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Abstract. In 1932, Burrill Bernard Kron, Leon Ginsberg and Gordon Oppenheimer published an article entitled
“Regional lleitis:Pathological and Clinical Essence”, in which they first described terminal ileitis, later named
B. Kron. Crohn'’s disease (CD) is a recurrent systemic inflammatory disease affecting the gastrointestinal tract
with extraintestinal manifestations and systemic immunological disorders. It can be localized in all parts of the
gastrointestinal tract and is characterized by a variety of intestinal and extraintestinal manifestations, which
depend on the depth, length of the affected organ and the characteristics of immune (systemic) complications.
Upper gastrointestinal tract lesions in this disease are an understudied area. Routine screening showed a higher
prevalence of the described pathology among children compared to adults. Upper gastrointestinal involvement in
Crohn'’s disease is an understudied area. Routine screening showed a higher prevalence of this pathology among
children compared to adults. In most patients, damage to the upper gastrointestinal tract remains asymptomatic,
but pathological changes in the mucous membrane, diagnosed by morphological examination, are possible. In
routine practice, endoscopic examination is recommended for patients with pre-existing lesion symptoms. This
literature review considers morphological changes in the upper gastrointestinal tract in Crohn’s disease, which
are a consequence of both the underlying disease and the side effects of drugs used in the treatment of this
pathology.
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Pestome. B 1932 r. beppunn bepHapg KpoH, JleoH TmH36epr u FfopgoH OnneHreiMep onyo6inKoBany CTaTblo
«PernoHanbHbIN NenT: NaToNornyecKasn n KINMHNYeCKas CyLLIHOCTbY, B KOTOPOW BNEepPBble ONMCanv TEPMUHANbHbIN
UneuT, NoayunBLWniA B ganbHenwem nma b. KpoHa. bonesHb KpoHa (BK) — peunansupytowas cucteMHas BoC-
nanuTenbHas 605e3Hb, MOparkaloLas »KenyaoUHO-KMWeYHbIN TPAKT (KKT) ¢ BHEKMLIEUHbIMY MPOABAEHUAMN
1N CUCTEMHbIMU UMMYHOIOTNYECKUMU HapyLweHuAamn. MoxeT N10Kann3oBaTbCA BO BCEX OTAeNax »enygoyHo-
KMILUEYHOrO TpaKTa U XapaKTepu3yeTcs Pa3HOOOPA3HbIMU KUILUEYHbIMM U BHEKULIEYHbIMU MPOABIEHUAMY,
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KOTOPbI€ 3aBUCAT OT MYOUHbI, MPOTA>KEHHOCTN MOPAXXEHHOIO OpraHa Y 0COOEHHOCTEN UMMYHHbIX (CUCTEMHbIX)
OCNOXKHeHM. MNopaxeHue BepxHux otaenos XKKT npu fJaHHOM 3a6oneBaHNV NPeACTaBAsSET COO0MN HEOCTAaTOYHO
N3Yy4YeHHYI0 0651acTb. PYTUHHBI CKPMHUHT MOKa3as 6oJiee BbICOKYIO PacnpOCTPaHEHHOCTb OMMCbIBAEMON NMaTo-
NOrUK Cpean AeTel Mo CPaBHEHMIO C B3POC/IbIMU. Y 60JIbLUMHCTBA MALMEHTOB MOpaXkeHne BEPXHUX oTaenoB XKKT
OCTaeTcAa 6eCCUMNTOMHbIM, OIHAKO BO3MOXKHbI MATONIOrMYeCcKne N3MeHEHUA CIM3UCTON 060MI0UKY, ANArHOCTM-
pyemble npu MOpdONorMyeckomM NccnefoBaHnn. B pyTMHHOM NPaKTMKe SHAOCKONMUYECKOE UCC/IeloBaHNE PEKO-
MeHAYeTCA NaLMEHTaM C YKe UMEILVMUCSA CUMATOMaMM NopakeHns. B ;laHHOM nuTepaTtypHoM 0630pe paccmo-
TpeHbl Mopdonornyeckrie n3meHeHns B BepxHux otaenax *KKT npu 6onesHun KpoHa, aBnsiowmecs ciegctBuemM
Kak OCHOBHOTrO 3a60JieBaHUs, TaK 1 MOOOYHOrO AeNCTBUSA JIeKaPCTBEHHbIX NMPENnapaToB, UCMOJIb3YEeMbIX NPU fe-

YeHUn ,ElaHHOI‘/II natoJsiornn.

KnioueBble cnoBa: socnaseHue, Mopgonoaus, 6onesHb KpoHa

INTRODUCTION

Crohn's disease (CD) along with ulcerative
colitis is one of the predominant clinical enti-
ties in the structure of inflammatory bowel di-
sease. At present, CD continues to be considered
a chronic disease resulting from a complex in-
terplay of environmental, microbial and genetic
factors, despite ongoing research on the etiology
and pathogenesis of CD and the progress made
in understanding the mechanisms of disease de-
velopment. Any part of the gastrointestinal (Gl)
tract can be affected in CD, but the process is
usually associated with involvement of the ter-
minal ileum or colon. Cases of CD with isolated
or combined involvement of the upper Gl tract
(esophagus, stomach, and duodenum) are rare
and the least studied variants of the disease. This
literature review considers upper Gl lesions in
this pathology.

MORPHOLOGIC CHANGES
IN THE ORAL MUCOSA

Oral manifestations of Crohn's disease are both
a consequence of primary exposure to the di-
sease, a symptom of a disease of another etiology,
or a secondary reaction to drug treatment. The
appearance of morphologic changes may also be
associated with a secondary manifestation of the
intestinal form of Crohn's disease. The results of
the study of clinical and morphological features
of CD accompanied by oral lesions showed that
33 (38.4%) patients had oral cavity changes, in
particular chronic recurrent aphthous stomatitis
in 9 (10.46%) patients. In 19 (22.1%) patients, oral
symptoms appeared earlier than intestinal mani-
festations, which is confirmed by the results of his-
tologic examination of the oral mucosa, namely
the presence of granulomatous inflammation [1].

Specific mucosal lesions include granuloma-
tous changes that have been noted on histopa-

thologic examination. Although less common
than nonspecific lesions, they may occur si-
multaneously with or even before intestinal
symptoms. The oral mucosa is hyperplastic, re-
sembling cobblestone, on which nodular granu-
lomatous swelling is noted. Compacted polypo-
sis fringed lesions of the vestibule and retromolar
region are typical. On the mucous membrane of
the lips and cheeks, as well as in the retromolar
areas are most often found plaques and deep ul-
cerations of the mucosa with hyperplastic edges,
flabby or dense on palpation. The gingiva and al-
veolar mucosa are swollen, and become granular
and hyperplastic with or without ulceration [2].
Swelling of the face, one or both lips and cheek
mucosa may also be noted. This condition is un-
pleasant for patients because it can lead to facial
deformity [1]. Granulomatous inflammation can
be identified histologically in such lesions. The
lips are most commonly affected and are usually
painless and solid on palpation. Many patients
with swollen lips also have painful vertical fis-
sures in which many microorganisms may be iso-
lated [3].

Non-specific oral lesions in CD include aph-
thous ulcers, orofacial symptoms predominantly
characteristic of young patients, granulomatous
cheilitis, and vegetative pyostomatitis [4]. Aph-
thous ulcers are the most common type of oral
lesions, occurring in 20-30% of adult CD pa-
tients [2]. The characteristic site of oral lesions is
the lips, followed by the mucosa of the cheeks,
gums, vestibular and retromolar regions [5]. This
phenomenon is a focal inflammation of the oral
mucosa in which round ulcers (aphthae or ero-
sions) form. Aphthae are covered with gray or
yellowish plaque and cause pain and discomfort.
Aphthae with an atypical course are almost indis-
tinguishable from normal aphthae before biopsy.
Biopsy material is taken from the upper Gl tract
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in the presence of clinical signs of the disease,
but repeated biopsies in this area are not taken
in the absence of clinical and macroscopic mani-
festations of the pathologic process [6]. It is worth
noting that the frequency of aphthous ulcers in
inflammatory bowel disease (IBD) is the same as
in any other pathology in which they may occur.
However, aphthous ulcers occurring in IBD are
characterized by a persistent recurrent course [7].
Clinically, the ulcers are small, painful, but benign
with a limited erythematous aureola. They may
also be part of recurrent aphthous stomatitis or
they may be isolated masses [8].

In addition to morphologic changes in the
oral cavity, the immunologic profile of cells also
changes. According to the results of the study by
G.M. Damen et al. the oral cavity cells of CD pa-
tients were more immunologically active. Thus,
buccal epithelial cells showed increased produc-
tion of CXCL-8, CXCL-9 and CXCL-10. Lipopoly-
saccharide-stimulated dendritic cells originating
from monocytes produced CXCL-8 [9, 10].

ESOPHAGEAL
MORPHOLOGICAL CHANGES

Currently, the likelihood of esophageal in-
volvement in Crohn's disease is considered
unlikely. The prevalence of esophageal CD in
adults, according to different data, varies from
1.2 to 1.8% and from 3.3 to 6.8%. In children the
incidence ranges from 25.8 to 41.5% and from
7.6 to 17.6% [11]. However, histologic evidence
of esophageal involvement was found in 54% of
pediatric patients with CD: 11% were in associa-
tion with esophagitis, 33% were in association
with chronic inflammation, and 4% were in as-
sociation with reflux esophagitis, according to
S.P. Castellaneta et al. [12].

The diagnosis of the Crohn's disease of the
esophagus is difficult to make, as the histologic
features of this disease are usually nonspecific
and it may present as erosive-ulcerative esopha-
gitis, esophageal stricture or esophageal fistula,
which occur in a number of other pathologies.
According to K.M. De Felice et al. the most com-
mon sites of esophageal involvement were
mid (29%), distal (29%), diffuse esophagitis also
occurred in 21% of cases. At the time of endos-
copic examination, superficial ulceration (58%),
erythema and/or erosions (50%), deep ulce-
ration (13%) and pseudopolyps (4%) were the
most common findings on the background of
hyperemia of the esophageal mucosa. Accor-
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ding to De Felice et al. study, the most common
localizations of esophageal lesions are middle
and distal esophageal lesions — 29%, mid-distal
lesions — 17%, diffuse lesions — 21%, proximal
lesions — 4% [11].

The most common esophageal lesion in
Crohn's disease is lymphocytic esophagitis.
Lymphocytic esophagitis (LE) is histologically
characterized by marked esophageal lympho-
cytosis with the absence or presence of only
rare intraepithelial granulocytes. At the initial
stage of the disease, macrophage and lym-
phoid infiltration is found only in the submu-
cosal layer, then the pathologic process covers
all layers of the digestive tube, incomplete or
sarcoid-like granulomas may be found. At the
next stage, ulcers occur, extending deep into
the serosa until the formation of fistulas. Ac-
cording to a study by Don R. Ebach, the histo-
logic diagnosis of LE is associated with pedi-
atric CD and was found in 28% of CD patients.
Esophagitis with granulomas was observed
in 10% of CD patients studied [13]. Upon his-
tologic examination, “wavy cells,” which are
dense intraepithelial lymphocytes, nonspecific
for CD, characteristic of both celiac disease and
reflux esophagitis, may also be found. The de-
velopment of eosinophilic esophagitis is pos-
sible. It can be distinguished from esophagitis
associated with Crohn's disease only by the
pathologic Th1-type reaction typical of CD, in
contrast to the Th2-type reaction in eosinophi-
lic esophagitis [14].

MORPHOLOGIC CHANGES
IN THE MUCOSA OF THE STOMACH
AND THE DUODENUM

Gastric and duodenal involvement in CD is
rarely clinically evident, but endoscopic exami-
nation of the upper Gl tract is useful in the pres-
ence of distal involvement. Gastroduodenal le-
sions may present symptoms that imitate peptic
ulcer disease, such as pain in the epigastric region,
nausea/vomiting and abdominal bloating, and
subfebrile body temperature. In pediatric prac-
tice, gastritis or duodenitis in CD is often asymp-
tomatic and is usually diagnosed during routine
endoscopy. It may manifest as mucosal hype-
remia (erythematous gastroduodenitis), erosions
or ulcers, fistula formation, stricture, or a combi-
nation of these.

The most common clinical picture is perma-
nent involvement of the antral, gatekeeper and
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proximal duodenum, affecting up to 60% of pa-
tients with duodenal CD [15]. Men and women
are equally affected, with a ratio of 1.2:1. Granu-
lomas are found both in abnormal macroscopic
structure of the gastric and duodenal mucosa and
in its normal structure. Focal acute (neutrophilic)
and chronic (lymphocytic) inflammation is often
observed [16]. The gastroduodenal mucosa often
has focal subepithelial infiltration of macrophages
throughout the intrinsic lamina of the mucosa.
K. Yao et al. found that in duodenum and stomach,
the incidence of macrophage aggregates throug-
hout the intrinsic mucosal lamina was higher than
in granulomatous lesions. No macrophage aggre-
gates or granulomas were found in patients with
ulcerative colitis. Macrophage infiltration of the
intrinsic lamina of the gastroduodenal mucosa
was observed in patients with diagnosed Crohn's
disease. Researchers suggest that subepithelial ac-
cumulations of lamina propria macrophages in the
absence of signs of inflammation may be one of
the minute histologic changes leading to mucosal
damage characteristic of CD [17]. The presence of
granulomas, superficial intraepithelial accumula-
tions of neutrophils, and infiltration of the intrinsic
lamina propria by neutrophilic granulocytes were
more frequently observed in H. pylori negative pa-
tients [18].

CONCLUSION

Anincrease in the number of people suffering
from inflammatory bowel diseases is registered
worldwide according to epidemiologic studies.
In recent years, there are more and more pub-
lications concerning the state of the upper Gl
tract in these diseases. Unfortunately, the symp-
tomatology at the initial stages of pathology
is currently insufficiently studied. There are no
views on the evaluation of the place of the le-
sion in the general picture of the disease, as well
as whether it is a complication or refers to the
individual course of the disease and does not af-
fect the severity. Further study of this problem
will make it possible to diagnose the lesion at
early stages, which will significantly improve the
prognosis in therapy.
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AONOJIHUTEJIbBHAA UHOOPMALIUA

Bknag aBTOpOB. BCe aBTOpbI BHeECAM cCylie-
CTBEHHbIV BKNag B pa3paboTKy KoHUenuum, npo-
BefleHVe WNCCNefoBaHMA W MNOArOTOBKY CTaTbW,
npounu n ogobpunn GrHanbHy Bepcuio nepes
nybnmkauven.

KoH$nuKT nHTepecoB. ABTOpbl fieKnapupyoT
OTCYTCTBUE ABHbIX Y MOTEHLMaNbHbIX KOHONNKTOB
WHTEpPeCOoB, CBA3aHHbIX C NybnuKaumen Hactos-
Lien cTaTbu.

UcTouHuK ¢puHaHcmpoBaHUA. ABTOPbI 3asB-
nAT 06 OTCYTCTBUM BHelHero GrHaHCMpoBaHWA
npv NpoBeAeHNN NCCIIefOBaHNA.
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