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ABSTRACT

Introduction. The most common types of vasculitis that involve the gastrointestinal tract (GIV) are immune com-
plex-mediated in systemic lupus erythematosus (SLE), Sjogren’s syndrome (SS), mixed connective tissue disease
(MCTD), and IgA vasculitis (IgAV). GI manifestations are rarely the leading symptom of systemic vasculitis. Only 1
- 5% of rheumatoid arthritis (RA) patients develop symptoms of gastrointestinal tract vasculitis (GIV), while up to
40% of them have GI symptoms. GIV is a rare but life-threatening complication in patients with SLE with a prevalence
of up to 2.5%. The leading symptoms in patients with GIV include abdominal pain, nausea, vomiting, diarrhoea, small
bowel obstruction, and profuse GI bleeding. The objective of this study was to describe the incidence and clinical
manifestations of GIV in patients with various systemic autoimmune (AI) diseases who were treated at Split Univer-
sity Hospital Centre over a 10-year period. Materials and methods. A retrospective study was conducted by analysing
medical records of patients diagnosed with GIV and treated for SLE, SS, MCTD, vasculitis syndrome, IgAV, and RA
between January 2009 and December 2018. Only patients with anamnestic data in relation to abdominal pain or endo-
scopic and/or radiographic findings of GIV were included in the study. Results. Out of a total number of 12 patients
with a confirmed diagnosis of GIV, 9 were male. Eight of them had vasculitis with gastrointestinal involvement (GIV)
in IgAV, 2 patients had GIV in SLE, 1 patient had microscopic polyangiitis (MPA), and one patient had primary SS. In
6 cases, GIV was diagnosed by an MSCT of the abdomen, in one case it was diagnosed by a PET-CT scan, in another
case it was diagnosed through histopathological findings, and in 4 cases it was diagnosed through endoscopic findings.
The leading symptom in 4 patients was abdominal pain with nausea and vomiting, 2 had profuse GI bleeding, 1 had
fatigue without GI symptoms, and the remaining patients’ clinical features included acute abdomen with visible radio-
graphic thickening of the bowel wall with oedema and stratification with ascites. GIV was the cause of death of one
patient with SLE. Others had a good or moderate response to treatment with glucocorticoids and immunosuppres-
sants. Conclusion. In conclusion, GIV is a rare manifestation of systemic Al diseases, but the clinical features can be
very severe and lead to a fatal outcome, especially if it is not diagnosed at an early stage and treated with aggressive
immunosuppressive therapy.
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SAZETAK

Uvod. Najces¢i vaskulitisi gastrointestinalnog trakta (GIV) su oni posredovani imuno-kompleksima u sistem-
skom eritemskom lupusu, Sjogrenovoj bolesti, mijesanoj bolesti vezivnog tkiva, IgA-vaskulitisu (IgAV). Gastrointesti-
nalne (GI) manifestacije rijetko su vodeci simptom sustavnih vaskulitisa. Samo 1-5% bolesnika s reumatoidnim artri-
tisom razvija klinicku sliku vaskulitisa gastrointestinalnoga trakta (GIV), dok ih do 40% ima GI simptome. GIV je
rijetka, ali zZivotno ugrozavajuca komplikacija u bolesnika sa sistemskim eritemskim lupusom (SLE), s prevalencijom
do 2,5%. Vode¢i simptomi u bolesnika s GIV-om su bol u trbuhu, mu¢nina, povracanje, proljev, opstrukcija tankog
crijeva i obilno GI krvarenje. Cilj ovog rada bio je ispitati ucestalost i klinicka ocitovanja GIV-a u bolesnika s razli¢itim
sustavnim autoimunim (AI) bolestima lijecenih u KBC-u Split u desetogodisnjem razdoblju. Materijali i metode.
Retrospektivno su analizirani podatci iz medicinske dokumentacije bolesnika koji su se lijecili od SLE-a, Sjogrenovog
sindroma (§jS), mijesane bolesti vezivnog tkiva (MCTD), sindroma vaskulitisa, IgA-vaskulitisa (IgAV) ii RA, a imali
su anamnesticke podatke o boli u trbuhu ili endoskopske ili/i radiografske znakove GIV-a, u razdoblju od 1/2009. do
12/2018. Rezultati. Od ukupno 12 bolesnika s potvrdenom dijagnozom GIV-a, 9 su bili muskarci. Osam ih je imalo
GIV u sklopu IgAV-a, dvije bolesnice u sklopu SLE-a, MPA jedna bolesnica, primarnog SS-a jedan bolesnik. U 6 slu-
¢ajeva GIV je dokazan MSCT-om trbuha, u jednom PET-CT-om, u jednom patohistoloski, a u 4 sluc¢aja endoskopski.
Vode¢i simptom u ¢etvoro bolesnika bila je bol u trbuhu s mu¢ninom i povra¢anjem, dva su imala su obilno GI krva-
renje, jedna bolesnica je imala umor bez GI simptoma, a preostali klinicku sliku akutnog abdomena s radioloski veri-
ficiranim edemom i raslojavanjem stijenke crijeva uz ascites. GIV je bio uzrok smrti jedne bolesnice sa SLE-om. Osta-
li su imali dobar ili umjeren odgovor na lijecenje glukokortikoidima i imunosupresivima. Zakljucak. Zaklju¢no, GIV
je rijetka manifestacija sustavnih AI bolesti, ali klinicka slika moze biti vrlo teska i dovesti do fatalnog ishoda te je
nuzna brza dijagnoza i agresivno imunosupresivno lijecenje.

KLju¢NE rRiJECI: Vaskulitis; Gastrointestinalni; Mezenterijalni; IgA-vaskulitis; Autoimune bolesti

INTRODUCTION

Systemic autoimmune (AI) diseases can cause vari-
ous gastrointestinal (GI) disorders, some of which may
be the first symptom of the disease and some a conse-
quence of underlying disease treatment (1). Rare but
potentially fatal GI manifestations of AI diseases,
which require timely and rapid care, are vasculitides of
the GI tract (gastrointestinal vasculitis, GIV). Vasculi-
tis is an inflammation of the walls of blood vessels with
or without necrosis and granuloma. The diagnosis of
different forms of GIV is based on a combination of
clinical features and available tests (endoscopy, com-
puted tomography (CT), magnetic resonance imaging
(MRI), histopathology diagnosis). It is crucial to make
a correct diagnosis given the different approaches to
treatment, but also the prognosis that varies greatly de-
pending on the type of disorder (2). GI blood vessels
can be affected in various types of vasculitis affecting
large, medium and small blood vessels and those of
variable size according to the 2012 Revised Interna-
tional Chapel Hill classification (Table 1) (3). The GI
tract (GIT) may be the primary site of involvement of
several systemic vasculitides: Henoch-Schonlein pur-
pura (IgA wvasculitis, IgAV), polyarteritis nodosa
(PAN), eosinophilic granulomatosis with polyangiitis
(EGPA), microscopic polyangiitis (MPA), granuloma-
tosis with polyangiitis (GPA), Behget’s disease, system-
ic lupus erythematosus (SLE), mixed connective tissue
disease (MCTD), systemic sclerosis (SSc). The most
common types of vasculitides that involve the GIT
tract are: SLE, MCTD and IgAV (2). GIV is almost just
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UVOD

Sistemske autoimune (AI) bolesti mogu uzrokovati
¢itav spektar razli¢itih gastrointestinalnih (GI) pore-
mecaja od kojih neki mogu biti prvi simptom bolesti, a
neki posljedica lije¢enja osnovne bolesti (1). Rijetke, ali
potencijalno fatalne GI manifestacije Al bolesti, koje
zahtijevaju pravodobno i brzo zbrinjavanje, upravo su
vaskulitisi GI trakta (engl. gastrointestinal vasculitis,
GIV). Vaskulitis je upala stijenke krvne zile s nekro-
zom i granulomom ili bez njih. Dijagnoza razlicitih
oblika GIV-a temelji se na kombinaciji klinicke slike i
dostupnih pretraga (endoskopija, kompjuterizirana
tomografija [engl. computed tomography, CT], mag-
netska rezonancija [engl. magnetic resonance imaging,
MRI], patohistoloska dijagnostika [PHD]). Od klju¢ne
je vaznosti postaviti ispravnu dijagnozu s obzirom na
razlic¢ite pristupe u lijecenju, ali i prognoze koji se uve-
like razlikuju ovisno o vrsti poremecaja (2). GI krvo-
zilje moze biti zahvaceno kod raznih tipova vaskulitisa
koji pogadaju velike, srednje i male krvne Zile te one
promjenjive veli¢ine sukladno Chapel Hill klasifikaciji
revidiranoj 2012. (tablica 1) (3). GI trakt (GIT) moze
biti primarno mjesto zahvacanja nekoliko sistemskih
vaskulitisa: Henoch-Schonleinova purpura (IgA-va-
skulitis, IgAV), nodozni poliarteritis (engl. polyarteri-
tis nodosa, PAN), eozinofilna granulomatoza s polian-
giitisom (engl. eosinophilic granulomatosis with polyan-
giitis, EGPA), mikroskopski poliangiitis (engl. micro-
scopic polyangiitis, MPA), granulomatoza s poliangiiti-
som (engl. granulomatosis with polyangiitis, GPA),
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TaBLE 1. Classification of vasculitis according to 2012 Chapel Hill Classification (according to reference no. 3)
TaBLIcA 1. Klasifikacija vaskulitisa prema reviziji Chapel Hill klasifikacije iz 2012. godine (prema referenciji br. 3)

Large-vessel vasculitis
/ Vaskulitis velikih krvnih Zila

Giant cell arteritis / Gigantocelularni (temporalni)
Takayasu’s arteritis / Takayasuov arteritis

Medium-vessel vasculitis
/ Vaskulitis srednje velikih
krvnih zila

Polyarteritis nodosa / Nodozni poliarteritis

Small-vessel vasculitis
/ Vaskulitis malenih krvnih Zila

Kawasaki disease / Kawasakijeva bolest
ANCA-associated vasculitis / ANCA-vaskulitis
- Microscopic polyangiitis (MPA) / mikroskopski poliangiitis (MPA)
- Granulomatosis with polyangiitis (GPA) / Granulomatoza s poliangiitisom (GPA)
- Eosinophilic granulomatosis with polyangiitis (EGPA)
/ Eozinofilna granulomatoza s poliangiitisom (EGPA)
Immune complex vasculitis / Vaskulitis imunih kompleksa
- Anti-glomerular basement membrane (anti-GBM) disease / Anti-GBM vaskulitis
- Cryoglobulinemic vasculitis / Krioglobulinemicki vaskulitis
— IgA vasculitis (Henoch-Schonlein) / IgA-vaskulitis (Henoch-Schonlein)
- Hypocomplementemic urticarial vasculitis (HUV) (anti-C1q vasculitis)
/ Hipokomplementemicki urtikarijalni vaskulitis (anti-C1q-vaskulitis)

Variable-vessel vasculitis
/ Vaskulitis razlicito velikih
krvnih zila

Behget’s disease / Behgetova bolest
Cogan’s syndrome / Coganov sindrom

Single-organ vasculitis
/ Vaskulitis jednog organa

Others / Drugo

Cutaneous leukocytoclastic angiitis / Kozni leukocitoklasticki angiitis
Cutaneous arteritis / KoZni arteritis

Primary CNS vasculitis / Primarni vaskulitis SZS-a

Isolated aortitis / Izolirani aortitis

disease / Vaskulitis udruzen
sa sistemskom autoimunosnom

boles¢u Others / Drugo

Vasculitis associated with systemic | Lupus vasculitis / Lupusni vaskulitis
Rheumatoid vasculitis / Reumatoidni vaskulitis
Sarcoid vasculitis / Vaskulitis u sarkoidozi

Vasculitis associated

with systemic disease

/ Vaskulitis udruZen s drugim
bolestima

Others / Drugo

Hepatitis C virus-associated cryoglobulinemic vasculitis

/ Krioglobulinemicki vaskulitis uz infekciju HCV-om

Hepatitis B virus-associated vasculitis / Vaskulitis uz infekciju HBV-om

Syphilis-associated aortitis / Aortitis udruzen sa sifilisom

Drug-associated immune complex vasculitis / Vaskulitis imunih kompleksa uzrokovan lijekovima
Drug-associated ANCA-associated vasculitis / ANCA-vaskulitis uzrokovan lijekovima
Cancer-associated vasculitis / Vaskulitis uz malignu bolest

Legend / Legenda: ANCA - antineutrophil cytoplasmic antibodies / antineutrofilna citoplazmatska antitijela; GBM - glomerular basement
membrane / glomerularna bazalna membrana; CNS / SZS - central nervous system / sredisnji Zivéani sustav; HCV - hepatitis C virus / virus

hepatitisa C; HBV - hepatitis B virus / virus hepatitisa B.

as often induced by drugs and GI infections (due to
glucocorticoid [GC]-induced immunosuppression)
(4). The pathophysiological mechanism of most gas-
trointestinal vasculitides (GIVs) is immune-mediated
by the deposition of autoantibody and antigen com-
plexes or antibody complexes, as well as the direct ac-
tion of antibodies. In some cases, a cell-mediated al-
lograft rejection reaction occurs (1,4). In case of some
diseases, such as Takayasu’s arteritis (TAK) or polyar-
teritis nodosa (PAN), the pathophysiological mecha-
nism is still not completely clear (4).

The clinical course as well as pathological changes in
GIV are highly variable and depend on the type of vas-
cular lesions (localised or diffuse) of the GI tract. Ac-
cordingly, GIT lesions in vasculitis include ulcers, sub-
mucosal oedema, haemorrhage, paralytic ileus, mesen-
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Behgetova bolest, sistemski eritemski lupus (engl.
systemic lupus erythematosus, SLE), mijesana bolest ve-
zivnog tkiva (engl. mixed connective tissue disease,
MCTD), sistemska skleroza (engl. systemic sclerosis,
SSc). Od navedenih, GIT najc¢es¢e zahvacaju: SLE,
MCTD iIgAV (2). Gotovo jednako ¢esto GIV je indu-
ciran lijekovima te GI infekcijama (uslijed glukokorti-
koidno [GK] uzrokovane imunosupresije) (4). Patofi-
zioloski mehanizam vecéine GIV-a je imunoloski po-
sredovan odlaganjem kompleksa autoprotutijela i anti-
gena ili samih protutijela, kao i direktnim djelovanjem
protutijela. U nekim slu¢ajevima dolazi do stani¢no
posredovane reakcije odbacivanja alotransplantata
(1,4). Za neke bolesti, poput Takayasuova arteritisa
(TAK) ili nodoznog poliarteritisa (PAN), patofiziolos-
ki mehanizam jos$ uvijek nije u potpunosti jasan (4).
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teric ischaemia, bowel obstruction, and perforation
(5,6,7). Clinical manifestations range from abdominal
pain (sometimes cramping), which usually gets worse
after eating, to obvious signs of intestinal ischaemia or
bowel perforation with diffuse and constant abdomi-
nal pain, slow peristalsis, guarding and distension, and
signs of peritoneal irritation. GI bleeding, often occult,
hematochezia, and less frequently melena or rector-
rhagia, are common occurrences. Non-specific symp-
toms such as nausea, vomiting or diarrhoea may also
occur. Furthermore, pancreatitis, cholecystitis or ap-
pendicitis may rarely occur (8).

GIT involvement in large-vessel vasculitis is not a
common occurrence. Takayasu’s arteritis is a type of
vasculitis that commonly affects the celiac plexus and
hepatic or mesenteric arteries, with clinically signifi-
cant consequences in about 16% of patients, while only
4% of patients develop mesenteric ischaemia (4,9).
Half of patients with polyarteritis nodosa (PAN) de-
velop GIV, which can manifest as acute abdominal
pain, GI bleeding, infarction, peritonitis, cholecystitis,
appendicitis, and perforation (4). Up to 60% of patients
with Kawasaki disease may have GI symptoms (ab-
dominal pain, vomiting), but these symptoms are se-
vere in only 4.6% of patients (10).

When it comes to antineutrophil cytoplasmic anti-
body (ANCA)-associated vasculitides (AAV), GIT in-
volvement is more common in eosinophilic granulo-
matosis with polyangiitis (EGPA) (35 - 50%) in com-
parison with microscopic polyangiitis (MPA) (5 - 30%)
or granulomatosis with polyangiitis (GPA) (5 - 10%).
The leading GI symptoms in patients with EGPA are
abdominal pain, bloody diarrhoea (30 - 58%), vomit-
ing, ileus, anorexia, GI bleeding (29%), and odynopha-
gia. Patients with GPA have similar symptoms, with
possible intestinal perforation and/or ischaemia and
granulomatous hepatitis or pancreatitis. Symptoms of
GIV in patients with MPA range from abdominal pain,
nausea, vomiting, and diarrhoea to, rarely, ischaemic
colon ulcers, peritonitis, and bowel perforation (2,4).

GI symptoms in IgAV are varied and very common
(50 - 85% of patients) and they include: diarrhoea,
vomiting, abdominal pain, obstruction, perforation,
distension, intussusception, haematemesis, melena,
and hematochezia. The inferior part of the duodenum
is predominantly affected. In approximately 14% of
cases, GIV is the first manifestation of IgAV (11,12).
There are two types of GIV in Behget’s disease that can
develop in 3 - 50% of patients. If small blood vessels
are affected, inflammation of the intestinal mucosa
with ulcerations occurs, and if large-vessel vasculitis
develops, ischaemia and infarction of the bowel wall
can occur (13,14).

Various GI manifestations may occur in patients
with SLE (up to 40%), including lupus peritonitis, non-
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Klinicki tijek kao i patoloske promjene u GIV-u jako
su varijabilni te ovise o vrsti o$tecenja GI krvozilja (lo-
kalno ili difuzno). Sukladno tomu, lezije GIT-a u va-
skulitisu ukljucuju ulkuse, submukozni edem, krvare-
nje, paraliticki ileus, ishemiju mezenterija, opstrukciju
crijeva i perforaciju (5,6,7). Klinicke manifestacije va-
riraju od boli u trbuhu (ponekad grcevite), koja se
obi¢no pogorsava nakon jela, do ocitih znakova is-
hemije ili perforacije crijeva uz difuznu i konstantnu
trbusnu bol, usporenu peristaltiku,,,defans“ i distenziju
te znakove peritonealnog nadrazaja. GI krvarenje,
¢esto okultno, hematokezija te rjede melena ili rektora-
gija, ucestale su pojave. Takoder se mogu pojaviti i ne-
specifi¢ni simptomi poput mucnine, povracanja ili
proljeva. Nadalje, rijetko moze do¢i i do pojave pan-
kreatitisa, kolecistitisa ili apendicitisa (8).

Zahvacenost GIT-a u vaskulitisima velikih krvnih
zila nije cesta pojava. GIV u sklopu TAK-a najcesce za-
hvaca celijacni pleksus te hepatalne ili mezenteri¢ne
arterije, s klinicki znacajnim posljedicama u oko 16%
bolesnika, dok se u svega 4% bolesnika razvija ishemija
mezenterija (4,9). U polovice oboljelih od PAN-a dola-
zi do razvoja GIV-a koji se moze ocitovati kao akutna
trbusna bol, GI krvarenje, infarkcija, peritonitis, kole-
cistitis, apendicitis i perforacija (4). Do 60% bolesni-
ka s Kawasakijevom bole$¢u moze imati GI simptome
(trbusna bol, povracanje), ali ti su simptomi ozbiljni
samo kod njih 4,6% (10).

Medu vaskulitisima udruzenim s antineutrofilnim
citoplazmatskim antitijelima (engl. ANCA associated
vasculitis, AAV) zahvacenost GIT-a je ¢es¢a u EGPA
(35-50%), u usporedbi s MPA (5-30%) ili GPA (5-10%).
Voded¢i GI simptomi u bolesnika s EGPA su trbu$na
bol, krvavi proljevi (30-58%), povracanje, ileus, ano-
reksija, GI krvarenje (29%) te odinofagija. Sli¢ne simp-
tome imaju i bolesnici s GPA uz moguc¢u perforaciju
ili/i ishemiju crijeva te granulomatozni hepatitis ili
pankreatitis. Simptomi GIV-a u bolesnika s MPA kre-
¢u se u rasponu od trbusne boli, mu¢nine, povracanja i
proljeva do, rijetko, ishemijskih ulkusa kolona, perito-
nitisa i perforacije crijeva (2,4).

GI simptomi u IgAV-u su raznovrsni i vrlo cesti
(50-85% bolesnika): proljev, povracanje, gréevita bol u
trbuhu, opstrukcija, perforacija, distenzija, intususep-
cija, hematemeza, melena, hematokezija. Dominantno
je zahvacen donji dio duodenuma. U otprilike 14%
slu¢ajeva, GIV je prva manifestacija IgAV-a (11,12).
Dva su tipa GIV-a u Behgetevoj bolesti koja se mogu
razviti u 3-50% oboljelih. Ukoliko su zahvacene male
krvne zile, dolazi do upale crijevne mukoze s ulcera-
cijama, a ukoliko se radi o vaskulitisu velikih krvnih
zila moze do¢i do ishemije i infarkta crijevne stijenke
(13,14).

U bolesnika sa SLE-om mogu se javiti raznovrsne GI
manifestacije (do 40%), ukljuc¢ujudi lupus peritonitis,
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necrotising pancreatitis, GIV, and complications of the
aforementioned conditions. According to current data,
lupus mesenteric vasculitis (LMV) occurs in 10% of
patients. Its mortality rate is up to 2.5%, and its preva-
lence is highest in patients who are in active disease
period (2,4). Despite the fact that 10 — 38% of patients
with rheumatoid arthritis (RA) have different GI
symptoms, only 1% of them develop GIV (15). In pa-
tients with primary Sjogren’s syndrome (SjS), involve-
ment of the entire GIT is possible. Common symptoms
include epigastric pain, dyspepsia and nausea. Other
GI manifestations include jejunitis, sigmoiditis, and
inflammatory bowel disease (16). Some of the GI pre-
sentations of vasculitis include the following: large-
vessel vasculitis can cause extensive bowel infarctions
as well as infarctions of other organs, while small-ves-
sel vasculitis mostly affects intramural arteries causing
focal, segmental ischaemia and ulcerations (8). Despite
the increased survival rate of patients with GIV due to
advanced treatments (various immunosuppressive
therapies and surgical interventions), GI manifesta-
tions of Al diseases continue to pose a medical chal-
lenge, both in their timely recognition and early care.

The objective of this study was to describe the inci-
dence and clinical manifestations of GIV in patients
with various systemic autoimmune (AI) diseases who
were treated at the Split University Hospital Centre
over a ten-year period.

SUBJECTS AND METHODS

This retrospective cohort study was conducted at the
Division of Rheumatology and Clinical Immunology
of the Split University Hospital Centre. The patients’
medical records were downloaded from the electronic
database of the Division of Rheumatology and Clinical
Immunology, covering the period from 1 January 2009
to 31 December 2018. Research criteria included an-
amnestic data on abdominal pain or endoscopic and/
or radiographic findings of intestinal vasculitis. GI in-
volvement is defined as GI manifestations present at
the time of diagnosis of vasculitis, after other causes of
GI symptoms have been ruled out. The aforementioned
GI manifestations include: abdominal pain, nausea or
vomiting, diarrhoea, bowel obstruction, intussuscep-
tion, intestinal bleeding, ulceration and perforation,
pancreatitis, and bowel infarction. Based on a detailed
review of medical records, GIV symptoms were docu-
mented in 12 patients. The following diagnostic meth-
ods were used in making the diagnosis: multi-slice
computed tomography (MSCT), positron emission
tomography-computed tomography (PET-CT), endos-
copy of the upper gastrointestinal tract, colonoscopy,
MR enterography, and histopathology of the GIT mu-
cosa (Table 3). Patients were treated for SLE, SjS,
MCTD, IgAV and vasculitis.
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ne-nekrotiziraju¢i pankreatitis, GIV te komplikacije
navedenih stanja. Prema dosadasnjim podatcima, u
10% bolesnika pojavljuje se lupus mezenteri¢ni vasku-
litis (engl. lupus mesenteric vasculitis, LMV) cija je
stopa smrtnosti do 2,5%, a prevalencija mu je najvisa u
onih s aktivnom bole$¢u (2,4). Unato¢ tomu §to 10—
38% bolesnika s reumatoidnim artritisom (RA) ima
razli¢ite GI simptome, samo u njih 1% razvija se GIV
(15). U bolesnika s primarnim Sjogrenovim sindro-
mom (§jS) moguca je zahvacenost cijeloga GIT-a. Uo-
bicajeni simptomi su epigastricna bol, dispepsija te
mucnina. Ostale GI manifestacije ukljuc¢uju jejunitis,
sigmoiditis te upalnu bolest crijeva (16). Kada sabere-
mo GI prezentacije sindroma vaskulitisa, vaskulitisi
velikih krvnih Zila mogu uzrokovati opsezne intesti-
nalne infarkte, kao i infarkte drugih organa, dok va-
skulitisi malih krvnih Zila ve¢inom pogadaju intramu-
ralne arterije uzrokujuci fokalnu, segmentalnu ishe-
miju te ulceracije (8). Unatoc sve boljem prezivljenju
bolesnika s GIV-om zahvaljujuéi naprednim nacinima
lije¢enja (razli¢ita imunosupresivna terapija i kirurske
intervencije), GI manifestacije Al bolesti i dalje pred-
stavljaju medicinski izazov, kako u njihovom pravo-
vremenom prepoznavanju, tako i u §to ranijem zbri-
njavanju.

Nas je cilj bio ispitati ucestalost i klini¢ka ocitovanja
crijevnog vaskulitisa u bolesnika s razlic¢itim sustavnim
Al bolestima lijecenih u Klinickom bolnickom centru
Split u desetogodi$njem razdoblju.

ISPITANICI I METODE

Ova retrospektivna studija kohorte provedena je u
Zavodu za reumatologiju i klinicku imunologiju KBC-a
Split. Medicinski podatci o bolesnicima preuzeti su iz
elektronske baze podataka Zavoda, obuhvacajuci vre-
menski period od 1. sijecnja 2009. do 31. prosinca
2018. godine. Kriteriji pretrage ukljucivali su anamne-
sticke podatke o boli u trbuhu ili endoskopske ili/i
radiografske znakove vaskulitisa crijeva. GI zahvace-
nost definirana je kao GI manifestacije prisutne u tre-
nutku dijagnosticiranja vaskulitisa, nakon $to su isklju-
¢eni ostali uzroci GI simptoma. Navedene GI manife-
stacije odnose se na: bol u trbuhu, mu¢ninu ili povra-
¢anje, proljev, intestinalnu opstrukciju, intususepciju,
intestinalno krvarenje, ulceracije i perforaciju, pan-
kreatitis, infarkt crijeva. Na temelju detaljnog pregleda
medicinskih kartona, 12 bolesnika je imalo dokumen-
tirane dokaze GIV-a. Pri postavljanju dijagnoze, kori-
Stene su sljedece dijagnosticke metode: viseslojni CT
trbuha (engl. multi-slice computed tomography, MS-CT),
PET-CT (engl. positron emission tomography-compu-
ted tomography, PET-CT), endoskopija gornjeg dijela
GIT-a, kolonoskopija, MR enterografija, PHD sluznice
GIT-a (tablica 3). Bolesnici su se lije¢ili od SLE-a, SjS-a,
MCTD-a, IgAV-a i sindroma vaskulitisa.

Reumatizam 2021;68(1):32-44



Case report

Marasovié Krstulovié D. et al. Intestinal vasculitis as a manifestation...

,doo[ pasoo[)« “ef1z10}
-0 I, 23n(1a sueaneq( /

uara(w) / VZV snrsed ruArzory / UaWopqe nyy / po3 09 /
9JeISPOIA SO /DD - N Uo1s103 snsed sarsorg UIWOPQE N0y AVE] a3e o sxeak 09 ‘N
door pasop ym sdoog i :
[oMmoq [[ews pajefi(q
BUINI}UE afueperaod
Teqo(J / ~ ~ ~ eoTuZN[s eUTWAIAAIL] / ‘aynqry n jog / pos 0z /
poon AD/09 wnIue ) Jo Sunruroa AV a3e jo sxeak 07 ‘N
esoonw SrwaIddAE] ‘ured [eurwiopqy
BON[RZ
Teqo(J / B B _ 9o1uzn[s effuraradry / nynqI n jog / pos 7z /
poon AD/05 BSOONW ured [eurwopqy AVE] o3e jo sreak ¢z ‘W
owsed ay) Jo erworodAY
NIMOYO T aoruznys effwaradiy
Teqo( / AD/ ‘SIuSponpoxnses) / afuareany 19 / "pos p /
b - - - d 3 AVEL | g Koy
poon sumboioryd eruwaradAy Tesoonur uIpas[q [ a3e Jo s1eak F N
$0)9) ‘S IUdpONP pue SILIISED)
ewrepza(iz ©oN[oz afizora 1
Ieqo( / VZV B wruyiaerd s ezoynpy / B eftwazadipy / nynqy n joq / g ‘po3 ¥¥ /
poon SO /DD spued UOISOId pue ured [eurwopqy AV a3e jo s1eak ¥ N
[BULIOU (JIM BSOONIA erwaradAy ornsen
aw3Is T SIPUIISLOND
‘ewuna[I ayua(ns eredn /
uarsfwpn / VZV B ~ uo[oo prowss snrsed 1uArzoxy / udwWopqe Iy / 5 oS %9 /
9JRIOPOIN SO /DO pue uojod urpuadse SnINsed dAIsoIg USWOPQe JNdY AVel o3¢ jo s1eak 9 ‘W
PUE WNOIED “WNIT Y} JO
[TeM Y} JO UOTJeTUTUe U]
BUIUYNW “NYNQ1} .
1eqo(J / eumniue eftwaradry / po3 /s /
A5 /09 - - - njog /easneu AVSI ’
pooon umnue oy jo erwaradA B — a8e jo sreak /G IN
ewrnun(sf ayuams Rt o esnqnq
urrupedn ejozoxd .
slue(jqapez ewunun(of 1 eN[o7Z ‘esndejoza ao1uzZN[s
. ef1rdoxd eururey :wmayy / .
Teqo( / VZV refyerSoraius YA / s1Tudouisos DUE Muafms eredn / eftwraxadrpy / snqung uswopqe Yy / s po3 ‘¥ /
pooo SO /DD Suruaypryy [HAOUISos b [Tem Teun(of jo pue yoewo)s ‘sndeydosso | uswopqe Anoy AVl a8e jo s1eak 6 N
ajen[yur AI0yeuIteul
ITem reun(of e uod UOTJeW e [JU] 3} JO SUBIQUUU
:Ayderdoraua YN - doxd L — snoonw 3y} Jo erurarodApy
nfrders) 1s9[0q BYTusa[0q
eu8pQ/ | ofuanalry/ | spojpuwarelsQ / dHd / LD rufoysastA / efidoysopuy / wojduts H3poA / | eusousQ / qop 1 jods /
asuodsax juounjedr], | spoypw YO | Surpuy ASojoyyedolsigy 1D dIS-BMA Adossopuy wojduifs Surped |  aseasip age pue
JuduI)eaI], Suifropupn X9 Judaned

DIV DIOUIDULISIIULOLISDS WLOSIINYSDA S DYIUSI]0q 1 DSaIa]UL po vvpuvivd vipimzal zvy1id 1i1q7 ‘T VOITAV],
ST)I[NOSBA [RUTISAIUIONISES YIm syuarjed Ul 3S2I9JUT JO SI[qRLIBA ) JO S)NSII PISLIBWWING T ATAV],

37

Reumatizam 2021;68(1):32-44



Marasovié¢ Krstulovic D. i sur. Vaskulitisi crijeva kao ocitovanja raznih sustavnih autoimunih bolesti...

Prikaz bolesnika

quuiIsynLL / QuUuAKnLL - X1y uinqors
-OUNIUL IYSUIADAJUL / SUITNQOISOUNLULLL SNOUIADIJUL — DTA] ‘Pruipfsofopyd / apruvydsoydojpds - DD uridoyvzy / auridoyivzy — Y7y Pproyijioyoynis / p1oaifi0000ni8 — M5 / DD OUjpu1saju1osisvs
/ [PU1ISa]u1043503 — [D) UL0ApULs A0ua.301S / auoipuds suar3olg — §S sunduvijod 1ysdoysosyiut / synduvdjod 91dossosonu — VI Ssndnj pyswiagria pyswiagsts / snsopuiayidia sndng onuagsds — g8 sy
-NYSVA-YS[ / SHINISVA YV — AVO[ Doupuozal vysjousvul / 29uvuosal d1ausvul — YN vyisoudvlip vysojosiyorvd ; sisoudvip A3ojoywdoisiy - qHJ ‘Aydviouiog papnduiod - 1) :wpuada / puada

efLI9)uazZow
wardfwpn / | DIAL DAD B B wopa 1 efnsaduoy] / B udwopqe Tmnyy / | §S rurewrtid pos g/ /
9JRIIPOIN SO /DD BUIOPO OLISJUISIW pue uswopqe 9oy | / §S Arewrnig | oSe Jo s1eak g/ N
uornsaguo))
eAd(TID>
: Znp DAY [eusis
uaIafuip / .xrﬁm muwu SLO-LAd / _ _ B ewoydurs zag / 'pod F¢ / o8e
9JBIIPOIN u.mrEZ VZv uoj0d swoydwds oN VAN Jos1eak §5 7 / 4
AD /09 a3 ur ayeydn Hag
210-13d
2(1zo1s ‘ewinue
Ieqo(T / e doruznys effwaradry / Sfuareany 1o / "poS 1¢ /o3e
poon D /DD - N - SUOISOI ‘WNIJUE 3} JO Surpasrq 1D q1s jJosteak 1¢7 / 4
esoonur oruwaIddAL]
soruzn[spod ALY 1
yenyur rupedn ootuzns erolims
BZODOU ‘wnunfaf / -
ue(joaodoN / | DIAI DAD ~ B me— Mua(ns ofueaefofsey] / snLsed TuAIzoxy / uswopqe rmnyy / S poS ‘¢z / oS¢
9SIAPY D /DD RO D S [Tem [2m0q 243 Jo syLI)SeS dAISOIg uduwIopqe 2oy josreak €77 / 4
£ G uonesyneng
JOJeWWIEBJUT ‘SISOIOU
[esoonw :wmnun(a(
nfrdess) 1s9[0q BYTuUs3[0q
eu8pQ/ | ofuanalry/ | spojpwarelsQ / dHd / LO Tufo[sasIA / eftdoysopuy / wojdurts H9poA / | euAouUSQ / qop 1 jods /
asuodsax jusunyedary, | spoypw YO | Surpuy LSojoyyedoisiy LD 21[S-DN Adodsopuyg woyduifs Surpeay IseasIp 3ge pue
JudUI)eAI], Suikrapupn X9 Juaned

YDADISON ‘T VOITIV],
panunuoy) ¢ a14v],

Reumatizam 2021;68(1):32-44

38



Marasovié Krstulovié D. et al. Intestinal vasculitis as a manifestation...

Case report

In terms of descriptive statistics methods for statisti-
cal analysis, an arithmetic mean with standard devia-
tion or a median with interquartile range for continu-
ous variables were used, as well as frequency (percent-
ages) for categorical variables. The analysis was per-
formed using the MedCalc computer programmes
(MedCalc Software, Ostend, Belgium).

RESULTS

The diagnosis of gastrointestinal vasculitis was con-
firmed in 12 patients, of whom 9 were men (75%). The
median age at diagnosis of GIV was 45.2 + 23.3 years.
The results of our research are summarised in Table 2.
Eight patients (67%) had GIV in IgAV. Other patients
with vasculitis also had underlying conditions such as
SLE (2 patients), MPA (1 patient), and primary SS (1
patient). The leading symptom in four patients was ab-
dominal pain with nausea and vomiting, 2 patients had
profuse GI bleeding, one patient had fatigue without
GI symptoms, and the remaining patients’ clinical fea-
tures included acute abdomen with visible radiograph-
ic thickening of the bowel wall with oedema and strati-
fication with ascites. Diagnostic methods are listed in
Table 3. In six (50%) cases, vasculitis was detected by
an MSCT of the abdomen (three patients with IgAV,
two patients with SLE, one patient with SS), in one case
it was detected by a PET-CT scan, in one case through
histopathological findings, and in four cases through
endoscopic findings. CT of the abdomen showed
thickening and stratification of the bowel wall, fol-
lowed by inflammation of the wall of the jejunum, ile-
um, caecum and ascending colon and sigmoid colon,
and dilated bowel loops (Figure 1). In one patient, CT
showed congestion and mesenteric oedema (Figure 1).
Endoscopy of the upper GIT was performed in 10
(83%) patients, and abnormalities were detected in all
of them. The abnormalities were mostly related to hy-
peremia and mucosal erosions (Figure 1). In one pa-
tient with IgAV, MR enterography was subsequently
performed through which jejunal loops with bowel
wall thickening along with a misty mesentery sign with
swollen lymph nodes were detected (Figure 1). Finally,
GI biopsies were performed in three patients, and a
pathological finding was detected in two of them. In-
flammatory infiltrate of the lamina propria of the ile-
um was detected in a patient with IgAV, and in a pa-
tient with SLE who died as a result of GIV, gangrene of
the small intestine with acute peritonitis (mucosal ne-
crosis of the jejunum with accumulation of mixed in-
flammatory infiltrate and blood in lamina propria and
bleeding through the rest of the wall with thrombotic
microangiopathy and fibrinoid necrosis of the blood
vessels) was detected (Figure 1).

All patients were treated with glucocorticoids (GCs)
(methylprednisolone administered intravenously or a

Reumatizam 2021;68(1):32-44

Za statisticku analizu od metoda deskriptivne stati-
stike koristena je aritmeticka sredina sa standardnom
devijacijom ili medijan s interkvartilnim rasponom za
kontinuirane varijable te frekvencija (postotci) za ka-
tegorijske varijable. KoriSten je rac¢unalni program
MedCalc (MedCalc Software, Ostend, Belgium).

REZULTATI

U 12 bolesnika je potvrdena dijagnoza crijevnog
vaskulitisa, od ¢ega su 9 bili muskarci (75%). Srednja
zivotna dob pri postavljanju dijagnoze GIV-a iznosila
je 45,2 + 23,3 godina. Rezultati naseg istrazivanja zbir-
no su prikazani u tablici 2. Osam bolesnika (67%)
imalo je GIV u sklopu IgAV-a. U ostalim vaskulitisima,
u podlozi je bio SLE (2 bolesnice), MPA (1 bolesnica),
primarni SS (1 bolesnik). Vodeéi simptom u &etvoro
bolesnika bila je bol u trbuhu s mu¢ninom i povraca-
njem, dvojica su imala obilno GI krvarenje, jedna bole-
snica je imala umor bez simptoma od strane GI susta-
va, a preostalih pet bolesnika klinicku sliku akutnog
abdomena s radioloski verificiranim edemom i rasloja-
vanjem stijenke crijeva uz ascites. Dijagnosticke meto-
de prikazane su u tablici 3. U Sest (50%) slucajeva va-
skulitis je dokazan MS-CT-om trbuha (tri bolesnika s
IgAV-om, dvije bolesnice sa SLE-om, jedan bolesnik sa
SS-om), u jednom PET-CT-om, u jednom patohisto-
logki, a u Cetiri slu¢aja endoskopski. CT-om trbuha pri-
kazana su zadebljanja i raslojavanje stijenke crijeva,
potom upala stijenke jejunuma, ileuma, cekoascedensa
i sigme te dilatirane crijevne vijuge (slika 1). U jedne
bolesnice CT-om se prikazala kongestija i edem me-
zenterija (slika 1). Endoskopija gornjeg dijela GIT-a
izvrsena je u 10 (83%) bolesnika, i kod svih su uocene
abnormalosti, ve¢inom hiperemija i erozija sluznice
(slika 1). U jednog bolesnika s IgAV-om naknadno je
uc¢injena i MR enterografija kojom su se utvrdile za-
debljane stijenke vijuge jejunuma uz zamucen mezen-
terij s uvecanim limfnim ¢vorovima (slika 1). Napo-
sljetku, GI biopsije su obavljene u tri bolesnika, otkriv-
$i patologki nalaz u dva. U bolesnika s IgAV-om doka-
zan je upalni infiltrat lamine proprije ileuma, a u
bolesnice sa SLE-om, koja je preminula od posljedica
GIV-a, utvrdena je gangrena tankog crijeva s akutnim
peritonitisom (nekroti¢na sluznica jejunuma uz kolek-
ciju mijesanoga upalnog infiltrata i krvi u lamini pro-
priji te krvarenja kroz ostatak stijenke uz tromboti¢nu
mikroangiopatiju i fibrinoidnu nekrozu krvnih zila)
(slika 1).

Svi bolesnici su lijeceni GK (intravenskim metil-
prednizolonom ili peroralno prednizonom u dozi od
0,5 do 1 mg/kg) uz postupnu redukciju doze. Pocetna
doza metilprednizolona od 80 mg ordinirana je u osam
bolesnika (pet bolesnika s IgAV-om, dvije bolesnice sa
SLE-om te u bolesnika s SS-om). U preostalih cetvero
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dose of 0.5 - 1 mg/kg of prednisone administered oral-
ly) with gradual dose reduction. An initial dose of
methylprednisolone of 80 mg was administered to
eight patients (five patients with IgAV, two patients
with SLE, and one patient with SS). In the remaining
four patients, treatment was initiated with a dose of
prednisone of 60 mg, administered orally (three pa-
tients with IgAV and one patient with MPA). In four
patients with IgAV, azathioprine (AZA) at a dose of
150 mg/day was introduced, and in one patient chloro-
quine (250 mg/day) was introduced. Other patients
with IgAV had an excellent response to treatment with
moderate doses of GCs. In patients with SLE, in addi-
tion to GC therapy, cyclophosphamide therapy was ad-
ministered (CYC) at a dose of 500 mg/m? of body sur-
face area, and in one patient intravenous immunoglob-
ulins therapy was administered (IVIG) at a dose of 0.4
mg/kg. CYC and IVIG therapy was administered to
patients with SS as well, at the same doses as in patients
with SLE. A satisfactory response to treatment was
achieved in three patients; however, one patient with
SLE died as a result of mesenteric vasculitis (after re-
peated surgical interventions — bowel resection). A pa-
tient with MPA who was treated with all of the afore-
mentioned drugs had a satisfactory response to treat-
ment (Table 2).

DISCUSSION

The treatment of patients with GIV in systemic Al
diseases still poses a serious challenge because GI sys-
tem involvement is a rare but very serious complica-
tion of the underlying disease that can significantly af-
fect its possible outcomes. Given that clinical symp-
toms are very diverse and non-specific, and that ab-
dominal pain may be the first, early symptom of bowel
perforation, rheumatologists should always approach
patients who report newly occurring GI complications
with caution (1). To the best of our knowledge, no con-
trolled randomised clinical trials have been conducted
on this topic. All data were obtained from a series of
case reports, retrospective studies, and a systematic lit-
erature review. If GIV presents with clinical features of
acute abdomen or GI bleeding, the recommendation
for treatment is the use of GCs as the first-line therapy
with some of the following immunosuppressants: cy-
clophosphamide (CYC), methotrexate (MTX), azathi-
oprine (AZA), intravenous immunoglobulins (IVIG),
rituximab (RTX), chloroquine (1,2,4). The results of
our study showed that GIV most often occurs in IgAV
and has the best response to therapy, which is consis-
tent with most data to date (11,12). Remission was
achieved in most patients and GIT involvement was
not associated with an adverse outcome and relapse of
IgAV, which is inconsistent with the results of another
study in which GI involvement at the time of diagno-
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TABLE 3. Diagnostics of gastrointestinal vasculitis
TABLICA 3. Dijagnostika vaskulitisa gastrointestinalnoga trakta

GI patients
Diagnostic methods / Dijagnosticke metode / GI bolesnici
(N=12)
Multi-slice CT / Viseslojni CT 5
Small bowel wall inflammation )
/ Upala stijenke tankog crijeva
Dilatation small bowel wall with torsion
/ Dilatacija stijenke tankog crijeva uz 1
torziju
Stratification of the bowel wall 1
/ Raslojavanje stijenke crijeva
Congestion and mesenteric oedema 1
/ Kongestija i edem mezenterija
MR enterography / MR enterografija 1
Jejunal wall thickening 1
/ Zadebljanje stijenke jejunuma
PET-CT 1
FDG uptake in the colon 1
/ Signal FDG duz crijeva
Endoscopy of the upper GIT 10
/ Endoskopija gornjeg GIT-a
Hyperemia and mucosal erosions 7
/ Hiperemija sluznice i erozije
Erosive gastritis / Erozivni gastritis 3
Histological finding / Histoloski nalaz 3
No abnormalities detected / Uredan nalaz 1
Infiltration of inflammatory cells
and eosinophils / Infiltracija upalnih stanica 1
i eozinofila
Infiltration of inflammatory cells
with vascular fibrosis / Infiltracija upalnim 1
stanicama uz fibrozu krvnih Zila

Legend / Legenda: CT - computed tomography; MR - magnetic reso-
nance / magnetska rezonanca; PET-CT / PET CT - positron emission
tomography with computed tomography / pozitronska emisijska
tomografija s kompjutoriziranom tomografijom; FDG - fluorodeoxy-
glucose / fluorodeoksiglukoza; GIT - gastrointestinal tract / gastroin-
testinalni trakt.

bolesnika lije¢enje je zapoceto s peroralnom dozom
prednizona od 60 mg (tri bolesnika s [gAV-om te jedna
bolesnica s MPA-om). U ¢etvero bolesnika s IgAV-om,
uz redukciju doze GK, u terapiju se uveo azatioprin
(engl. azathyoprin, AZA) u dozi od 150 mg dnevno, au
jednog bolesnika klorokin (250 mg/dn). Ostali bo-
lesnici s IgAV-om postigli su odli¢an odgovor na lije-
¢enje samo sa srednjim dozama GK. U bolesnica sa
SLE-om, uz GK, provedena je terapija ciklofosfami-
dom (engl. cyclophosphamide, CYC) u dozi od 500 mg/
m? tjelesne povrsine, a u jedne i intravenskim imuno-
globulinima (engl. intravenous immunoglobulin, IVIG)
u dozi od 0,4 mg/kg tjelesne tezine. Terapija s CYC-om
i IVIG-om u istim dozama kao i u SLE-u ordinirana je

Reumatizam 2021;68(1):32-44
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ABDONEN_RUTINSKI (Adul
ported MM Oncol g

Legend / Legenda: a) multi-slice CT of GIV in patient with SLE shows oedema and stratification of the bowel wall (target sign) / viseslojni
CT GIV-a u bolesnice sa SLE-om prikazuje edemi i raslojavanje stijenke crijeva (target sign); b) multi-slice CT in patient with SS shows
free fluid perihepatic space, perisplenic space, paracolic gutter and interstitial space with mesenteric congestion / viseslojni CT u bolesnika
sa SS-om prikazuje slobodnu tekucinu perihepatalno, perispenicno, parakolicno i interstinalno uz kongestiju mezenterija; c) multi-slice
CT in patient with IgAV shows dilated small bowel loops with torsion and congestion of the associated mesentery; two transition points
collapsed into dilated loops: closed loop / viseslojni CT u bolesnika s IgAV-om prikazuje dilatirane vijuge TC uz torziju istih i kongestiju
pripadajuceg mezenetrija; dva prelaska kolabiranih u dilatirane vijuge: ,,closed loop”; d) small bowel histopathology in patient with SLE
(hematoxylin and eosin staining, 20x magnification) shows full-thickness necrosis of the bowel wall, as well as complete necrosis of serosa
/ PHD tankog crijeva u bolesnice sa SLE-om (bojenje hemalaunom i eozinom, povecanje 20x) prikazuje nekroticnu stijenku u cijeloj de-
bljini, kao i potpunu nekrozu seroze; e) MR enterography of the GIV in patient with IgAV shows jejunal loops with bowel wall thickening;
one of the loops is fixed; misty mesentery sign with swollen lymph nodes / MRI enetrografija GIV-a u bolesnika s IgAV-om prikazuje vijuge
jejunuma zadebljane stijenke; jedna od vijuga fiksirana; mezenterij zamucen s uvecanim limfnim cvorovima; f) endoscopy of the upper
GIT in patients with IgAV shows hyperemia and mucosal erosion / endoskopija gornjeg dijela GIT-a u bolesnika s IgAV-om prikazuje
hiperemiju i eroziju sluznice.

FIGURE 1. Imaging (different techniques) of gastrointestinal vasculitis in patients with autoimmune diseases
SLIKA 1. Slikovni prikaz (razlicite tehnike) gastrointestinalnoga vaskulitisa u bolesnika s autoimunim bolestima

sis, along with joint involvement, was associated with
more frequent relapses. The reason for this is the im-
partiality in the selection of subjects in this study (chil-
dren and adults, cutaneous, renal and joint manifesta-
tions of the disease, different treatment protocols) (17).
In our study, the subjects were individuals > 18 years of
age with predominantly cutaneous and GI symptoms
who had a good response to treatment, i.e., who have
achieved remission. With regard to GIV in SLE, lupus
mesenteric vasculitis (LMV) is known to occur in up
to 10% of patients, with the highest prevalence being in

Reumatizam 2021;68(1):32-44

iubolesnika sa SS-om. U tri bolesnika postignut je za-
dovoljavajuci odgovor na lijecenje, medutim jedna bo-
lesnica sa SLE-om je preminula od posljedica mezen-
terijalnog vaskulitisa (nakon opetovanih operativnih
zahvata - resekcije crijeva). U bolesnice s MPA prove-
dena je terapija svim navedenim lijekovima sa zadovo-
ljavaju¢im odgovorom (tablica 2).

RASPRAVA

Zbrinjavanje bolesnika s GIV-om u sklopu sistem-
skih Al bolesti i dalje predstavlja pravi izazov zbog toga
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patients in active disease period. Typical manifesta-
tions of lupus enteritis include focal or diffuse thicken-
ing of the bowel wall, bowel dilatation, and ascites,
which provide visible radiographic signs such as the
“target sign” and “comb sign”: increased bowel wall
volume, thickening and multiplication of mesenteric
blood vessels, and high adipose tissue density. First-
line therapy includes administration of high doses of
GCs, administered intravenously, and in refractory
cases CYC therapy is administered as well. In patients
with obvious signs of peritonitis and highly suspected
intestinal perforation or ischaemia, surgical treatment
should not be delayed (18). In one of our patients, all
the aforementioned treatment methods were used with
IVIG, but there was a fatal outcome, while in other pa-
tients a good response to treatment was achieved. Ac-
cording to data found in literature, the prognosis of
LMYV varies and depends on the extent of ischaemia,
and better outcomes can be achieved with early ad-
ministration of high doses of GCs, CYC, or RTX (19).
In patients with primary SS, systemic vasculitis ex-
tremely rarely affects the GIT, and it may be linked to
associated cryoglobulinemia. If ischaemia or bowel in-
farction are present, the condition is life-threatening. If
GC therapy or immunosuppressants prove to be inef-
ficient, surgical intervention is required (20). GIT is
rarely affected in MPA; however, it is a very serious
manifestation of the disease with possible severe con-
sequences. Although there are no clear treatment rec-
ommendations, intravenous GCs with immunosup-
pressants (CYC or RTX) are administered in most
cases (21). Survival rates differ in various studies, but
recent data suggest that mortality is the same in pa-
tients with MPA regardless of GI tract involvement
(21-23).

Patients with GIV who were treated in our universi-
ty hospital centre had a good response to treatment
and the outcome was fatal in only one patient. We be-
lieve that the reason for the favourable outcomes is the
timely diagnosis and rapid therapeutic intervention,
but longer follow-ups with more subjects are required
in order to find out whether the survival rate has really
improved over the last few years. Since these are rare
disorders, successful treatment of these patients re-
quires a range of diagnostic and laboratory procedures,
as well as good cooperation between experts in a mul-
tidisciplinary team (rheumatologists, gastroenterolo-
gists, radiologists, pathologists and surgeons). Diagno-
sis is made based on clinical suspicion and imaging
methods because there is no specific test for the detec-
tion of GIV in systemic Al diseases.

Our study is limited due to retrospective nature of
data collection, which is why there are certain short-
comings. In addition to that, other limitations include
the relatively small number of patients and the fact that
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$to je zahvacenost GI sustava rijetka, ali vrlo ozbiljna
komplikacija osnovne bolesti koja moze znacajno utje-
cati na ishod. S obzirom na to da su klini¢ki simptomi
vrlo raznoliki i nespecifi¢ni te kako bol u trbuhu moze
biti prvi, rani simptom perforacije crijeva, reumatolozi
uvijek s oprezom trebaju pristupiti bolesnicima koji
navode novonastale GI smetnje. (1) Prema nasim sa-
znanjima do sada nije provedeno ni jedno kontrolira-
no randomizirano klini¢ko ispitivanje na navedenu
temu. Svi podatci dobiveni su iz serija prikaza slucaje-
va, retrospektivnih studija i sustavnog pregleda litera-
ture. Ukoliko se GIV prezentira klinickom slikom
akutnog abdomena ili GI krvarenjem, preporuka za
lijecenje je primjena GK kao prve linije uz neki od
imunosupresivnih lijekova: ciklofosfamid (engl. cyclop-
hosphamide, CYC), metotreksat (engl. methotrexate,
MTX), AZA, IVIG, rituksimab (engl. rituximab, RTX),
klorokin (1,2,4). Rezultati nase studije pokazali su
kako se GIV najcesce javlja u sklopu IgAV-a te ima naj-
bolji odgovor na terapiju, $to je u skladu s ve¢inom
dosadasnjih podataka (11,12). U vecine bolesnika po-
stignuta je remisija te zahvacenost GIT-a nije bila po-
vezana s losijim ishodom i relapsom IgAV-a, sto se pak
ne podudara s rezultatima jednoga drugog istrazivanja
u kojem je zahvacenost GI sustava u trenutku postav-
ljanja dijagnoze, zajedno sa zglobnom zahvacenoscu,
bila povezana s ¢e$¢im relapsom. Razlog navedenome
je nepristranost pri izboru ispitanika u navedenom
istrazivanju (djeca i odrasli, kozne, bubrezne i zglobne
manifestacije bolesti, razliciti protokoli lijecenja) (17).
U nasem istrazivanju ispitanici su bili osobe > 18 godi-
na s dominantno koznim i GI simptomima s dobrim
odgovorom na provedeno lijeCenje, odnosno postiza-
njem remisije. Sto se tice GIV-a u sklopu SLE-a, pozna-
to je da se LMV javlja u do 10% bolesnika, s najviSom
prevalencijom u bolesnika s aktivnom boles¢u. Tipi¢na
obiljezja lupusnog enteritisa uklju¢uju fokalno ili di-
fuzno zadebljanje stijenke crijeva, dilataciju crijeva i
ascites koji daju prepoznatljiva radioloska obiljezja
»znak mete“ i ,znak ceslja“ (engl. target and comb’s
signs): povecani volumen stijenke crijeva, zadebljanje i
umnazanje mezenterijalnih krvnih Zila i poviSeni den-
zitet masnoga tkiva. Prva linija lijeenja su visoke doze
intravenskih GK, a za refraktorne slucajeve primje-
njuje se i CYC. U bolesnika s o¢itim znakovima perito-
nitisa i visokom sumnjom na perforaciju ili ishemiju
crijeva kirurski pristup se ne smije odgadati (18). U
jedne nase bolesnice provedene su sve navedene mjere
lije¢enja uz IVIG-e, medutim doslo je do smrtnog is-
hoda, dok je u druge bolesnice postignut dobar odgo-
vor na provedeno lijeenje. Prema literaturnim poda-
cima, prognoza LMV-a varira i ovisi o opsegu ishemije,
a bolji ishodi se mogu posti¢i ranom primjenom viso-
kih doza GK, CYC-a ili RTX-a (19). U bolesnika s pri-
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this study was conducted in a single hospital centre.
Despite the descriptive analysis, with all the inherent
bias associated with this type of research, we have tried
to gain useful insights in order to improve the identifi-
cation and treatment of patients with GIV in various
Al diseases.

CONCLUSION

GIV is a rare manifestation of systemic Al diseases,
but the clinical features can be very severe and lead to
a fatal outcome, especially if it is not diagnosed at an
early stage and treated with aggressive immunosup-
pressive therapy. However, additional studies are need-
ed to identify factors that influence the prognosis and
treatment outcome of these disorders, as well as clear
recommendations and guidelines for the treatment of
these patients.
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marnim SS-om, sistemski vaskulitis iznimno rijetko
zahvaca GIT, i moze ga se povezati s pridruzenom
krioglobulinemijom. Ako su prisutni ishemija ili in-
farkt crijeva, stanje je opasno po zivot. Ukoliko se tera-
pijom GK ili imunosupresivima ne postigne ucinak,
potreban je kirurski zahvat (20). GIT je rijetko zahva-
¢en u MPA, medutim radi se o vrlo ozbiljnoj manife-
staciji bolesti s moguce teskim posljedicama. Iako ne
postoje jasne preporuke za lijeenje, ve¢inom se pri-
mjenjuju intravenski GK s imunosupresivima (CYC ili
RTX) (21). Stopa prezivljenja se razlikuje u nekoliko
studija, ali noviji podatci ukazuju kako je smrtnost jed-
naka u bolesnika s MPA bez obzira na zahvacenost GI
trakta (21-23).

Bolesnici s GIV-om u nasem centru imali su dobar
odgovor na provedeno lijecenje te je u samo jednom
slucaju doslo do smrtnog ishoda. Misljenja smo kako
je razlog dobrim ishodima pravodobno postavljanje
dijagnoze i brza terapijska intervencija, ali potrebna su
dulja pracenja s ve¢im brojem ispitanika koja bi poku-
sala odgovoriti je li zaista pobolj$ana stopa prezivljenja
tijekom posljednjih nekoliko godina. Budu¢i da se radi
o rijetkim poremecajima, za uspjesno lijecenje ovih
bolesnika potreban je ¢itav niz dijagnostickih i labora-
torijskih postupaka, kao i dobra suradnja multidisci-
plinarnog tima (reumatolozi, gastroenterolozi, radio-
lozi, patolozi i kirurzi). Dijagnoza se postavlja teme-
ljem klinicke sumnje i slikovnih metoda jer ne postoji
nijedna specificna pretraga za dokazivanje GIV-a u
sklopu sistemskih AI bolesti.

Ogranicenje naseg istrazivanja jest retrospektivnost
prikupljanja podataka, zbog ¢ega postoje odredene ne-
dostatnosti. Takoder, ogranicenja su i relativno mali
uzorak bolesnika te provodenje istrazivanja u samo
jednom centru. Unato¢ deskriptivnoj analizi, uza svu
inherentnu pristranost koja se veze uz takvu vrstu
istrazivanja, pokusali smo izvuci korisne spoznaje u
svrhu poboljsanja prepoznavanja i lijecenja bolesnika s
GIV-om u sklopu razlic¢itih Al bolesti.

ZAKLJUCAK

Crijevni vaskulitis je rijetka manifestacija sistemskih
Al bolesti, ali klini¢ka slika moze biti vrlo teska i dove-
sti do fatalnog ishoda te je nuzna brza dijagnoza i agre-
sivno imunosupresivno lijecenje. Medutim, dodatne
studije su nuzne kako bi se identificirali ¢imbenici koji
utjecu na prognozu i ishod lije¢enja ovih poremecaja,
kao i jasne preporuke i smjernice za zbrinjavanje ovih
bolesnika.
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