic lesions and UC diagnosis
was based on signs of mucosal inflammation in histology. Three patients had pancolitis
and one left-side colitis. Severity of inflammation in UC was moderate in 3 cases. The treat-
ment regimen at the onset consisted of aminosalicylates and ursodeoxycholic acid. At the
end of follow up 9 patients remaind in clinical remission. The patient with CD progressed
to splenic flexure stenosis.

Conclusions. The course of IBD associated with PSC is benign. None of the children
experienced severe colitis nor underwent colectomy.

Streszczenie

Wstep. Pierwotne stwardniajgce zapalenie drég zétciowych (PSC) jest postepujaca za-
palng chorobg drdg zo6tciowych, ktdéra moze wspdtwystepowaé z nieswoistym zapaleniem
jelit (IBD). Gtownym fenotypem IBD jest wrzodziejace zapalenie jelita grubego. Nieliczne
prace oceniajg przebieg nieswoistego zapalenia jelit w tej grupie pacjentow.

Cel pracy. Ocena przebiegu nieswoistego zapalenia jelit u dzieci z pierwotnym stward-
niajgcym zapaleniem drég zoétciowych.

Materiat i metody. Retrospektywnie oceniono historie choréb 10 dzieci z pierwotnym
stwardniajgcym zapaleniem drég zo6tciowych oraz nieswoistym zapaleniem jelit. Diagnoza
IBD zostata postawiona na podstawie objawéw klinicznych, wynikow badan endoskopo-
wych i histologicznych.

Wyniki. Dziesiecioro dzieci (7 chtopcéw i 3 dziewczynki) wigczono do badania, $red-
nia wieku rozpoznania PSC i IBD wynosita odpowiednio 10,7 oraz 10,5 roku. U 9 dzieci
rozpoznano wrzodziejgce zapalenie jelita grubego, a u jednego chorobe Crohna. Pieciu
pacjentow nie miato zmian makroskopowych w endoskopii, a rozpoznanie postawiono
w oparciu o badanie histologiczne. Zmiany zapalne u 3 dzieci wystepowaty proksymalnie
do zagiecia watrobowego, u jednego pacjenta byly zlokalizowane lewostronnie. W 3 przy-
padkach zmiany zapalne miaty umiarkowane nasilenie. Leczenie sktadato sie z preparatu
kwasu 5-aminosalicylowego oraz kwasu ursodeoksycholowego. Na zakonczenie obser-
wagcji 9 pacjentdow byto w remisji klinicznej. Pacjent z chorobg Crohna rozwingt zwezenie
w zagieciu $ledzionowym.

Whioski. Przebieg IBD zwiazanego z PSC jest tagodny. Zadne z dzieci nie doéwiadczy-
fo ciezkiego zaostrzenia choroby podstawowej ani nie wymagato kolektomii.
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INTRODUCTION

Primary sclerosing cholangitis (PSC) is a chronic
cholestatic inflammatory disease of intra and extra he-
patic biliary tract of unkown etiology. It leads to liver
cirrhosis and end stage liver disease. The incidence
of PSC is estimated at 0.2 cases per 100 000 chil-
dren (1). The only treatment option is orthotopic liver
transplantation with median time free of liver transplan-
tation 12.7 years (2). In up to 80% of cases PSC may
be concurrent with underlying inflammatory bowel dis-
ease (IBD) predominantly ulcerative colitis (UC) (1, 2).
On the other hand 9.9% patients with UC will develope
PSC (1, 3). The adult phenotype of IBD in PSC is dis-
tinctive. The main features are pancolitis, rectal spar-
ing, backwash ileitis, frequently asymptomatic course,
increased risk of colon cancer and cholangiocarcino-
ma (4). Paediatric data describing PSC/IBD phenotype
are scarce. So far released paper showed consistent
with adults results where pancolitis and rectal sparing
were observed in 89.7 and 24.3% respectively. Both
features were more frequently observed in PSC/IBD
than in UC alone (5, 6).

AIM

We describe the course of inflammatory bowel dis-
ease in children with PSC.

MATERIAL AND METHODS

We retrospectively reviewed the medical charts of
children with PSC and concurrent IBD. Clinical, ra-
diographic, laboratory, histological, serological data
was collected. IBD diagnosis was based on clinical,
endoscopical, histological data according to Revised
Porto Criteria (7). The extension of the disease was
assessed with Paris classification. The severity of mu-
cosal inflammation was assessed according to Mayo
score (8). PSC diagnosis was based on clinical, bio-
chemical, cholangiographic examination and/or liver
biopsy results. The cholangiographic findings includ-
ed multifocal strictures and segmental dilations. His-
tological records were reviewed to find characteristic
for PSC onion skin fibrosis. In those patients who had
elevated levels of 1gG, gammaglobulins and inter-
face hepatitis in liver biopsy autoimmune sclerosing
cholangitis was diagnosed (9). The initial treatment
consisted of aminosalicylate (ASA) and ursodeoxy-
cholic acid (UDCA) in IBD and PSC respectively. Ster-
oids (ENC) and azathioprine (AZA)were introduced
if features of autoimmune hepatitis were present.
The primary endpoint was to analyze the phenotype
and course of IBD with incidence of IBD, rate of exac-
erbations and colectomies.

RESULTS

Ten children were enrolled. There is male pre-
dominance in the study (7M/3F). The average age
at the diagnosis were 10.7 and 10.5 for PSC and IBD
respectively. Timing of the diagnosis is described in
table 1.
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Tab. 1. Timing of IBD diagnosis

PSC first 4 cases

Simultaneously 3 cases

IBD first 3 cases
IBD course

According to endoscopic findings 9 patients were diag-
nosed with ulcerative colitis while one patient presented
features of Crohn disease. Half of the patients had no
macroscopic lesions, another 3 patients had pancolitis
and 1 left sided colitis. Severity of inflammation was mod-
erate in 3 cases and mild in one case. None of the children
had severe macroscopic inflammation in endoscopy Rec-
tal sparing was observed in one case while none of the
patients had back wash ileitis. Patient with Crohn disease
had duodenal ulcers and distal 1/3 ileum and limited ce-
cal disease according to Paris classification. Patients with
no macroscopic findings had microscopic lesions mainly
cryptitis and crypt abscesses.

The initial treatment regimen consisted of 5-ASA in
almost half of the patients. One patient had induction
of remission with ENC and another received 5-ASA with
AZA. One patient received no treatment at the onset of
the disease. Relapse of the UC occurred in a single patient
with moderate pancolitis in colonoscopy. The remission
was induced with tapering dose of steroids. At the end of
follow up 9 patients were in clinical remission. The treat-
ment consisted of 5-ASA and AZA in 6 and 1 patient re-
spectively. Three patients received no treatment due to
deep remission. Five patients underwent surveillance
endoscopy, mean time from diagnosis 4 years. In each
patient no macroscopic lesions were observed. Patient
with CD had aftous lesions confined to the ascending co-
lon and splenic flexure stenosis. There was no need to
use biological treatment and rescue therapies in course
of steroid refractory/dependant UC. None of the patients
underwent colectomy due to severe flare of UC.

PSC characteristic

Features of autoimmune sclerosing cholangitis were
present in 9 of the patients. At the disease diagnosis
mean laboratory values of ALT, AST, GGTP were 119.5,
99.2, 238.6 U/L respectively. Bilirubin level was within
the range in 9 children, average 0.43 mg/dL. The most
frequently detected antibodies were ASMA (9/10),
PANCA (6/10) and ANA (4/10). One of the patients had
elevated titers of HLA-B27, ds. DNA and ASCA. None
of the patients presented features of hypersplenism at
the onset. Each of patients had liver biopsy to confirm
the diagnosis. None had features of liver cirrhosis at
the onset. 8 patients had MRCP done but features of
PSC were present in 4 cases, in each multilevel. None
of the patients had ERCP with stenting due to intrac-
table pruritus. The mean follow-up was 4.3 years. The
average laboratory values were ALT - 38.6, AST — 39.6,
GGTP - 146.9. None of the patients had esophageal
varices banding nor experienced variceal bleeding at
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the end of follow up. Treatment of ASC consisted of
UDCA alone, ENC/AZA/UDCA and AZA in 2, 5 and
3 patients respectively.

DISCUSSION

In our study 90% of patients had UC diagnosed.
5/10 patients had no macroscopic lesions observed in
colonoscopy and diagnosis was based on the histolog-
ical findings. The others had mild to moderate mucosal
inflammation. The distinctive features of IBD observed
in adults were present in 1 patient (rectal sparing).
The course was mild in the half of the cases. At the end
of follow up only 1 patient experienced exacerbation,
while the others were in clinical remission. Lascurain et
al. compared the phenotype of IBD-PSC with non-PSC
matched IBD controls. The study showed that pancolitis
is more frequent in PSC-IBD subgroup. Rectal sparing
exists at the same rate in both compared groups. The
5-year risk of colonic surgery is lower in PSC-IBD than
IBD (16.4 vs 24.7%), however it is not statistically sig-
nificant. The risk factors for colonic surgery based on
the multivariate model were male sex and the presence
of a non-PSC immune mediated disease (5). Two-
thirds of the patients is diagnosed with PSC and UC
simultaneously. Hospital admission are significantly
less common in patients with PSC-UC than UC. The
need for colectomy is also smaller in PSC-UC patients
performed in up to 6 of patients while almost 25% of
patients with UC require surgery. Median time from
UC diagnosis to colectomy is longer in PSC-UC pa-
tients (6.37 vs 2.5 years) (5). Diagnosis in adults IBD
precedes PSC (61%) and median interval is 9 years.
94% of patients is diagnosed with pancolitis. Backwash
ileitis and rectal sparing occur in 6 and 10% of patients
respectively (10). The independent risk factors to deve-
lope PSC in course of UC are male sex, pancolitis, non
smoker at diagnosis, history of appendectomy. PSC is
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