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Aim: to present clinical guidelines describing the clinical, laboratory, endoscopic and histological characteristics
of autoimmune gastritis (AlIG) and to provide information support for decision-making on diagnosis, prognosis as-
sessment and choice of management tactics for patients with AlG.

Key points. AIG is an organ-specific autoimmune disease characterized by the presence of antibodies to parietal
cells and/or intrinsic factor, in which inflammation and atrophy are limited to the gastric mucosa, functionally man-
ifesting as hypo- and achlorhydria. There is evidence of an increase in the incidence of AIG worldwide. AlG is often
associated with autoimmune thyroiditis (up to 40 % of cases), type 1 diabetes mellitus, and autoimmune polyglan-
dular syndrome. Data on laboratory diagnostic methods, esophagogastroduodenoscopy, and histological examina-
tion of biopsies are presented, with an analysis of the endoscopic and histological picture typical of AIG. When AlG
is combined with H. pylori infection, eradication therapy is recommended. In addition to symptomatic treatment
and treatment of anemia, long-term rebamipide therapy is recommended to potentiate the protective properties
of the gastric mucosa. Endoscopic monitoring of patients with AlG is recommended at intervals of once every 3 years.
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Llenb: npeacTaBuUTb KIMHNYECKME PEKOMEHOALIMN C ONMUCAHUEM KIIMHUYECKMX, TabopaTOpHbIX, 9HAOCKOMNYECKNX
M TUCTONIOMMYECKNX XapaKTEPUCTUK ayTOMMMYHHOro ractputa (AUIN) n obecneynts MHGOPMALMOHHYIO MOAAEPXKY
DS NPUHATUS PELLIEHNI MO AUarHOCTUKE, OLEHKE NPOrHO3a 1 BbIOOPY TakTUKW BEAEHWS NaumeHToB ¢ AU,

OcHoBHoe coaepxxaHue. AT — opraH-cneunduryeckoe ayTouMMyHHOe 3aboneBaHne, KOTOPOoe XxapakTepuayeTcs
HaM4YMEM aHTUTEN K NapueTasibHbIM KJ1IeTKaM 1/Uiv BHyTpeHHeMy dakTopy, Npyv KOTOPOM BOCNasieHe 1 atpodus
OorpaHvyeHbl CM3nCTON 060N04KON Tena xenyaka, GYyHKUMOHaNbEHO NPOSBASioLLEee cebs rmno- 1 axaoprugpuen.
NmetoTcsa paHHble 06 yBennyeHun 3abonesaemoctu AU Bo Bcem mupe. AUT 4acTo coveTaeTcs C ayTOMMMYHHbBIM
Tpeonantom (oo 40 % cnyyaes), caxapHbiM AnabeTom 1-ro Tmna, ayTOMMMYHHbIM NOAUIIAHAYASPHBIM CUHAPO-
MoM. lNpeacTaBneHbl faHHbIe O MeToAax 1abopaToOPHON ANArHOCTMKM, 330¢haroracTpoayoeHOCKONUN 1 TCTONO0-
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rmyeckoro nuccrnenosaHms 6uonTtaToB ¢ pa3dopom TunuyHon ans AU sHAO0CKONMYeCKOoW 1 TMCTONIOrMYeckom Kap-
TuHbL. Mpwu covetanmmn AUT ¢ nndekumen H. pylori pekoMeHayeTcs NPOBEAEHME apaanKaLnoHHOM Tepanun. Kpome
CMMMTOMATUYECKOro JIeYeHUs1 1 IeYEeHU aHEMUN PEKOMEHAYETCS Tepanusa pedbamMmunuoom B Te4eHne OJINTeslbHoro
BPEeMEHU C LieJiblo MOTEeHUMPOBaHUS 3aLLMTHBIX CBOCTB CIN3UCTOM 000/104KM Xenyaka. dHO0ocKonmyeckoe Habnio-
neHne naumeHtam ¢ AUIM pekomeHayeTcs ¢ uHtepsanom 1 pas B 3 roga.

3aknioueHue. KnmHnyeckoe sHavyeHne AU onpeaenseTcsa BOSHYKHOBEHMEM B -aebuumntHon v xxenesonebuumr-
HOI aHeMUM, MOBbLILLEHMEM pUcKa onyxonei xenyaka — H90-1 n ageHokapuyHoMbl. HabnogeHne 3a naumeHTamm
¢ AT Nno3BoNsieT NPOBOANTL CBOEBPEMEHHOE JieHeHne 1 NPodPUIakTUKy aHEMUM U BbisiBIEHME HOBOOOPa30BaHUIA
xenyoka.

KnioueBble crioBa: ayTOMMMYHHbIM FAaCTPUT, aHTUTENA K NapueTanbHbIM KJIETKaM, aHTUTena K BHyTpeHHeMy dakTo-
py, aTpodusl, aHeMusl, ayTOMMMYHHbIN TUPEOUAMNT, HEMPOIHAOKPUHHAS OMyX0Jib Xenyaka | Tmna, ageHokapumHomMma
KoH)NUKT nHTepecoB: aBTOPbI 3as9BNSIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ana umtupoBaHus: VeawkuH B.T., Maes N.B., Jlanuna T.J1., TpyxmaHoB A.C., PymsaHuesa [.E., CtopoHosa O.A., lNapacke-
BoBa A.B., TepTbluHblii A.C., KuptoxmH A.T., Masnos N.B., Abaynxakos C.P., Anekceesa O.I1., AnekceeHko C.A., AHgpeeB [.H.,
BakynuHn W.T., BakynuHa H.B., BopauH A.C., laneesa 3.M., dexHny H.H., KoHoHoB A.B., KopoyaHckas H.B., Kysaes P.O.,
KyuepsaBbiin 0.A., JlIuezaH M.A., Ocunenko M.®., MNMuporos C.C., CapceHbaesa A.C., CumaHeHkoB B.U., TpowwnHa E.A., ®Pe-
nopos E.[., XneiHoB U.B., LlykaHoB B.B. KnuHuyeckne pekomeHgaumm POCCUIACKO racTPO3HTEPONOrMYECKOM accoumaumnm
no AMarHOCTUKE N JIEYEHMIO ayTOMMMYHHOIO racTpuTa. Poccuiickuii XypHan raCTpo3HTEPONIOrnn, renaTosiormm, KonomnpoKTo-

noruu. 2025;35(6):115-135. https://doi.org/10.22416/1382-4376-2025-35-6-115-135

1. Brief information on the disease or
condition (a group of diseases or conditions)

1.1. Definition of the disease or condition
(group of diseases or conditions)

Chronic autoimmune gastritis (AIG) is an
organ-specific autoimmune disease featured by
presence of antibodies to parietal cells and/or to
the intrinsic factor, where inflammation and at-
rophy are limited to the gastric mucosa, function-
ally manifested by hypo- and achlorhydria [1—4].

1.2. Etiology and pathogenesis of the disease
or condition (groups of diseases or conditions)

The autoantigen is H*/K*-ATPase (proton
pump), which is a target not only for antibodies
to parietal cells, but also for autoreactive T cells.
CD4* T lymphocytes and cytotoxic T lymphocytes
are recognized as the main participants in the auto-
immune reaction. Pro-inflammatory cytokines are
produced by activated autoreactive T cells, enhanc-
ing the immune response and promoting apoptosis
of parietal cells via the Fas-dependent and perforin-
dependent pathways. Therefore, the atrophic phase
of AIG is associated with prolonged inflammation
and is featured by loss of acid-producing glands of
the stomach body. It is believed that the activity
of T cells leads to prolonged stimulation of B lym-
phocytes, which, in turn, produce antibodies to
parietal cells and intrinsic factor [1, 4—6].

The triggering mechanisms of AIG develop-
ment are insufficiently studied. The high AIG dis-
ease incidence in patients with a burdened fam-
ily history of autoimmune diseases or presence of
autoimmune diseases is indicative of genetic pre-
disposition. The relationship between H. pylori

and AIG cannot be established; however, major-
ity of authors suggest that H. pylori can induce
or aggravate AIG progression in at least some of
the patients. Inflammation induced by H. pylori
may have an effect on parietal cells and “reveals”
the molecular patterns of H*/K*-ATPase with
the production of autoantibodies to parietal cells
in the future. H. pylori proteins revealed pro-
ton pump cross-reacting epitopes that in vitro
induced the proliferation of T cells expressing
the Th1 profile. Therefore, the antigenic mim-
icry of the bacterium and parietal cells links AIG
to a pre-existing or current H. pylori infection
[1, 4-8].

The histological pattern of AIG is featured
by loss of acid-producing glands with their re-
placement by fibrous tissue (nonmetaplastic at-
rophy). The disappearance of acid-producing
glands co-exists with two types of metaplastic
transformation — pseudopyloric metaplasia and
intestinal metaplasia [1—3]. AIG is reviewed as
a precancerous disease of the stomach in relation
to adenocarcinoma [1, 5, 9]. The risk of gastric
adenocarcinoma in patients with AIG is also as-
sociated with the presence of H. pylori infection.
With primary AIG, the antrum of the stomach
is not affected. Atrophic lesions of the antrum
strongly indicate a previous or current H. pylori
infection. In these patients with AIG, who have
a high OLGA stage (associated with the influ-
ence of H. pylori), the risk of developing gastric
neoplasia is estimated in the range from 6.3 to
25 % [1].

In case of AIG atrophic changes in the gastric
body mucosa with a decrease in the number of
parietal cells result in decrease in hydrochloric
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acid secretion with development of hypochlo-
rhydria and achlorhydria. In the absence of the
inhibitory effect of H* ions, gastrin secretion
by G cells increases, which causes hypergas-
trinemia in case of AIG. Excessive amounts of
gastrin stimulate the receptors of enterochro-
maffin-like cells with the development of lin-
ear and/or nodular hyperplasia. Against the
background of such hyperplastic changes in the
gastric mucosa, dysplasia may occur and a type
1 neuroendocrine gastric tumor (NET-1) may
develop [1, 9—11]. NET-1 is a neuroendocrine
tumor of enterochromaffin-like cells that pro-
duces histamine. The tumor is combined with G
cell hyperplasia in the antrum of the stomach,
hypo- or achlorhydria, practically does not me-
tastasize, and the 5-year survival rate is almost
100 % [12]. In the cohort study, hyperplasia
of enterochromaffin-like cells was observed in
65.9 % of AIG cases (in 29.5 % of patients it
was simple/linear, in 30.7 % of them it was mi-
cronodular, and in 5.7 % it was macronodular).
The annual cumulative incidence of NET-1 was
5.7 % [13]. NET-1 is characterized by a fa-
vorable prognosis: the five-year survival rate of
patients (including a small group with lymph
node metastases) was 100 % [14].

Hypochlorhydria is pathogenetically associ-
ated with development of iron deficiency anemia,
which is observed in 30—50 % of AIG patients
[11, 15—17].

In AIG cases atrophy of the acid-producing
glands entails decreasing absorption of vitamin
B,, owing to hypochlorhydria and deficiency of
the intrinsic factor. Vitamin B, deficiency is
manifested by macrocytic anemia (pernicious
anemia) and neurological disorders [15—17].

1.3. Epidemiology of the disease or condition

(groups of diseases or conditions)

AIG is more common in women (the ratio of
women to men is 2—3 to 1) and in people over
60 years of age [5, 11, 18].

In the systematic review of 47 studies involving
15,817 persons the estimated global prevalence
rate of AIG was 3.85 % (95% confidence interval
(CD: 2.94-5.04; I? = 99.3 %). Significant geo-
graphical differences were identified. In Europe,
the prevalence was 4.94 % (95% CI: 3.66—6.63),
in Asia 2.23 % (95% CI: 1.19—4.14). The high-
est rates were obtained with the diagnosis using
serological antibodies 5.4 % (95% CI: 3.79—7.65),
with histological examination — 2.71 % (95%
CI: 1.68—4.36), with a combination of serologi-
cal and histological studies — 1.81 % (95% CI:
0.80—4.07) [19].

When analyzing data obtained from the
Centralized Pathology Department of the Sechenov
University Clinical Center, we studied the gastro-
bioptates of 3162 patients who underwent esoph-
agogastroduodenoscopy with biopsies from 2017 to
2022. Autoimmune gastritis was on the fourth posi-
tion in terms of incidence with a fairly high per-
centage of cases (8.6 %), which, on the one hand,
may be owing to the increase in incidence rate, on
the other hand, owing to the “concentration” of
patients with this diagnosis for dynamic follow-up
in a gastroenterological clinic [20].

1.4. Specific coding features of the disease

or condition (group of diseases or conditions)
according to the International Statistical
Classification of Diseases and Health-Related
Problems

K29.4 — Chronic atrophic gastritis
Atrophy of the mucous membrane.

1.5. Classification of the disease or condition
(groups of diseases or conditions)

The classification of autoimmune gastritis is
based on the etiological principle [1].

1.6. Clinical picture of the disease or condition

(groups of diseases or conditions)

Gastroenterological symptoms of AIG are not
specific and are observed in 60 % of patients [21,
22]. Epigastric pain, heartburn, nausea, bloating,
abdominal pain, and diarrhea were noted among
them [21]. In some patients the symptoms resem-
bled those of functional dyspepsia (mainly post-
prandial distress syndrome), gastroesophageal
reflux disease, irritable bowel syndrome, func-
tional diarrhea, constipation, or bloating [22].

Iron deficiency anemia and/or B,, deficiency
anemia in AIG manifest themselves in the form of
weakness, headache, and decreased physical and
cognitive performance [4, 5, 11].

Vitamin B,, deficiency can cause damage to both
the central and peripheral nervous systems. A typ-
ical example is funicular myelosis, a complex of
neurological disorders that is manifested by pares-
thesia, hyporeflexia, and the positive Babinsky re-
flex and is accompanied by symptoms of crawling,
tingling, and burning sensations, more pronounced
in the toes, weakness in the extremities, and uncer-
tainty when walking [5, 11, 23, 24].

2. Diagnosis of the disease or condition
(group of diseases or conditions), medical
indications and contraindications

to the use of diagnostic methods

Criteria for diagnosis/condition: the di-
agnosis of autoimmune gastritis is established on
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the basis of a comprehensive examination with
esophagogastroscopy with separate biopsy sam-
ples from the antrum and the body of the stom-
ach, showing typical histological signs of the dis-
ease. Significant serological tests for autoimmune
gastritis are the determination of antibodies to
parietal cells and antibodies to intrinsic factors.

2.1. Complaints and medical history

Possible complaints from AIG patients and
the interpretation of these complaints are pre-
sented in subsection 1.6.

When collecting an anamnesis, it should be
clarified whether the patient had previously
undergone an upper endoscopy with a biopsy;
whether there were indications of changes in the
gastric mucosa (atrophy of the gastric body, in-
testinal metaplasia). It is important to clarify
whether H. pylori infection has been previously
eradicated, with which treatment regimen, and
whether the effectiveness of antihelicobacter
therapy has been monitored.

For AIG diagnosis it is essential to have a his-
tory of vitamin B,, deficiency and macrocytic
anemia, iron deficiency anemia, the presence of
autoimmune diseases, such as autoimmune thy-
roiditis, type 1 diabetes mellitus, vitiligo, etc., as
well as atrophy of the gastric mucosa discovered
by previous endoscopic and anatomical examina-
tion with a relatively intact antrum mucosa.

2.2. Physical examination

During physical examination, as a rule, no
data is obtained that would be specific for AIG.
The symptoms of iron deficiency or B,, deficiency
anemia, combined autoimmune diseases (autoim-
mune thyroiditis, type 1 diabetes mellitus, viti-
ligo, multiple endocrine neoplasia) discovered
during physical examination must serve the evi-
dence for the doctor to give the AIG diagnosis
confirmation [4—6, 16, 17].

2.3. Laboratory diagnostic tests

e It is recommended to perform a clinical
blood test with count of hematocrit, erythrocytes
and reticulocytes in the blood, to determine the
average content and average concentration of
hemoglobin in erythrocytes, and determine the
size of erythrocytes in all AIG patients in order
to exclude iron deficiency or B,, deficiency ane-
mia [15—17].

Grade of recommendation — 2;

level of evidence — 3.

Comments. Clinical blood analysis in au-
toimmune gastritis may remain unchanged,
but anemia may be detected, both microcytic,

indicating impaired iron absorption, and mac-
rocytic due to vitamin B,, deficiency in autoim-
mune gastric lesions [15—17].

e It is recommended to perform the blood
test for anti-parietal cells antibodies and for an-
tibodies to intrinsic factors in all patients with
suspected AIG for the diagnosis confirmation
[4, 24—28].

Grade of recommendation — 2;

level of evidence — 3.

Comments. Antibodies to parietal cells
are present in 85—90 % of AIG patients, as
well as in 2.5—-9 % of healthy adults and in
patients with other autoimmune diseases. They
are discovered at the initial AIG stages, and
later their titer tends to fluctuate and gradu-
ally decrease, until complete disappearance in
the later stages of atrophy owing to “depletion”
of parietal cells. Antibodies to the intrinsic fac-
tor are discovered in approximately 80 % of
the patients with pernicious anemia; they are
more specific than antibodies to parietal cells
(98.6 % wvs. 90 %), but less sensitive (37 %
vs. 81 % ). They are discovered more often in
later (atrophic) stages of autoimmune gastritis
[4, 24—28].

o It is recommended to determine the level of
vitamin B,, (cyanocobalamin) in blood, and to
test the level of folic acid in the blood serum
of AIG patients with suspected B,, deficiency
anemia.

Grade of recommendation — 2;

level of evidence — 3.

e It is recommended to test serum indicators
of iron metabolism — test of blood ferritin lev-
els, test of serum transferrin levels, test of serum
iron binding capacity (TIBC), test of serum iron
levels and test of transferring saturation with fer-
rum (TSF) to verify the presence of absolute iron
deficiency in all AIG patients with suspected
iron deficiency anemia.

Grade of recommendation — 2;

level of evidence — 3.

Comments. In a multicenter advanced study,
vitamin B, deficiency was discovered in 13.3 %
of AIG patients as compared with 1.5 % of pa-
tients with atrophic H. pylori-associated gas-
tritis. Iron deficiency was discovered in 28.9 %
of AIG patients, while the average ferritin con-
centration was significantly lower as compared
with helicobacter gastritis cases [15]. Therefore,
the above referred analyses serve as important
methods both in establishing the diagnosis of
AIG and in further monitoring of those patients.

e It is recommended that all patients with sus-
pected AIG should pass blood test for pepsinogen I,
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pepsinogen II and gastrin-17 to be diagnosed
with AIG [29-31].

Grade of recommendation — 2;

level of evidence — 2.

Comments. In patients with atrophic gas-
tritis the pepsinogen I in enzyme-linked immu-
noassay tests demonstrated a high diagnostic
value for determining gastric body atrophy with
92.7 % sensitivity and 99.1 % specificity, and
in AIG patients these values were 97.7 % and
97.4 % accordingly. In multifactorial analysis,
pepsinogen I levels were associated with auto-
immune nature of gastritis (p < 0.001), but not
with atrophic gastritis score [29]. Low ratios of
pepsinogen I and pepsinogen 11 combined with
high levels of gastrin-17 provide high reliabil-
ity for AIG diagnosis [31].

e It is not recommended to perform a blood
test for chromogranin A in patients with AIG,
as this indicator, as a rule, will be high regard-
less of the presence or absence of gastric NET-1
[32, 33].

Grade of recommendation — 2;

level of evidence — 3.

Comments. [ncrease in serum chromogranin
A levels serves as a marker of neuroendocrine
tumors, however, the level of chromogranin A
increases with PPI administration in the pres-
ence of atrophic gastritis as well, including
gastritis of autoimmune nature. Observations
of AIG patients monitored for 3.5—7 years with
initial rate of enterochromaffin cell hyperplasia
demonstrated that in 65.9 % of cases the annual
cumulative incidence of type 1 neuroendocrine
tumours was 5.7 %. The levels of circulating
chromogranin A did not significantly differ in
patients with neuroendocrine tumours type 1 and
without neuroendocrine tumours type 132, 33].

2.4. Instrumental diagnostic tests

e Esophagogastroduodenoscopy (EGD) is rec-
ommended for all patients suspected for AIG to
confirm the diagnosis, identify and stage precan-
cerous conditions and gastric mucosal changes, as
well as to detect neoplastic lesions (neuroendo-
crine tumors and adenocarcinoma) in the absence
of contraindications.

Grade of recommendation — 2;

level of evidence — 2.

Comments. Endoscopic diagnosis of AIG is
based on identifying signs of mucosal atrophy of
the gastric body mucosa (whitish discoloration,
loss of mucosal folds, visibility of submucosal
vessels) [3, 34, 35]. Usually, the mucosa of the
gastric antrum has no atrophic changes, how-
ever in 20—30 % of cases pathological changes

(such as erythema, erosions, foci of intestinal
metaplasia, and a sign specific to AIG — cir-
cular wrinkle-like pattern) may be visualized
[34, 36]. Although diffuse atrophy is typically
observed in the gastric body, in one-third of
cases remnants of oxyntic mucosa may be seen
as islands or pseudopolyps |3, 34, 35]. Unlike
H. pylori-associated atrophic gastritis, a clear
atrophic line is not observed in AIG, therefore
staging according to the Kimura — Takemoto
classification is not feasible. According to
E. Dilaghi et al., the specificity of endoscopic
assessment of intestinal metaplasia extent using
the EGGIM in AIG did not exceed 21.7 % |37].
The main reason for low diagnostic value was
the difficult differentiation between intestinal
metaplasia and pseudopyloric metaplasia due
to their similar tubulovillous surface pattern.
Therefore, application of Kimura — Takemoto
classification and EGGIM system has signifi-
cant limitations in patients with AIG [1].

Early AIG without atrophy pose a particu-
lar challenge for endoscopic diagnosis. In such
cases, endoscopy reveals a “bamboo joint-like
appearance” of mucosal folds due to pseudohy-
pertrophy of parietal cells in the fundic glands,
or erythema and edema identified as “salmon
roe appearance” due to inflammatory infiltra-
tion in the absence of H. pylori [38].

A distinguishing feature of AIG in 32.4 % of
cases is the presence of sticky mucus, found in
the gastric fundus and upper body, which im-
pairs detailed examination and requires the use
of defoaming and mucolytic agents for prepara-
tion during EGD [34, 38, 39]. When assessing
the pit pattern of the mucosa using narrow-band
imaging with magnification “cast-off skin ap-
pearance” is observed in 59 % of AIG cases. It
is characterized by the disappearance of fundic
gland pits visualization [34, 38]. Additional en-
doscopic signs of AIG include the detection of
“white globe appearance” (minute hemispherical
whitish lesions) [34] and “glomus-like” lesions
(small, round-shaped, transparent dots with
branched microvessels) [40, 41]. Studies have
shown that the presence of “glomus-like” lesions
in the gastric fundic type mucosa and body is
a highly specific feature of AIG and associated
with histopathological markers of AIG — atro-
phy of fundic glands and hyperplasia of ECL-
cells [40, 41]. Detection of this endoscopic sign
increases the likelihood of diagnosing neuroen-
docrine tumors in the setting of AIG.

The primary objective of endoscopic exami-
nation of patients with AIG is the detection of
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NET [33]; however, in some cases, especially e Forceps biopsy is recommended (routine —
when combined with H. pylori infection, adeno- two biopsies from the body and antrum in small
carcinoma could be diagnosed [9]. and large curvature; additional biopsy from

The endoscopic picture of AIIl is shown each visible suspicious/pathological area of the
in Figures 1—19. mucosa) for all patients undergoing diagnostic

Figure 1. A whitish sticky adherent dense mucus Figure 2. Severe atrophy of the corpus mucosa.
on corpus mucosa. White light image White light image

Pucynox 1. BesecoBarblit HajieT Ha CM3UCTOI 060- Pucynox 2. BoipakenHasi arpodusi CaM3UCTON
Jlouke Tesa skemyaka. OcMoTp B GesioM cBeTe 000JI04KN Tesa sxeayara. OcMoTp B 6esioM cBete

Figure 3. Severe atrophy of the corpus mucosa. Figure 4. Absence of pits along with preserved

NBI image capillary pattern (“cast-off skin”). NBI Near Focus

Pucynox 3. Boipakennasi arpodusi Ccausucroit Pucynox 4. OtcyTcTBre SIMOK Hapsily ¢ COXPaHEH-

060JIOUKY TeJIa JKeay/Ka. Y 3KOCIEKTpasbHas SHIOCKO- HBIM KalWLIAPHBIM pucyHkoM (mpusHak “cast-off skin”.

mug NBI brmskodokycnas yskocnekrpasbHas sHg0cKoms NBI
Near Focus
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Figure 5. “Glomus-like” lesions as hyperplasia Figure 6. Whitish areas of detritus in the glands
of ECL-cells. NBI Near Focus (WGA). White light image

Pucynox 5. T'moMysbl TUTIEPIIA3UHT U3 9HTEPOXPO- Pucynox 6. Besecble y4acTKu JieTpuTa B >kese3ax
maddurononobupix kierok (ECL). Bamskodorycnas (WGA). Ocmorp B 6esiom cBete
y3kocnekTpaiabHas angockonust NBI Near Focus

Figure 7. Whitish areas of detritus in the glands Figure 8. Residual secreting mucosa (pseudopol-
(WGA). NBI Near Focus ypoid type). White light image

Pucynox 7. DBesecble yuacTKH JieTpUTa B Kese3ax Pucynox 8. Ocratounas CeKpeTHPYIOIIas CJN3U-
(WGA). BuauskodokycHass y3KOCHEKTpasbHas 9HI0- crass oGosmouka (rceponomunosuanpiii ) OceMoTp
crorusi NBI Near Focus B GesioM cBeTe

Figure 9. Residual secreting mucosa (pseudopol- Figure 10. Residual secreting mucosa (diffuse
ypoid type). NBI Near Focus type). White light image
Pucynox 9. Ocrartounasi ceKpeTupyonas cJamu3nucras Pucynox 10. Ocratoynasi ceKpeTHpyroas CIu3u-

o6onouka (ncesponommonHbii i) Bamskodokycnas — crast o6onouka (uddysubiii tum). OcMotp B 6e10M cBete
y3kocrekTpaabiad snjockonsa NBI Near Focus
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Figure 11. Residual secreting mucosa (diffuse Figure 12. Grooved type of pit pattern. NBI

type). NBI image Near Focus

Pucynox 11. Ocrarounasi CeKpeTHPYOIasi CInu3u- Pucynox 12. Boposauatblii TUN PUCYHKA SAMOK.
crast o6omouka (mddysubiii ). Yskocnekrpasbhast — BiauskodokycHas yskocnekrpanbhas anjgockonus NBI
anjiockonusa NBI Near Focus

Figure 13. Foveal type of pit pattern.NBI Near Figure 14. Severe atrophy of the corpus mucosa.
Focus TXI image

Pucynox 13. MDoBeossIpHLINT THIT PUCYHKA SIMOK. Pucynox 14. BoipaskeHnag atpodus CJIM3UCTOI
bruskodokychas yskocnekTpanbHas supockonus NBI - o6osouku Tena sxeayaka. Ocmorp B pesknme TXI
Near Focus

Figure 15. Type 1 neuroendocrine gastric tumor. Figure 16. Type 1 neuroendocrine gastric tumor
White light image TXI image

Pucynox 15. Heliposnjokpunnble onyxosu I tuma. Pucynox 16. HeliposunokpuHHas omyXosb | tuma.
Ocmotp B 6esioM cBeTe Ocmotp B peskume TXI
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Figure 17. Type 1 neuroendocrine gastric tumor
NBI Near Focus

Pucynox 17. HeliposHIOKpUHHAST  OIyXOJb
1-ro tuma. BrimskodokycHas y3kocnekTpasbHAs 9HI0-
ckormst NBI Near Focus

Figure 19. Hyperplastic polyps. NBI Near Focus

Pucynox19. I'nnepinacrunyeckue noaunbl. binsko-
(oxycnasg yskocnexrpanabHas snjgockonuss NBI Near
Focus

upper endoscopy for the first time to establish
the diagnosis of AIG and adequate staging of
precancerous conditions of the gastric mucosa
[1, 3, 34, 35].

Grade of recommendation — B;

level of evidence — 2.

e Pathologic examination of gastric biopsy
material, including histochemical and immuno-
histochemical methods, is recommended for all
patients undergoing diagnostic upper endoscopy
for the first time to establish the diagnosis of AIG
and adequate staging of precancerous conditions

Figure 18. Hyperplastic polyps. White light image
Pucynox 18. l'unepiuiactiuyeckue nosuibl. OcMoTp
B GesioM cBeTe

of the gastric mucosa and description of atrophic,
metaplastic and neoplastic changes [1, 3—5, 28,
34, 35, 42].

Grade of recommendation — B;

level of evidence — 2.

Comments. The early phase of AIG is char-
acterized by diffuse or focal lymphoplasmacytic
infiltration of the lamina propria of the gastric
body mucosa, mainly in the deep (basal) parts
of the intrinsic lamina. The parietal and main
cells are still relatively intact. Atrophy of the
acid-producing glands is either absent or in-
significant. Areas of pseudopyloric metaplasia
may appear as an early sign of AIG. The mature
phase of AIG is characterized by pronounced
lymphoplasmacytic infiltration of its lamina
propria, deficiency of acid-producing glands
with the formation of moderate/severe atro-
phy, alternation of residual parietal/main cells
with metaplastic epithelium, mainly pseudopy-
loric metaplasia ( “gastric body antralization™ ).
Hyperplasia of enterochromaffin-like cells in
the body of the stomach is of linear and nodular
type. In biopsies of the antrum, it is possible to
establish hyperplasia of gastrin-producing cells.
It is in this phase that the morphological pat-
tern becomes the most typical for AIG. The final
phase of AIG occurs with an almost complete
loss of acid-producing/ fundal glands (marked
atrophy) ( “desertification” of the typical gas-
tric mucosa with acid-producing glands), the
predominance of pseudopyloric and intestinal
metaplasia, foveolar hyperplasia. Hyperplastic
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polyps may form. As the target of the autoim-
mune reaction (parietal cells) disappears, the
severity of the inflammatory infiltrate decreas-
es, and severe atrophy with relatively scant
inflammation can be observed. Hyperplasia of
enterochromaffin-like cells persists and increas-
es: the fusion of small nodular proliferates into
larger ones (adenomatous hyperplasia), foci of
dysplasia of enterochromaffin-like cells and the

development of NET-1 are possible [1, 3—35, 28,
34, 35, 42] (Figs. 20—24).

Immunohistochemical  examination  with
chromogranin A is used to verify hyperplasia of
enterochromaffin-like cells or type 1 neuroendo-
crine tumours [1, 3, 34].

In patients with AIG, the use of histopatho-
logical OLGA staging is limited, since in prima-
ry AIG, the antrum does not undergo atrophic

Figure 20. Disseminated pseudopyloric and
focal complete intestinal metaplasia (shown by ar-
rows). x200. H&E

Pucynox 20. PacmpocTpaHeHHas TCEBIOTNIO-
pryYecKast M oyaroBast TOJTHAST KUIMEYHAsT MeTaTIa3ust
(nmokasana crpenkamn). x200. OKpacka reMaTOKCHIN-
HOM ¥ 303UHOM

Figure 21. Disseminated pseudopyloric metapla-
sia with glandular damage. x250. H&E

Pucynox 21. PacnpocrpaHeHHas ICEB/ONNJIO-
puvecKasi MeTATUIa3usl ¢ TIOBPeKIeHneM xee3. x250.
OKpacka reMaTOKCHJINHOM U 303HHOM

Figure 22. Hyperplasia of neuroendocrine cells
in the gastric body mucosa with the formation of
small nodular clusters. Immunohistochemical reac-
tion with an antibody to chromogranin A, x100

Pucynox 22. Tvmnepruia3usg HEWPOIHIOKPUHHDBIX KJe-
TOK CJIM3KCTON OGOJIOUKH TeJia JKeJIy KA ¢ (POPMHUPOBAHIEM
MeJIKUX Y3€/IKOBBIX cKollenuil. MIMMynorucroxumuyeckas
PEAKITHST C AaHTUTENOM K XpoMorpanuny A, x50

Figure 23. Type 1 NET (endoscopic resection
specimen). x100. H&E

Pucynox 23. HOO 1-ro tuma (Marepuan sHIO-
cxommueckoll pesexnun). x100. Okpacka reMa-TOKCH-
JINHOM ¥ 303WHOM
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Figure 24. Type 1 NET (immunohistochemical
reaction with an antibody to synaptophysin, x100)

Pucynox 24. HIO 1-ro Tuna (MMMyHOrucTOXMMIYe-
CKast PeakIyst C aHTHTEIOM K cunarnrodusumy ), x100

changes and the OLGA stage in such patients
stage 11 [1].

e Patients with AIG with suspected early-
stage disease, gastroesophageal reflux, are rec-
ommended to undergo 24-hour pH monitoring to
assess the acid-producing function of the stomach
to confirm the diagnosis of AIG, confirm patho-
logical reflux and predict the likelihood of ane-
mia [11, 1517, 21, 22].

Grade of recommendation — B;

level of evidence — 2.

2.5. Other diagnostic tests

e [t is recommended that all AIG patients
should undergo a primary diagnosis of H. pylori
and effectiveness of eradication therapy shall be
monitored no earlier than upon expiry of 4 weeks
after the end of the course of antihelicobacter
therapy or after the end of treatment with antise-
cretory agents (proton pump inhibitors, PPIs) or
bismuth tripotassium dicitrate [43—45].

Grade of recommendation — A;

level of evidence — 1.

Comments. The procedure for prescrib-
ing methods of primary and secondary diag-
nosis of H. pylori is described in the clinical
guidelines “Gastritis and duodenitis” [https://
cr.minzdrav.gov.ru/ preview-cr/708_2].  The
optimal tests for the primary diagnosis of H.
pylori infection and monitoring the effective-
ness of H. pylori eradication therapy are non-
invasive (not requiring esophagastroduoden-
oscopy) PC respiratory urease test and fecal
monoclonal H. pylori antigen test. According

to the Cochrane review and meta-analysis, sen-
sitivity of C breath test is 94 % (95% CI:
0.89—0.97), and fecal monoclonal H. pylori an-
tigen test is 83 % (95% CI: 0.73—0.90) with
specificity in 90 % [43].

e It is recommended that AIG patients with
a newly diagnosed B, ,-deficiency anemia shall
(examination, consultation) be examined by neu-
rologist to identify and document possible neuro-
logical disorders caused by vitamin B,, deficiency
[5, 11, 23, 24].

Grade of recommendation — C;

level of evidence — 5.

Comments. See section 1.6 “Clinical pic-
ture of the disease or condition (group of dis-
eases or conditions)”.

e It is recommended that AIG patients with
suspected or established diagnosis of autoimmune
thyroiditis, type 1 diabetes mellitus, and autoim-
mune polyglandular syndrome shall be received
(examined, consulted) by endocrinologist first to
confirm the diagnosis and to clarify patient sur-
veillance [1, 2, 6, 46—48].

Grade of recommendation — C;

level of evidence —5.

Comments. Approximately 40 9% of AIG
patients have autoimmune thyroiditis [46].
According to meta-analysis of 20 studies
(n = 3721), the detection rate of antibodies
to parietal cells in patients with autoimmune
thyroid diseases is 27.0 % (95% CI: 20.0—
36.0 %) [47]. According to the meta-analysis
of 18 studies, the detection rate of antibodies
to parietal cells in patients with type 1 diabe-
tes mellitus is significantly higher than in the
control subjects (odds ratio — 4.11; 95% CI:
3.12—5.42) [48].

3. Treatment, including drug and non-drug
therapy, diet therapy, pain relief, medical
indications and contraindications

to implementation of treatment methods

3.1. Conservative treatment

e Adherence to the principles of healthy di-
ets is recommended [https://www.who.int/ru/
news-room/ fact-sheets/detail /healthy-diet] to
all patients with AIG. There are no evidence
based diets specific for atrophic gastritis.

Grade of recommendation — C;

level of evidence —3.

e H. pylori eradication therapy is recommend-
ed for all AIG patients where this infection is
discovered [49, 50].

Grade of recommendation — C;

level of evidence —3.
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Comments. Relevance of eradication thera-
py in AIG cases requires further investigation.
It was demonstrated that in 80 % of AIG pa-
tients at an early stage without atrophic changes
as a result of H. pylori eradication, activity of
gastric body gastritis disappeared, while lym-
phocytic infiltration of glands, their destruc-
tion and hypertrophy of parietal cells signifi-
cantly decreased [49]. In clinical observation,
26 months after successful eradication therapy,
a decrease in gastric body atrophy, recovery of
parietal and main cells in the glands, normali-
zation of serum gastrin levels, and a decrease in
antibody titer to parietal cells were noted [50].

e Rebamipide therapy is recommended for a
long period for AIG patients in order to potenti-
ate protective properties of gastroduodenal mu-
cosa [51—53].

Grade of recommendation — B;

level of evidence —2.

Comments. In clinical studies, rebamipide
demonstrated its effectiveness for autoimmune
gastritis. When rebamipide was prescribed for
12 months, the score of atrophy and intestinal
metaplasia in the antrum decreased in patients
who underwent endoscopic resection of early
cancer or gastric dysplasia [51]. After 6 months
course of rebamipide a statistically significant
increase in the ratio of pepsinogen I to pepsino-
gen II (p < 0.001) was found in AIG patients,
and also a decrease in gastrin-17 (p < 0.001),
indicating regression of gastric body atrophy
[52]. After 12 months of rebamipide therapy,
AIG patients had a statistically significant in-
crease in the ratio of pepsinogen I to pepsinogen
II from 1.38 (0.96; 2.62) to 2.00 (1.60; 3.10)
(p < 0.001, p < 0.001). Without treatment,
on the contrary, a decrease in this ratio was
reported (p = 0.002). Histological examina-
tion during rebamipide therapy discovered
a positive trend in severity of inflammation
(p = 0.002) [53].

e Proton pump inhibitor (PPIs) therapy is not
recommended for AIG patients, except for pre-
scription for 14 days as part of H. pylori eradica-
tion therapy [54, 53].

Grade of recommendation — B;

level of evidence —2.

Comments. AIG patients who took full-dose
of PPIs had a history of more pronounced stages
of atrophy and intestinal metaplasia than those
patients who had not previously taken PPIs
[54]. During endoscopic surveillance of AIG
patients, the incidence of gastric neoplasia was
higher in the group of patients with a history

of taking PPIs for 12 months or more prior to
the diagnosis of AIG made (54.3 % vs. 18.6 %,
p < 0.001) [55].

4. Medical rehabilitation and health resort

treatment, medical indications

and contraindications to the use of medical

rehabilitation methods, including those based

on the use of natural healing factors

e Sanatorium-resort treatment is recommend-
ed for AIG patients, taking into account age and
the presence of concomitant diseases, which de-
termines the choice of the climatic region.

Grade of recommendation — C;

level of evidence —5.

Comments. I[ndications, contraindications
to spa treatment, as well as its characteristics
in chronic gastritis are presented in the Clinical
Recommendations “Gastritis and duodenitis”
(https:/ /cr.minzdrav.gov.ru/view-cr/708_2)
and Methodological recommendations “Follow-
up monitoring of patients with gastritis and
duodenitis by a primary care physician” [56].

5. Prevention and follow-up, medical
indications and contraindications
to the use of preventive methods

e Endoscopic follow-up is recommended once
every 3 years for all AIG patients [27].

Grade of recommendation — C;

level of evidence — 5.

Comments. Autoimmune gastritis is a pre-
cancerous disease that justifies endoscopic ob-
servation [1, 5, 9, 27, 57, 58]. The relative risk
of stomach cancer in pernicious anemia was 6.8
(95%CI: 2.6—18.1). The disadvantage of this
meta-analysis is the inclusion of any patients
with low vitamin B, levels, which is caused
not only by autoimmune gastritis [59]. In a co-
hort study of AIG patients, gastric adenocarci-
noma was discovered in 5.3 % of the cases, and
the calculated incidence of gastric cancer in
AIG cases was 14.2 cases per 1000 person-years,
which was significantly higher than the aver-
age values [60]. The recommended follow-up
interval has not been developed in randomized
controlled trials. Considering, in addition to
the risk of gastric adenocarcinoma, the risk of
developing neuroendocrine tumor of the stom-
ach, we recommend endoscopic monitoring once
per every 3 years.

e Endoscopic follow-up is recommended at least
once every 2 years for all AIG patients who have
undergone endoscopic resection of NET-1 [27].

Grade of recommendation — C;

level of evidence — 5.
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