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Aim: to demonstrate difficulties of differential diagnostics in the case of combined autoimmune pancreatitis, scle-
rosing cholangitis and ulcerative colitis. Colonic lesions that initially had low grade of inflammation were resistant
to immunosuppressive therapy.

Key points. A 28-year-old female patient was admitted to the clinic for jaundice associated with pruritis. Based
on the characteristic beaded appearance of the intrahepatic bile ducts at magnetic resonance cholangiopancreato-
graphy, primary sclerosing cholangitis (PSC) was diagnosed. Subsequent examination revealed focal pancreatitis
and total colitis with histological pattern, consistent with ulcerative colitis (UC). To determine the etiology of pan-
creatitis IgG4 serum level was examined, that showed over 2-fold elevation. This required differential diagnostics
between PSC with 1IgG4 elevation, UC and type 2 autoimmune pancreatitis (AIP) (more common in European pop-
ulation) on one hand and IgG4-associated systemic disease (more common in Asian population) with bile ducts,
pancreas and large intestine involvement on the other. Liver histology failed to reveal histological signs characteristic
of any type of cholangitis, pancreatic biopsy was not performed. Immunosuppressive therapy (steroids followed
by thiopurines) resulted in rapid improvement of the pancreatic changes while no response was achieved for bile
ducts and the colon that was in favor of the first concept (PSC + type 2 AIP + UC). The patient was recommended
to receive biologic therapy for UC remission induction.

Conclusion. Differential diagnostics of combined autoimmune lesions of the liver, the pancreas and colon may
be complicated and carried out ex juvantibus according to response to immunosuppressive therapy.
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CouyeTaHMe ayTOMMMYHHOIO NaHKpeaTUTa Cc 93B€HHbIM KOJINTOM
M CKJIEPO3UPYIOLLMM XOJIAHTMTOM Y NauMeHTKu 28 neT (KnuHu4Yeckoe HabnogeHue)

A.P. XypmatynnuHa, A.B. OxnobeictnH*, J1.H. AHgpocosa, P.T. P3aeB, A.C. TepTbluHbIi, A.lM. KuptoxuH,
0.3. OxnobbictrHa, M.C. Xapkosa, O.C. LUndpuH, B.T. MBawkuH

Dra0y BO «[lepsbii MOCKOBCKWIA rocyAapCTBEHHbIA MeauUmnHCKuii yuusepcuteT uM. U.M. CedeHoBa» MuHucTepcTBa
3apaBooxpaHeHusi Poccurickori Penepaummn (CevyeHoBckuii YHuBepcuter), Mocksa, Poccuiickas Penepaums

Llenb: NpoAeMOHCTPMPOBATL CIOXHOCTM ANArHOCTUKM Y MALMEHTKN C COYETaHMEM ayTOMMMYHHOIO NaHKpeaTuTa,
CKIEPO3MPYIOLLLErO XOIaHIUTa U I3BEHHOro KonmTta. Mpu MCXOOHOW HU3KOM akTUBHOCTU KOIMTA BOCMaNUTENbHbIE
M3MEHEHMS B TOJICTOM KuLLKe Oblniv Pe3NCTEHTHbBI K MPOBOAVIMOM MMMYHOCYNPECCUBHOM Tepanunu.

OCHOBHbIE MONOXEHUd. Y nauneHTkn 28 neT BO3HMKIIA XenTyxa C KOXHbIM 3yJ0M, N0 NOBOAY KOTOPOM OHa 06-
paTunack B KINMHUKY. Ha OCHOBaHMM XxapakTepHOro 4eTKooOpPa3HOro M3MeHeHUs: BHYTPUMNEYEHOUYHbIX XXETYHbIX NPOo-
TOKOB MNPV NPOBEAEHNM MarHUTHO-PE30HAHCHOM X0NlaHrnonaHkpeaTnkorpadum 6bin oUarHoOCTUPOBaH MEPBUYHbIN
cknepo3upyowmii xonadrut (MCX). Mocneaytolwee obcnenoBaHne BbISIBUNO 04aroByto GopMy naHkpeaTuTa v TO-
TaslbHOE MOPaXeHMEe TOJICTOM KULLIKN C XapakTepHOM MMCTONOrMYeCcKolr KapTUHOW A3BEHHOro konuta. [ns Bbisc-
HEeHVS 3TMOJNIONMM NaHKpeaTuTa uccnenoBaH ypoBeHb |gG4 CbIBOPOTKM KPOBU, KOTOPLIM OKa3anacs MOBbILLIEHHbIM
[0 ANArHOCTUYECKM 3HAYMMOro YPOBHS. OTO NoTpeboBaso NpoBeaeHus anddepeHumanbHOro aMarHo3a Mexay
coyeTaHmeMm MNCX ¢ noBbiweHHbIM IgG4 ¢ A3BeHHbIM KONUToM (AK) 1 ayTOMMMYHHbIM NMaHKpeaTUTOM BTOPOro Tuna
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(ANM2) (xapakTepHbIM A5 eBPOMNenckor nonynsumn naumMeHToB), C OAHOW CTOPOHbI, 1 IgG4-accoumpoBaHHbIM
cucTeMHbIM 3aboneBaHeEM (Bonee xapakTePHbIM AJ151 a31MaTCKOW NOMyAsLUN) C BOBIEYEHVNEM XENYHbIX MPOTOKOB,
NOJXKENYA04YHOM Xenesbl 1 TONCTON KULLIKN — C APYroi. [MCTONornyeckoe nccneaoBaHme TKaHn NevyeHn okasanoch
HeMHDOPMATUBHBLIM, BUONCUS NOOXKENYA04HON XeNnesbl He NpoBoaunack. IMMyHocynpeccmnBHas Tepanus (CTepo-
WAbl, 23aTUOMNPVH) Bbi3Basa OLICTPYIO HOPMaNM3aUMio Ppa3sMepPoB MOAXENYA0YHOW Xenedbl; BMECTE C TEM U3Me-
HEHWS XENYHbIX MPOTOKOB M TOJICTOMN KULLKM HE OTpearnpoBanyn Ha NpPoBOAMMYIO TEpanuio, YTo Obl1I0 pacLLEHEHO
Kak CBUAOETENbCTBO B MOJb3Y MNEPBOI AnarHocTudeckor koHuenumn (MCX + AUM2 + AK). MauneHTke 6bln0 peko-
MEHL0BaHO Ha3Ha4yeHne BMOoNornMyeckor Tepanum ana nHaykumm pemmcceum 9K.

SakntoueHue. JuddepeHumanbHblli AUarHo3 COYETAHHbIX ayTOMMMYHHbIX MOPAXEHU NEYEHN, NOOXKENYA04HON
Xenesbl 1 KULLIEYHVKa HEPEAKO CBA3aH CO 3HAYMTENbHBIMU 3aTPYAHEHUSMU 1 MPOBOAUTCS ex juvantibus, no xapak-
Tepy OTBETA HA UMMYHOCYMPECCHBHYIO TEpanuio.

KniouyeBbie cnoBa: ayTOMMMYHHbI NAHKPEATUT, A3BEHHbI KOJIUT, CKIIEPO3UPYIOLLNIA XONaHINT

KoHdnukT HTEepecoB: aBTopbl 3a9BASIOT 00 OTCYTCTBUN KOHMNNKTOB UHTEPECOB.

Ana uutupoBaHua: XypmaTtynnmHa A.P., OxnobbictuH A.B., AHgpocoBa J1.H., P3aeB P.T., TepTbiuHbiii A.C., KuptoxmH A.., Ox-
no6eictnHa 0.3., Xapkosa M.C., LLndpun O.C., MeawkuH B.T. CouetaHne ayTOMMMYHHOIO naHkpeaTuta C A3BEHHbIM KOSIMTOM
1 CKNEePO3MPYIOLLMM XOMaHMMTOM Y NaumeHTkn 28 neT (KnMHuyeckoe HabnoaeHme). POCCUiACKWi XypHas racTpO3HTEPOSIOrnn, re-

natonorum, kononpoktonorun. 2024. https://doi.org/10.22416/1382-4376-2024-1421-4117

Introduction

Autoimmune pancreatitis (AIP) is a chron-
ic inflammatory disease associated with inten-
sive infiltration of the pancreas by inflammatory
cells, which resolves rapidly after the initiation
of immunosuppressive therapy, but causes severe
fibrosis and atrophy of the organ in the absence
of immune-suppressive treatment [1]. The term
“autoimmune pancreatitis” was first proposed by
K. Yoshida et al. to describe a pancreatic lesion of
immunopathological nature with rapid response to
corticosteroids [2]. The most known form of the
disease is type 1 autoimmune pancreatitis (AIP1),
which is associated with infiltration of the pan-
creatic tissue by lymphocytes and plasma cells ex-
pressing IgG4, as well as an increase in serum IgG4
levels. This form of pancreatitis is prevalent in the
Asian population and often occurs within the spec-
trum of an IgG4-associated systemic disease with
involvement of other parenchymatous organs [3].
Type 2 autoimmune pancreatitis (AIP2) differs in
the nature of the infiltrate in the pancreatic tissue:
neutrophilic granulocyte infiltrates of the ductal
epithelium; there is no significant increase in the
number of IgG4* plasmacytes (< 10 per view field
at high magnification), and normal serum levels
of TgG4. AIP2 is not considered a systemic dis-
ease, but such pancreatitis can often be combined
with ulcerative colitis (in contrast to the extreme-
ly rare infiltrative lymphoma-like lesions of the
digestive tract in AIP1) [4].

Clinical case

Patient K., 28-year-old female Caucasian,
height — 169 cm, weight — 53 kg (body mass
index — 18,6 kg/m?), was admitted to the
V.Kh. Vasilenko Clinic of Propedeutics of Internal
Medicine, Gastroenterology and Hepatology of the

Sechenov University. Her main complaints were
lower abdominal pain, nausea, abdominal bloating,
unstable bowel movements, upper abdominal dis-
comfort. In November 2022, after several courses
of antibiotic therapy for COVID-19 infection, the
patient developed jaundice, skin itching, accom-
panied by an increase in liver enzymes (alanine
aminotransferase — up to 330 U/L, aspartate
aminotransferase — up to 147 U /L, gamma gluta-
mine transferase — up to 369 U /L, alkaline phos-
phate — 1259 U/L), and therapy with ursode-
oxycholic acid 500 mg/day was prescribed. After
exclusion of hepatotropic virus infections, the con-
dition was regarded as drug-induced hepatitis, and
a course of therapy with prednisolone 60 mg in-
travenously was performed. Since November 2022,
clinical picture of conjunctivitis adjoined, since
March 2023 — increased frequency of defecations.
Marital status: married, no children. Education:
higher education, does not work. Patient denies
smoking and alcohol consumption. Gynecological
history: periods since the age of 15, pregnancy —
2 (medical abortions at the patient’s wish), child-
birth — 0. Family history and allergies were not
compromised. On admission: condition of average
severity. Skin of normal color, sclerae injected, no
scratch marks. The abdomen on palpation is soft,
tender in the right subcostal area. Stools were
loose, not discolored, regular — up to 4 times
a day, without pathological impurities. In blood
tests, moderate hyperfermentemia was noted (al-
anine aminotransferase — 59 U/L, aspartate
aminotransferase — 43 U/L, gamma glutamine
transferase — 226 U/L), cholestasis markers were
elevated (direct bilirubin — 7.2 pmol /L, alkaline
phosphatase — 988 U/L), total IgG level was
20.76 g/L. Taking into account the enlargement
of the pancreatic head in a patient without known
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biliary pathology and toxic history with normal
serum amylase level, the level of IgG4 was inves-
tigated, which was 4.1 g/L (normal level — 0.1—
1.35 g/L), which could indicate rather in favor
of AIP1.

Magnetic resonance cholangiopancreatogra-
phy (MRCP) revealed narrowing of subsegmental
bile ducts, segmental ducts — with alternations
of strictures and dilations of bead-like pattern
(Fig. 1). CT scan revealed an increase in the size
of the pancreatic head up to 35 mm (Fig. 2). The
colonoscopy procedure revealed patent lumen of
the colon, the walls were elastic, the mucosa was
diffusely hyperemic, edematous, contact bleed-
ing with multiple (solid) point erosions covered
with fibrin, folds and haustrae were flattened.
Capillary pattern of mucous membrane is not vi-
sualised, blurred in some places. Biopsy specimens
of the colonic mucosa had uneven pseudoporous
surface with areas of damage and regenerative
changes of the covering epithelium and expressed
widespread deformation of crypts. In the intrin-
sic lamina, the density of cellular infiltrate is in-
creased, its composition includes leukocytes pen-
etrating the epithelium with focal destruction of
crypts and formation of separate crypt abscesses

(Fig. 3). Significant structural rearrangement of
the mucosa was considered as a characteristic sign
of ulcerative colitis (UC) [5].

The dose of ursodeoxycholic acid was increased
to 750 mg/day, and mesalazine 3 g/day was
added to the therapy. In 6 months against the
background of the therapy the patient noted dis-
appearance of pruritis, conjunctivitis symptoms,
while liver enzymes remained unchanged. The se-
rum IgG4 level normalized (2.32 g/L), but the
size of the pancreatic head according to CT scan
increased to 46 mm (Fig. 4). Endoscopic and his-
tological picture of the colon remained without
any dynamics. Bile duct involvement was differ-
entiated between primary sclerosing cholangitis
(PSC) and IgGi4-associated sclerosing cholangi-
tis. The patient underwent liver biopsy, which
revealed only non-specific changes (centrilobu-
lar parenchymatous bilirubinostasis), no features
characteristic of sclerosing cholangitis could be
detected. In October 2023, a course of induction
therapy with prednisolone 60 mg/day with subse-
quent dose reduction to maintenance 10 mg/day
and azathioprine 100 mg/day was performed.

At the examination in January 2024, normal-
ization of the size of the pancreatic head was

Figure 1. MRCP (March 2023): bead-like alternation of narrowing and dilatation in the distal bile ducts;
the main pancreatic duct is of uneven diameter, visualized throughout its length, without narrowing

Pucynox 1. MPXIIT (mapr 2023 r.): 4erkooGpasHoe YepegoBaHue CY’)KEeHNH 1 paciiupeHnii B AMCTATbHBIX OTIeaX
JKEJTYHBIX TIPOTOKOB; TJIABHBIN MAaHKPEATHYECKUIl TIPOTOK HEPOBHOTO [HAMETPA, BU3YaJIU3NPYETCs HA BCEM IPOTSKe-

Huu, 6e3 cyKeHui
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Figure 2. CT scan (June 2023): the pancreas is uniformly contrasted, the head is enlarged to 35 mm

Pucynox 2. KT-uccrenosanue (mionb 2023 r.): HO/pKeNyAI0UHAS jKele3a PABHOMEPHO KOHTPACTHPOBaHA, I'OJOBKA
yBeJIn4yeHa /10 35 MM

Figure 3. Histological examination of the colon mucosa (October 17, 2023): chronic diffuse active colitis
with an uneven pseudovillous surface of the mucosa, severe crypt deformation and the formation of crypt abscess-
es (shown by arrows). Magnification x200, hematoxylin and eosin staining

Pucynox 3. Tucronoruyeckoe ucciegoBanue causuctoi trouacroil xkumku (17.10.2023): xponndeckuii auddysubiii
AKTUBHDIII KOJIUT C HEPOBHOI 1ICEBOBOPCHHYATON TTOBEPXHOCTBIO CAM3HUCTON 0G0JIOUKH, BbIPAXKEHHON ledopMariieit

kpunt 1 GopMuposanneM Kpunt-adeiieccos (mokasano crpesikamin). Ypeinderne x200, OKpacka reMaTOKCHIHHOM
U 903MHOM
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Figure 4. Dynamics of the size of the head of the pancreas according to CT scan data in October 2023 (compared

to March 2023)

Pucynox 4. [lunamuka pasMepoB roJIOBKH MOJKeTyA0uHOM Kese3bl 110 fanHbiM KT-uccinenosanus B oxtsiope 2023 T.

(1o cpasHenuio ¢ Mmaprom 2023 1.)

noted, IgG4 level decreased to 0.82 g/1.. However,
in April 2024 the colonoscopy with biopsy showed
that the endoscopic and histological picture re-
mained without positive dynamics. MRCP also
showed no change as compared to the 2023 find-
ings, which was in favor of the diagnosis of PSC
and against IgG4-associated sclerosing cholangi-
tis. Thus, the diagnosis was formulated as follows:
Main disease: co-morbidities: Primary sclerosing
cholangitis. Ulcerative colitis, total form, chron-
ic, continuous course, Truelove — Witts grade 2.
Type 2 autoimmune pancreatitis.

Given the absence of endoscopic and histo-
logical remission on immunosuppressive therapy
(azathioprine) and mesalazine and the presence of
concomitant diseases (PSC and autoimmune pan-
creatitis) in accordance with the national clinical
guidelines, the patient was recommended to ini-
tiate biological therapy [6]. Certolizumab pegol
was considered as one of the possible drugs (tak-
ing into account pregnancy planning).

Discussion

The concept of autoimmune pancreatitis cur-
rently includes two forms, which differ significant-
ly from each other both in clinical manifestations
and in the possibilities of diagnosis verification.

Common to both forms of AIP are marked infiltra-
tion of the pancreas by inflammatory cells, irregular
ductal narrowing, and a rapid response to steroids,
at least in the debut of the disease. AIP1 is current-
ly considered as one of the manifestations of 1gG4-
associated systemic disease with pancreatic lesion [7].
Involvement of lymph nodes, other parenchymatous
organs and tissues, first of all bile ducts, increase
of IgG4 level in blood serum, as well as intensive
infiltration of affected tissues by IgG4* plasma cells
considerably facilitate clinical and instrumental di-
agnostics of this disease. AIP1 is significantly more
common in the Asian population, the typical patient
is an elderly man (60—70 years old) [8]. AIP2 is
predominant in the European population, occurring
in younger patients (30—40 years of age), equally in
both sexes [9]. In AIP2, the most frequent manifes-
tation of the disease is the clinical and laboratory
picture of acute pancreatitis with marked infiltra-
tion of the pancreas and parapancreatic tissue (46—
56 % of patients) [10].

In our patient, enlargement of the pancreatic
head, irregular change in duct diameter without
distal dilatation, and rapid response to steroids
strongly support the diagnosis of autoimmune
pancreatitis. At the same time, obvious difficulties
are associated with the establishment of the type
of pancreatitis. In our opinion, despite an episode
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of more than 2-fold elevation of serum IgG4, the
absence of multiorgan involvement (absence of
bile duct response in a patient with a short history
is considered as a sign of PSC) and combination
with ulcerative colitis are in favor of AIP2 [11].

In a large cohort study (n = 17,796), there
was evidence that inflammatory bowel disease de-
velops 10 times more frequently in patients with
AIP2 than in the general population [12].

According to the literature, ulcerative colitis
is diagnosed in 30—48 % of AIP2 cases [13, 14].
However, a recent large study shows that the in-
cidence of UC in AIP2 may be as high as 87.5 %
(77 out of 88 patients). In 26 cases, pancreatitis
and colitis were diagnosed simultaneously, and
in 66.3 % of cases the diagnosis of UC was meta-
chronous. In this work, all patients with UC
received therapy with mesalazine alone. There
is an opinion that AIP2 is an extraintestinal
manifestation of ulcerative colitis [15], as pro-
nounced intraepithelial infiltration by neutro-
phils both in granulocytic epithelial clusters in
AIP2 and in crypt abscesses in UC, may reflect
a common pathogenesis [16].

It is assumed that inflammatory bowel disease
and ATP2 mutually aggravate each other: in UC,
AIP2 has a more severe course, on the other
hand, patients with ATP2 and UC have a higher
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