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Is autoimmune pancreatitis a risk factor for pancreatic adenocarcinoma?

Je autoimunitni pankreatitida rizikovym faktorem adenokarcinomu pankreatu?

Imunoglubulin G4 asociované nemoci tvofi skupinu chorob, které charakterizuje vysoka hladina imunoglobulinu G4
(IgG4) v krevnim séru, zvyseny obsah lymfocytl a plasmatickych bunék s IgG4 v parenchymu nékterych organti a sto-
riformni fibr6za. Nejéastéji postizenym organem je pankreas. Hovofime o autoimunitni formé pankreatitidy, ktera se
rozliSuje na dva typy. 1. typ s vysokym obsahem IgG4 v pankreatickém parenchymu je vyznamné castéjsi nez 2. typ a
ma zasadni odliSnost, i pokud jde o pfitomnost extrapankreatickych postizeni.

V obecné roviné plati, Ze chronicky zanét patfi mezi rizikové faktory vzniku karcinomu. Chronicka pankreatitida je tak
akceptovanym rizikovym faktorem vzniku pankreatického karcinomu. Je otazkou, zda toto plati i o autoimunitni pan-
kreatitidé (AIP), kterd ma nékteré mediatory zanétu shodné s pankreatitidou sporadickou, a jakou roli hraje pfitomnost
imunoglobulinu G4.

Naprosta vétsina praci s touto tematikou jsou kazuisticka sdéleni, pfesto vsak, a to i na zakladé vlastnich zkusenosti, si
dovolujeme tvrdit, Ze existuje vztah mezi autoimunitni formou pankreatitidy a pankreatickym karcinomem, ktery se
objevuje obvykle v prvnich dvou letech od stanoveni diagnézy AIP. Vyznamny je rovnéz fakt, ze u skupiny osob s AlP,
ktera je klinickou manifestaci lgG4 asociovanych onemocnéni, byl nalezen dokonce vys3si vyskyt nadorovych onemocnéni
extrapankreatickych, nez tomu bylo v pankreatu samotném.

Diferencialni diagnostika AIP od karcinomu pankreatu muze byt nékdy problematicka, protoze tato onemocnéni se
mohou projevovat obé jako fokalni pankreatické léze. IgG4 je povaZovan za uzite¢ny pro diagnostiku AIP, aviak hladiny
IgG4 mohou byt mirné zvySené i v pripadé adenokarcinomu pankreatu. Hladiny IgG4 presahujici dvojnasobek horni
hranice jsou u pacientl s adenokarcinomem pankreatu vzacné. Byly vsak zdokumentovany pripady soucasného projevu

karcinomu pankreatu a AIP, a proto ani tato moznost by neméla byt opomijena.

AIP patii mezi stav, jenz vyzaduje pravidelnou dispenzarizaci, a to i z pohledu mozné kancerogeneze.
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Introduction

lgG4-related disease (IgG4-RD) can be linked with many organs,
such as the biliary tract, liver, salivary gland and lacrimal glands, kidney,
prostate, lungs, breast, thyroid, pericardium, lymph nodes and skin (1, 2).

Cancer tissue can also be infiltrated by IgG4 plasma cells, however
this infiltration is usually with variable density and counts of IgG4
plasma cells. There is no association with typical IgG4-RD histological
markers. This fact poses the question, if synchronous carcinoma and
IgG4-RD represent a true association or a non-specific pericancerous
IgG4 reaction; this remains unresolved (3).

The autoimmune form of chronic pancreatitis is a relatively rare
disease characterized initially by the presence of an obstructive icte-
rus, lymphoplasmatic infiltration, storiform pancreatic parenchyma
fibrosis with intraparenchymatous venulitis, and further an abundant
presence of immunoglobulin G4 (IgG4) in serum, with an increase in
lgG4-positive plasma cells in the parenchyma. A typical feature is a fa-
vourable response to steroid therapy (4), which is reported as one of the
diagnostic criteria. In the pathogenesis of autoimmune pancreatitis (AIP),
the multifactoriality of the process is a characteristic feature to which
autoimmunity, genetic and environmental factors contribute. As noted,
the autoimmune form of pancreatitis is the clinical manifestation of a set
of diseases referred to as IgG4-RD. These diseases are characterized by
a high presence of plasma cells and positivity of IgG4 not only in blood
serum, but also in cells of parenchymatous tissues. In addition, the disea-
seis closely associated with an increase in interferon-1 (INF-1), which is
produced by plasmacytoid dendritic cells. Increased INF-1 production is
one factor in the pathogenesis of AIP (5). In addition to the autoimmune
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form of pancreatitis, INF-1 (usually alpha) is known to be an important
factor in the development of other autoimmune diseases, such as in
those with systemic lupus erythematosus (SLE) (6). Attention in the
pathogenesis of AIP is also given to genetic and immunological factors
(7). Interesting results have been reported by a Japanese study, which
described as a possible new genetic factor HLA serotype DRB1 0405
and DRB1 0401 (8). However, this undoubtedly interesting result has not
yet been confirmed by further studies. People with AIP demonstrate
a high level of antibodies. Positive antinuclear antibodies were found
in 40% of patients, antibodies against anhydrase Il and PSTI (pancreatic
secretory trypsin inhibitor) in 55% and against lactoferrin in as many as
75% (9). Environmental factors include the long-term action of certain
substances, such as mineral oils and certain polymers.

The classification of autoimmune pancreatitis

In 2012, recommendations were published regarding the nomen-
clature of AIP (10). There are thus two types of AIP. Type 1, also referred
to as lymphoplasmatic sclerosing pancreatitis (LPSP), is reported to
be an autoimmune form which is a manifestation of IgG4 associated
pancreatitis. Type 2 is not associated with IgG4-RD and is designated
as idiopathic duct centric pancreatitis (IDCP) (11). Key characteristics
and differences between type 1 and type 2 autoimmune forms of
pancreatitis are shown in Table 1 (adapted according to Webster (11)).

Autoimmune pancreatitis and pancreatic cancer
An important issue is the existence of a relationship between the

autoimmune form of pancreatitis and pancreatic cancer, similar to
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