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AHHOTALMA

06ocHoeanue. [MpobneMa ayTOUMMyHHbIX 3ab0neBaHUiA NeYeHH, BKIYas ayTOUMMYHHBIA renaTuT, NepBUYHbIA BUnnapHbIi
XONAHIUT, NEPBUYHbINA CKJIEPO3UPYIOLLMI XONAHMUT U MX NEPEKPECTHbIe CUHAPOMbI aKTyasibHa 1Sl COBPEMEHHOW MEAMLMHI.
370 CBA3aHO C POCTOM KaK 3ab0n1eBaeMoCTH, TaK M pacnpoCTPaHeHHOCTM JaHHbIX HO30/10MMiA B pasHbIX pernoHax mupa. 0tcyT-
CTBME YCTaHOB/IEHHOrO 3TUONIOTMYECKOro (aKTopa, AnuTesbHoe DeCCUMNTOMHOE MU ManoCUMMTOMHOE TeYeHWe, oTCyTCTBUE
MaTOrHOMOHWYHOW KJIMHUYECKOW KapTWHbI, HECOBEPLLEHHbIE KPUTEPUM AMArHOCTUKM U HeloCTaToYHas MH(OPMUPOBAHHOCTL
Bpayen BeAYT K MO3AHEl AMArHOCTUKE ayTOMMMYHHBIX 3a0011eBaHWIA NeYeH W, COOTBETCTBEHHO, HECBOEBPEMEHHOMY Havasy
NIeYEHUS, YTO HEpeaKo CHUXKAET ero 3QMEKTUBHOCTb, BUAA HA LaNbHEMLUMIA NPOrHO3 U BbIXKMBAEMOCTb MaLMEHTOB. Takue
BosbHbIE HYXAAIOTCA B AJIUTESIbHOW, HEPEAKO NOXMU3HEHHOW Tepanun U AMCNaHCEPHOM HabnoaeHn. INMaEMMONOrMYeckue
PErucTpbl, B TOM YUC/IE M PErUCTPbl ayTOMMMYHHBLIX 3abo/ieBaHUiA NMeYeHH, BKIIOUAIOLLME Pa3/iMyHble HO30/10TMKM, 06pasyloT
Ba)KHYI0 0asy [aHHbIX 0 YacToTe, 0CODEHHOCTAX KIMHMYECKOW KapTWHBI, XapaKTepe pasBUTMA M TeyeHWUs 3aboseBaHus, Ba-
PUaHTax Tepanuu 1 oTBETE Ha Hee, HaNMYMK BHEMEYEHOUHbIX NPOSBIEHWN, a TaKXKe MO3BONAKT aHaNM3UPOBaTb BCE AaHHbIE
B AVHAMUKe.

Lleny uccnedoeaHus — npoaHann3WpoBaTh CBEAEHMSA O PasfiMYHbIX HO30/10TMAX ayTOMMMYHHbIX 3a00/1eBaHMI NeYeHu, fe-
MOrpaduyecKux noKasatensx, KIIMHUYECKON CUMNTOMATUKe, CPOKaxX MeXay NOsABIEHNEM NepBbIX CUMITOMOB U BepUBUKaLW-
e/ AnarHosa, xapaktepe BHeMne4yeHOYHbIX NPOSBIEHNN.

Mamepuanel u Memodel. B cTaTbe NpeacTaBneHbl faHHble PerucTpa ayToMMMYyHHbIX 3aboneBaHuin neyeHn CeBepo-3anag-
HOro LeHTpa renatonoriu (CeBepo-3anafHoro permcTpa ayToMMMYHHbIX 3aboneBaHuii nevern) C3IMY uMm. U.U. MeynukoBa.
Pesynemamel. MNonydeHbl faHHbIE O HO30OTMYECKONM CTPYKTYpe, AeMorpaduyeckux 0cobeHHOCTAX, CPOKax BepuduKaLmm
AMarH03a, KIIMHWUYECKMUX CUMMTOMaX W BHEMEYEHOYHbIX NPOSBAEHNAX ayTOMMMYHHbIX 3a0011eBaHNi NeyeHu.

3axmoqenue. Co3gaHune perncTpoB ayTOMMMYHHBIX 3aD0neBaHuii NeYeHH, BKITIOHAOLLMX MaKCMManbHbIM 06beM MHGOpMaLmmn
0 MauuMeHTax C AaHHbIMK 3ab0N1eBaHNAMM, MOMOXET OLLEHUTb 3QPEKTMBHOCTb UCMONb3YeMbIX MeTOA0B 00Cnen0BaHMSA U fe-
YeHus, a TakKe (aKTopbl, BNMSAIOLWME HA TeYeHWe U NPOrHO3 3aboneBaHuUA. AHanM3 NoNyYeHHbIX AaHHbIX MO3BOKT paspado-
TaTb CKPUHWUHIOBbIE MPOrPaMMbl, AJIrOPUTMbl AMArHOCTUKKM U AuddepeHLManbHON AMarHoCTUKM ayTOMMMYHHBIX 3a00/1eBaHuiA
MeyYeHu, YTo, B CBOK) OYEpeAb, 0ONErUNUT U YCKOPUT AMarHOCTUYECKMIA NpOLece, AAcT BO3MOXHOCTb Ha4yaTb Tepanuio Ha bonee
PaHHWX CPOKaX W COOTBETCTBEHHO YNYYLUMTb AaNbHEALMA NPOrHO3 U BbIKMBAEMOCTb NaLMEHTOB.

Kniouesble cnoBa: ayToMMMyHHble 3ab0neBaHUA NeYeHM; ayTOMMMYHHbIWA renaTuT; NepBUYHbIA BUIMapHBIA XonaHruT; nep-
BMYHbII CKIIEPO3MPYIOLLMIA XONAHTUT; NEPEKPECTHbIE CUHAPOMbI; PErUCTP; SNMAEMUONOTUS.
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ABSTRACT

BACKGROUND: The problem of autoimmune liver diseases, which include autoimmune hepatitis, primary biliary cholangitis,
primary sclerosing cholangitis and their overlap syndromes is an urgent problem of modern medicine. This is associated with
an increase in the incidence and prevalence of these nosologies in different regions of the world. Absence of an established
etiological factor, prolonged asymptomatic or low-symptomatic course, lack of pathognomonic clinical picture, imperfect
diagnostic criteria, insufficient awareness of physicians lead to late diagnosis of autoimmune liver diseases and, accord-
ingly, untimely initiation of treatment, which often reduces its effectiveness, affecting the further prognosis and survival rate
for this group of patients. Patients with autoimmune liver diseases require long-term, often lifelong therapy and dispen-
sary observation. Epidemiological registries along with autoimmune liver diseases registries, including various nosologies of
autoimmune liver diseases, form an important database on the incidence, clinical features, development and course of the
disease, variants of therapy and response to therapy, presence of extrahepatic manifestations as well as allow analysis of
all data in dynamics.

AIM: To analize data on various nosologies of autoimmune liver diseases, demographics, clinical symptoms, timing of the
first symptoms, timing of diagnosis, and the nature of extrahepatic manifestations.

MATERIALS AND METHODS: This article presents data from the autoimmune liver diseases Register of the North-West
Hepatology Centre (North-West Autoimmune Liver Diseases Register) of the North-Western State Medical University named
after LI. Mechnikov.

RESULTS: The study obtained data on the nosological structure, demographic characteristics, timing of diagnosis verification,
clinical symptoms and extrahepatic manifestations of autoimmune liver diseases.

CONCLUSIONS: Establishing registers of autoimmune liver diseases, providing information about patients with these diseas-
es, will help to assess the effectiveness of examination and treatment methods, factors affecting the course and prognosis
of the disease. Analysis of the data obtained will help to develop screening programs, diagnostic algorithms and differential
diagnostics of autoimmune liver diseases, which, in turn, will facilitate the diagnostic process, shorten the time of diagnosis,
make it possible to start therapy earlier and, consequently, improve the prognosis and survival rate for this group of patients.

Keywords: autoimmune liver diseases; autoimmune hepatitis; primary biliary cholangitis; primary sclerosing cholangitis;
overlap syndromes; register; epidemiology.
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BACKGROUND

Autoimmune liver diseases (AILDs), such as autoimmune
hepatitis (AIH), primary biliary cholangitis (PBC), primary
sclerosing cholangitis (PSC), and their cross-syndromes,
present a significant issue in modern gastroenterology and
medicine. Data on the global incidence and prevalence of
nosologic forms of AILDs are limited due to the need for
large-scale, long-term, population-based studies using clear
diagnostic criteria. The current epidemiological data indicate
that the annual incidence of PBC in European, North American,
Asian, and Australian populations ranges from 0.9 to 5.8 cases
per 100,000 individuals. In comparison, the prevalence
ranges from 1.9 to 40.2 cases per 100,000 population,
depending on the country [1-3]. The annual incidence of AIH
ranges from 0.67 to 2.0 cases per 100,000 population, with
a prevalence of 4.0 to 42.9 cases per 100,000 population,
depending on the geographic region [4, 5]. The incidence of
PSC in different populations ranges from 0.07 to 1.31 cases
per 100,000 population per year, while the prevalence ranges
from 8.5 to 13.6 cases per 100,000 population [2, 6, 7]. Over
the past decade, an increase in both the incidence and
prevalence of AILDs has been noted in most regions of
the world, as reported by the results of most epidemiologic
studies [8-12]. However, in the Russian Federation, there are
no generalized data on the incidence and prevalence of AILDs
in general and by individual nosologies.

The late diagnosis of AILDs is influenced by several fac-
tors, including the absence of an established etiologic factor,
a prolonged asymptomatic or asymptomatic course, the lack
of a pathognomonic clinical picture, imperfect diagnostic cri-
teria, and insufficient physicians’ awareness. Consequently,
the untimely initiation of treatment, which often reduces its
effectiveness, affects patients’ further prognosis and sur-
vival. Individuals diagnosed with AILDs require long-term,
usually lifelong therapy and dispensary monitoring. This
involves gastroenterologists and other specialists, includ-
ing rheumatologists, dermatologists, transplantologists, and
pathomorphologists. Therapy for patients with AILDs should
be individualized, considering each patient’s response and
tolerability to the therapy. Furthermore, the efficacy of a spe-
cific group of drugs is not always optimal, necessitating per-
sonalized treatment regimens, the monitoring of therapeutic
goals, and assessing the likelihood of potential adverse ef-
fects. Although AILDs are relatively rare, their clinical and
economic burden is disproportionately high about their inci-
dence and prevalence.

Epidemiologic registries, including those for AILDs
that encompass various nosologies, provide a valuable
database on the incidence, clinical features, development,
and course of the disease, treatment options and response,
and extrahepatic manifestations. They also have the capacity
to analyze all data over time. Establishing AILD registries
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that include the most comprehensive data on patients with
these diseases can facilitate the evaluation of the efficacy
of diagnostic and therapeutic modalities and the factors
influencing the course and prognosis of the disease.

Registry data can serve as a basis for clinical trials, hy-
pothesis generation, and case planning (sampling frame) [13].
In addition, registries allow for dynamic monitoring of therapy
safety and efficacy in patient groups usually excluded from
clinical trials, such as pregnant women, children, elderly and
senile patients, comorbid patients, etc. An important differ-
ence between registries and clinical trials, which are limited
by clear timeframes, is the unlimited follow-up duration.

The analysis of registry data will facilitate the development
of screening programs and algorithms for the diagnosis
and differential diagnosis of AILDs. This, in turn, will
streamline and accelerate the diagnostic process, enable
the commencement of therapy at earlier stages of disease
development, and consequently improve patients’ further
prognosis and survival.

National registers

In many foreign countries, registries of patients with
AILDs are maintained, either with or without a division
into nosologies. In some instances, these registries are
incorporated into general registries of liver diseases [14-16].

In Portugal, a nationwide online registry of liver diseases
has been established, accessible via the website Liver.pt.
The registry includes data from patients with at least one
liver disease as a principal diagnosis. The data collected
encompasses the principal diagnosis, medical history, stage of
liver disease, concomitant liver disease, other comorbidities,
laboratory values, and treatment. All Portuguese hospitals
can participate in this collaborative database, with patients
being included voluntarily and consistently. This registry
also includes data from patients with AILDs, allowing for
analyzing various aspects of these diseases. For instance,
in 2021, a study identifying predictors of incomplete response
to ursodeoxycholic acid therapy in patients with PBC was
published, and their data were included in a nationwide
registry [17].

The results of a nationwide study on AILDs in the Faroe
Islands, based on data from selected AILD registries, were
published in 2023 [18]. This study included all cases of
AlH, PBC, and PSC diagnosed in the Faroe Islands between
January 1, 2004, and December 31, 2021. The results
indicated that the incidence of AlH, PBC, and PSC in the Faroe
Islands was 5.2, 2.5, and 0.7 per 100,000 population per year,
respectively. The point prevalence per 100,000 population
on December 31, 2021, was 71.8 for AlH, 38.5 for PBC, and
11.0 for PSC. These findings indicate that the incidence and
prevalence of AILDs, especially AIH and PBC, are quite high
in the Faroe Islands. This necessitates further local research
on this disease group to better understand their course,
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therapy response, and prognosis. The availability of a national
registry helps address this need.

The Swiss AIH cohort study is a nationwide registry
established in 2017. It collects retrospective and prospective
clinical data and biological samples from patients of all
ages with AIH treated in Swiss hepatology centers [16].
An analysis of the registry data for the first 5 years was
published in 2023. A total of 291 patients with AlH, including
30 children, were registered. The mean age at diagnosis
was 54 years (range: 42-64 years; interquartile range:
18-81 years) and 12.5 years for children (range: 1-17 years;
interquartile range: 8-15 years). Among adults, 71% were
female, and 29% were male. Twenty percent of patients had
cross-syndrome of AIH with PBC, 8% had cross-syndrome
of AIH with PBC, and 4% had inflammatory bowel disease.
Additionally, 32% of adults were diagnosed with significant
hepatic fibrosis at the time of diagnosis. In the pediatric
cohort, 53% were girls, and 47% were boys. Type Il AIH was
diagnosed in 32% of children; 27% had cross-syndrome
with autoimmune sclerosing cholangitis, one patient had
cross-syndrome with PBC, and 15% had inflammatory
bowel disease. The study found that 41% of children had
severe fibrosis at diagnosis. The analysis also covered other
comorbidities, therapy options, and efficacy [16].

In the United Kingdom, establishing a local registry at
one of the London hospitals represents an important step
toward improving the quality of care for patients with PBC.
This initiative is part of a more comprehensive imple-
mentation program in other medical institutions across
the country [19]. The decision to create this registry was
driven by identified deficiencies in the quality of medical
care provided to patients with PBC [20]. The data collect-
ed will be used to investigate the course and progression
of PBC, its impact on quality of life, differences in the use
of modern therapies and care delivery, therapy costs, dis-
ease outcomes, and mortality. These data will also as-
sist in informing clinical decisions, examining healthcare
resource utilization, and determining the costs of treating
patients with PBC. Anonymized aggregated data will permit
comparative analysis of patient outcomes across different
UK healthcare settings [20].

There are sporadic data in the Russian Federation on
the epidemiological, clinical, biochemical, and morphologic
features of AILDs, both in general and for individual nosolo-
gies.

As published data indicates, only the Republic of Tatarstan
maintains a register of AILDs. From 2008 to 2015, 138 patients
with different variants of AILDs were included, and their
sociodemographic and clinical features were analyzed [21].
Of the 138 patients, 52 (39%) were diagnosed with AlH,
27 (20%) with PBC, 51 (39%) with cross-syndrome, and
2 (2%) with PSC. The most common clinical manifestations
in AlH were weakness (71.7%), skin itching (50%),
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jaundice (37%), and a sensation of heaviness in the right
subcostal region (35.5%). Upon examination of the clinical
symptomatology according to the nosology, it was found that
the frequency of complaints was approximately the same for
all diseases. Consequently, complaints manifested within
1 year before diagnosis in AIH (55.7%), PBC (59.3%), and
cross-syndrome (53%). However, the clinical picture was
most pronounced in AlH, with symptoms developing one
month before diagnosis in 29% of cases of AlH, 7.4% of cases
of PBC, and 5.8% of cases of cross-syndrome.

The aim of this study was to examine the North-West
register of AILDs and provide a comparative epidemiological
and clinical characterization of patients diagnosed with AILDs.
This entailed identifying gender and age-specific characteris-
tics, determining the patient’s age at the onset of symptoms
and the time to verify the diagnosis, and evaluating clinical
symptoms and extrahepatic manifestations.

MATERIALS AND METHODS

In December 2019, the Department of Propedéutrics of In-
ternal Medicine, Gastroenterology, and Dietetics of the North-
Western State Medical University named after I.I. Mechnikov
initiated the development of the AILD register of the North-
Western Hepatology Center, also known as the North-Western
AILD Register. The register includes data from patients who
have attended primary and repeated outpatient appointments
at the Consultative and Diagnostic Center and those who have
been hospitalized at the clinic of the North-Western State
Medical University named after I.I. Mechnikov.

Information is included with the voluntary written consent
of patients, who have been informed that their data will be
included in the general electronic registration system. Patients
have the right to refuse. A questionnaire is prepared for each
patient, serving as the primary documentation. Entering
a patient’s data into the registry does not affect the treatment
and diagnostic tactics performed at the outpatient or inpatient
level.

RESULTS AND DISCUSSION

Distribution by nosological forms

All patients with AILDs were categorized into groups
according to diagnosed diseases, including AlH, PBC, PSC,
drug-induced AIH (DIAIH), and cross-syndromes (AIH/PBC,
AIH/PSC, AIH/PBC/PSC).

As of February 2, 2024, the North-Western AILD Registry
prospectively included 215 patients with diagnosed AILD.
Of these, 45 (21%) had AlH, 84 (39%) had PBC, 13 (6%) had
PSC, 46 (21%) had AIH/PBC, 10 (5%) had AIH/PSC, 3 (1%) had
PBC/PSC, 2 (1%) had PBC/PSC/AIH, and 12 (6%) had DIAIH.
Consequently, the most prevalent nosologies are represented
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by PBC, AlH, and autoimmune cross-syndrome AIH/PBC,
collectively accounting for 81% of cases (Fig. 1).

Most (86% or 185 patients) in the North-Western AILD
Registry reside in the North-Western Federal District,
indicating that the registry data are locally specific.

Demographic characteristics

The age range of patients in the registry was 19 to
84 years, with a mean age of 54.7 + 15.8 years. The mean
age by nosology was as follows: 46.67 + 18.19 years for AlH,
61.63 + 12.15 years for PBC, 46.85 + 15.9 years for PSC,
46.1 + 11.1 years for DIAIH, 57.02 + 12.98 years for AIH/PBC,
42.6 + 21.26 years for AIH/PSC, 55 + 15.71 years for PBC/ PSC,
and for AIH/PBC/PSC it was 32.5 + 13.43 years.

Excluding nosologies, 83 patients (39%) were classified
as elderly (60-74 years), 66 (30%) were middle-aged
(45-59 years), 54 (25%) were young (18-44 years), and
12 (6%) were senile (75-90 years) (Fig. 2).

A comparison of age distributions according to nosology
reveals that young people are more prevalent among patients
with AIH (19 individuals, 42%). In contrast, elderly individuals
are more common among patients with PBC (43 individuals,
51%). Young and middle-aged patients are more common
among patients with PSC (10 individuals, 77%). The majority
of patients with AIH/PBC were elderly (19 individuals, 41%),
while the majority of patients with AIH/PSC were young
(6 individuals, 60%). Finally, the majority of patients with
DIAIH were young and middle-aged (12 individuals, 100%).

Table 1. Distribution of patients by age according to nosology
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5% 1% 1%

S

6%

21%
mPBC mAIH/PBC AlH PSC mDIAIH
MBX  AUI/MBX Aur - nex - JIMAUP
mAIH/PSC  mPBC/PSC mPBC/PSC/AH
Aur/nex MBX/NCX  MBX/NCX/AUT

Fig. 1. Nosological structure of the register. AIH — autoimmune
hepatitis; PBC — primary biliary cholangitis; PSC — primary scle-
rosing cholangitis; DIAIH — drug-induced autoimmune hepatitis

Puc. 1. Hosonoruyeckas ctpyktypa peructpa. AUl — aytonMmyH-
HbiW renatut; [IBX — nepBuU4HbIN BunMapHbIi xonanruT; MCX —
nepBuUYHbIN CKnepo3upytoLwmid xonaHruT; JINAUT — nekapcTaeHHo-
MHAYUMPOBaHHbIN ayTOUMMYHHBIA renatut

However, data on patients with PBC/PSC and AIH/PBC/PSC
were insignificant due to a small sample size (Table 1).
Among the patients with AILD included in the registry,
women predominate, accounting for 166 (77%) patients
(Fig. 3).
In the distribution of patients by nosology, women pre-
dominated in the groups of patients with AIH, PBC, AIH/PBC,

Ta6nuua 1. Pacnpeaenenne naumeHToB No BO3pacTy B 3aBUCMMOCTU OT HO30/10MWK

Age AH | PBC | PSC | DIAIH | AH/PBC | AH/PSC | PBC/PSC | AIH/PBC/PSC
Young, % 42 6 385 50 20 60 333 50
Middle-aged, % 22. 35 385 50 3 10 33.3 50
Elderly, % 33 51 23 - 41 20 33.3 -
Senile, % 3 8 - - 6 10 - -

Note. AIH, autoimmune hepatitis; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; DIAIH, drug-induced autoimmune hepatitis.

The most frequently occurring indicators are highlighted in gray.

6%

25%

30%
Age, years / Bospacr, net
M 45-59 60-74

| 18-44 75-90

Fig. 2. Distribution of patients by age
Puc. 2. Pacnpegnenexue naumeHToB no Bo3pacTy

P

m Male
MyxcKoit non

B Female
HeHckuit non

Fig. 3. Distribution of patients by gender
Puc. 3. Pacnpenenexve nauyeHToB no nony
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Fig. 4. Distribution patients by gender depending on nosology.
AIH — autoimmune hepatitis; PBC — primary biliary cholangi-
tis; PSC — primary sclerosing cholangitis; DIAIH — drug-induced
autoimmune hepatitis

Puc. 4. PacnpepeneHve NaLMeHToB No nosy B 3aBUCUMOCTU OT HO-
3onorum. AU — ayTouMMyHHbIN renatuT; NbX — nepBuyHbIA Bum-
apHbIn xonaHruT; MICX — nepBUYHBIN CKIIEPO3UPYIOLLIMIA XONaHIUT;
JINAUT — nekapcTBEHHO-MHAYLIMPOBaHHBIIA ayTOUMMYHHbIiA renaTut

21% 6%

4

40%
Age, years / Bospacr, net

B Under18/[lo 18  m 18-44 45-59 60-74

Fig. 5. Age of patients at the onset of symptoms of autoimmune
liver diseases

Puc. 5. Bo3pact naumeHToB npu febiote CMMNTOMOB ayTOMMMYH-
HbIX 3aboneBaHuii neyeHu

4%

4

31%

38%
Age, years / Bospacr, net

B Under18/[lo 18  m 18-44 45-59 60-74

Fig. 6. Age of patients at diagnosis of autoimmune liver diseases

Puc. 6. BospacT naumeHToB Npu AMArHOCTUPOBaHWUM ayTOMMMYH-
HbIX 3aD0/1eBaHUIN NEeYeHu
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AIH/PSC, AIH/PBC/PSC, and DIAIH. In contrast, men account
for a larger proportion of patients with PSC (Fig. 4).

Thus, among the patients of the North-Western AILD
Registry, the predominant groups are those patients with PBC
(84 [39%I); women (166 [77%]); and elderly and middle-aged
people (83 [39%] and 66 [30%] patients, respectively).

Verification of diagnosis and clinical
manifestations

Analysis of the registry data showed that the onset of
clinical symptoms of AILD occurred at a median age that was
consistent with the age at diagnosis (Figs. 5 and 6).

According to the registry data, the duration of symptoms
before diagnosis was less than 1 year in 79 (37%) patients.
However, this interval was 1-5 years in 73 (34%) patients,
6-10 years in 33 (15%) patients, and more than 10 years in
30 (14%) patients (Fig. 7).

On average, the time from symptom onset to AILD
diagnosis is nearly 5 years (59.4 months), based on
the registry.

When analyzing the individual nosologies of AILD,
the onset of first symptoms in patients with PBC, DIAIH,
and PBC/PCS occurred at middle age in 40 (48%), 6 (50%),
and 2 (66.7%), respectively, whereas in AIH, PSC, AIH/PCS,
and AIH/PBC/PCS, it occurred at young age in 17 (38%),
8 (62%), 4 (40%), and 2 (100%), respectively. For AIH/PBC,
the onset of clinical symptoms was equal in young and
middle-aged patients at 16 (35%) individuals in each group
(Table 2).

According to the registry data, the age of diagnosis
according to nosology was as follows: PBC, PSC, and
PBC/PSC were diagnosed at middle age in 34 (41%), 7 (54%),
and 2 (66.7%), respectively, whereas AIH and AIH/PSC were
diagnosed at young age in 16 (36%) and 6 (60%), respectively.
In AIH/PSC, the diagnosis was made at age 18 (39%), and in
DIAIH and AIH/PBC/PSC in young and middle age in equal
proportions (Table 3).

14
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M More than 10 year
bonblue 10 net

From 1to 5 years
Ot 1 po 5 ner

34
37

40 %
M From 6 to 10 years

Ot 6 no 10 net

Less than 1 year

[lo ropa
Fig. 7. Time from onset of symptoms to diagnosis of autoimmune
liver disease

Puc. 7. Bpems oT nosBneHns cMMNTOMOB [0 [MarHOCTUPOBaHUA
ayTOMMMYHHbIX 3abon1eBaHNU NeYeHm
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Table 2. Age of the patients at the onset of symptoms of autoimmune liver diseases depending on nosology
Ta6numua 2. BospacT nauveHToB Npu febioTe CUMNTOMOB ayTOMMMYHHbIX 3a60N1eBaHMiA NeYeHn B 3aBUCMMOCTY OT HO30/10T MU

Age PBC AH PSC DIAIH AIH/PBH AIH/PSC PBC/PSC | AIH/PBH/PSC
Under 18 years of age, % 2 1 15 8 2 20 - -
Young, % 18 38 62 42 35 40 33.3 100
Middle-aged, % 48 2] 23 50 35 30 66.7 -
Elderly, % 25 24 - - 26 - - -
Senile, % 7 - - - 2 10 - -

Note. AlH, autoimmune hepatitis; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; DIAIH, drug-induced autoimmune hepatitis.

The most frequently occurring indicators are highlighted in gray.

Table 3. Age of the patients at diagnosis of autoimmune liver diseases depending on nosology
Ta6nuua 3. Bo3pacT naumeHToB Npy AMarHOCTMPOBaHWM ayTOUMMYHHBIX 3a6051eBaHUi NeYeHI B 3aBUCMMOCTM OT HO30/10MHM

Age PBC AH PSC DIAIH AlH / PBC AIH/PSC PBC/PSC | AIH/PBC/PSC
Up to 18 years - n 15 - 2 - - -
1844 years 13 36 31 50 24 60 33.3 50
45-59 years 41 24 54 50 33 20 66.7 50
60-74 years 39 29 - - 39 10 - -
75-90 years 7 - - - 2 10 - -

Note. AlH, autoimmune hepatitis; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; DIAIH, drug-induced autoimmune hepatitis.

The most frequently occurring indicators are highlighted in gray.

The timing of diagnosis according to nosology was as
follows: AIH and DIAIH were more frequently diagnosed
within the first year in 24 (53%) and 6 (50%) patients,

Fig. 8. Time from onset of symptoms to diagnosis of autoimmune
liver disease depending on nosology. AIH — autoimmune hepati-
tis; PBC — primary biliary cholangitis; PSC — primary sclerosing
cholangitis; DIAIH — drug-induced autoimmune hepatitis

Puc. 8. Bpema ot noseneHus cuMNTOMOB [0 AMarHOCTUPOBaHMSA
ayTOMMMYHHBIX 3ab0eBaHUiA NeYEHN B 3aBUCUMOCTM OT HO30J10-
rmn. AUl — ayToMMMyHHbIN renatut; [BX — nepBuYHbIi 6unmn-
apHblii xonaHruT; MCX — nepBMYHBIN CKNIEPO3MPYIOLLWIA XONaH-
rut; JIMAUI — nekapcTBEHHO-UHLYLIMPOBAHHbIA ayTOMMMYHHBIN
renatut
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respectively; PBC and PSC were diagnosed within 1 year
and between 1 and 5 years in equal proportions in 24 (29%)
and 4 (31%) patients, respectively; AIH/PBC and AIH/PSC

PBC/PSC/AIH 50
MBX/MICX/AVIT p— 50
333
PBC/PSC 333
NBX/NCX 333
AIH/PSC 60
AUI/NICX
AlIH/PBC 39
AUT/NIBX
DIAIH 50
JINAUT
AH 53
AUT
psC 3
MCX
PBC H
[BX
0 10 20 30 40 50 60 70%
Less than 1 year From 1to 5 years
Joropa Ot 1 05 ner

From 6 to 10 years
Ot 6 no 10 net

H More than 10 year
Bonbwe 10 net

0.17816/mechnikov627505



ORIGINAL RESEARCH Vol 16

32%

68%

m Cirrhosis of the liver
Unppo3

B Absence of liver cirrhosis
HeT umppo3a

Fig. 9. Proportion of the patients with liver cirrhosis at the time of
diagnosis of autoimmune liver diseases
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Fig. 10. Proportion of the patients with liver cirrhosis at the time
of diagnosis of autoimmune liver diseases depending on nosology

Puc. 10. [lons naumueHToB ¢ LMPPO30M NEYeHU HAa MOMEHT iuarHo-
CTUPOBaHMS ayTOMMMYHHbIX 3ab0N1eBaHUiA NeYeHN B 3aBUCUMOCTU
0T HO30/10rMK

between 1 and 5 years in 18 (39%) and 6 (60%) patients,
respectively. Analysis of time to triple-crossing diagnosis
did not show significance due to the small sample size
(Fig. 8).

Table 4. Clinical symptoms at the onset of autoimmune liver diseases

(2) 2024

Herald of North-Western State Medical University
named after |I. Mechnikov

Among the 215 registry patients, 32% (69 patients)
had cirrhosis at the time of diagnosis (Fig. 9). A total of
15 (33.3%) patients were diagnosed with liver cirrhosis and
AlH, 26 (31%) with PBC, & (31%) with PSC, 2 (17%) with
DIAIH, and 1 (33.3%) with AIH/PBC/PSC. In the case of
AIH/PBC, it was observed in 18 (39%) patients; in the case of
AIH/PSC, it was revealed in 2 (20%) patients; in the case of
PBC/PSC and AIH/PBC/PSC, it was observed in 1 (33.3%) and
1 (50%) patient, respectively (Fig. 10). The detection of liver
cirrhosis at the time of diagnosis likely reflects difficulties in
diagnosis and late referral to specialized centers.

Thus, the onset of clinical symptoms and diagnosis
were more frequently registered in middle-aged individuals,
regardless of the specific nosology. The average duration
from the onset of symptoms to the diagnosis of the disease
was approximately 5 years, and 69 (32%) patients were
diagnosed with liver cirrhosis at the time of diagnosis.

Clinical manifestations

A prolonged asymptomatic course, heterogeneity of
clinical manifestations, and the absence of a pathognomonic
clinical picture define AILD.

The registry data revealed that the most frequently
occurring specific symptoms at disease onset included
fatigue, right subcostal pain/discomfort, skin itching, dry skin
and mucous membranes, jaundice, and joint pain. The rest
of the rarely occurring symptoms were categorized under
the “Other symptoms” group.

A total of 215 patients were included in the study. Of these,
31 (14.4%) were asymptomatic. Symptoms were present in
40 (89%) patients with AlH, 69 (82%) with PBC, 10 (77%) with
PSC, 11 (92%) with DIAIH, 41 (89%) with PBC/AIH, and 9 (90%)
with AIH/PSC. The observed rates in the groups of patients
with PBC/PSC and AIH/PBC/PSC were not statistically
significant due to the limited sample size (Table 4).

It is not uncommon for AILDs to be combined with other
autoimmune or immune-mediated diseases. Patients with
these pathologies are at a higher risk of developing additional

Tabnuua 4. KnuHnueckue cumMnToMel B 1eboTe ayTOMMMYHHBIX 3ab01eBaHuIA NeveHm

Symptoms AlH PBC PSC DIAIH AIH/PBC AIH/PSC PBC/PSC | AIH/PBC/PSC

None, % 1 18 23 8 1 10 0 50
Fatigue, % 76 56 hé 75 63 50 66.7 50
Pain/discomfort in the right 16 25 3 333 17 10 66.7 0
subcostal region, %

Skin itching, % 18 42 38 17 4L8 40 33.3 50
Dryness of skin 2,2 5 8 15 6.5 0 0 0
and mucous membranes, %

Jaundice, % 67 34 15 42 33 30 0 0
Joint pain, % 9 8 15 8 n 0 0 0
Other, % 60 37 77 50 54 30 0 50

Note. AlH, autoimmune hepatitis; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; DIAIH, drug-induced autoimmune hepatitis.
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Table 5. Extrahepatic manifestations in the patients of the registry
Ta6nuua 5. BHereueHoUHbIE NPOSBAEHNS Y NaLMEHTOB PerucTpa
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Nosology AlH PBC PSC DIAIH AIH/PBC | AIH/PSC | PBC/PSC | AIH/PBC/PSC
Without extrahepatic manifestations, % 62 69 15.4 75 63 40 0 50
Inflammatory Crohn’s disease, % 4.4 6 385 0 20 33.3 0
bowel disease  Ulcerative colitis, % 4.4 1.2 23 0 2 30 0 0
Autoimmune thyroiditis, % 13 13 17 8 13 0 66.7 0
Autoimmune gastritis, % 0 3.6 0 0 2 0 0 0
Rheumatologic diseases, % 16 14 0 17 17 0 33.3 0
Dermatologic diseases, % 13 7 15.4 0 0 10 33.3 50

Note. AlH, autoimmune hepatitis; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; DIAIH, drug-induced autoimmune hepatitis.

immunoinflammatory diseases. According to the literature,
various autoimmune or rheumatologic diseases are present
in 32% to 63% of patients with PBC [2, 3, 22]. It is well
documented that between 3.5% and 73% of patients with
PBC also have Sjogren’s syndrome and thyroid pathology
in the form of hypothyroidism (more often Hashimoto's
thyroiditis [5.6%-23.6% of patients]) and scleroderma
(in most cases in the localized form [1.4%—-12.3% of patients]).
Less frequently observed in patients with PBC are diseases
such as rheumatoid arthritis, systemic lupus erythematosus,
and fibrosing alveolitis [23].

AlH is associated with a wide range of other autoimmune
or immune-mediated diseases in 14% to 44% of patients
[24, 25]. These include autoimmune thyroiditis (8%—23%), type
1 diabetes mellitus (1%-10%), Sjogren’s syndrome (1%—-7%),
rheumatoid arthritis (2%—4%), inflammatory bowel disease
(2%—8%), systemic lupus erythematosus (1%—-3%), and celiac
disease (1%—6%). The occurrence of fibrosing alveolitis,
glomerulonephritis, hemolytic anemia, polymyositis, multiple
sclerosis, and other conditions is less frequent in patients
with AH [5, 25].

A distinctive feature of PSC is its frequent association
with inflammatory bowel disease. In Western European and
North American populations, 60% to 80% of patients with PSC
also have inflammatory bowel disease, with ulcerative colitis
representing more than 75% to 80% of cases. The remaining
20% to 25% are either Crohn's disease or unclassified colitis
(approximately 5%) [7, 26]. The North-Western Center for
Inflammatory Bowel Diseases reports that the incidence of
PSC in ulcerative colitis is 5%, and in patients with Crohn's
disease, it is 1% [27, 28].

Autoimmune diseases associated with AILD can be con-
sidered as extrahepatic manifestations that precede the onset
of liver damage or develop owing to the superimposition of
symptoms on the clinical picture of AILD. Patients with AILD,
both at the time of diagnosis and during dynamic follow-up,
should be examined more thoroughly for the presence of
autoimmune pathology associated with AILD. Conversely,
the presence of autoimmune diseases, which are the most
common in AILD, necessitates both a primary examination

DOl https://doi.org/

and dynamic monitoring of patients for the timely detection
of AILDs.

Among the 215 patients in the registry, extrahepatic
manifestations were observed in 84 (39%) patients. These
included 26 (31%) were patients with PBC, 11 (85%) were
patients with PSC, 17 (38%) were patients with AlH, 3 (25%)
were patients with DIAIH, 17 (37%) were patients with PSC
and AlH, and 6 (60%) were patients with AIH and PSC.
No extrahepatic manifestations were observed in the patients
with PBC/PSC and AIH/PBC/PSC, likely due to the limited
sample size (Table 5).

According to the registry data, 31 (14.4%) individuals
exhibited asymptomatic AILD, which is characterized by
clinical heterogeneity. Extrahepatic manifestations were
observed in 84 (39%) patients, including inflammatory bowel
disease, autoimmune thyroiditis, gastritis, and various
rheumatologic and dermatologic diseases.

CONCLUSIONS

Given the limited data on epidemiological, clinical, bio-
chemical, and morphological features of AILDs (both in gen-
eral and for individual nosologies) in the Russian Federation,
the establishment of the AILD Registry of the North-Western
Hepatology Center of the North-Western State Medical Uni-
versity named after |.I. Mechnikov is both justified and rel-
evant. This registry, which includes comprehensive data on
patients with various forms of AILD, will facilitate the as-
sessments of disease progression, the efficacy of diagnostic
and therapeutic modalities, and the identification of factors
influencing disease progression and prognosis. Such a reg-
istry would ideally encompass epidemiological data, clinical
symptomatology, laboratory and instrumental investigation
results, therapeutic approaches, and patient responses.
Analyzing registry data will facilitate the development of
screening programs, diagnostic algorithms, and differential
diagnosis of AILD. This, in turn, will lead to earlier diagnosis
of AILD, enable the commencement of therapy at an earlier
stage, and, ultimately, enhance the prognosis and survival
of patients.
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