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Pesiome

CoBepLUeHCTBOBaHME METO/0B MarHOCTUKM U BO3MOXHOCTE COBPEMEHHOI MeANLMHbI 06ycnaBamnBatoT 6osiee raybokoe nsyyeHne ayTOMMMYHHOM
naTosornn. B KAMHMYECKON MpaKTUKe BCE Yallle CTanM BCTPEYaThbCA C/lydan COHETaHHOro TeyeHus AByX U 6o/ee MMMYHOMIOrMYeckmX 3a6oneBa-
HWUIA, 4TO Ha3bIBalOT TEPMUHOM «overlap-CMHAPOM» UAKN «CUHAPOM NepekpécTax. [lo CUX MOp OTCYTCTBYIOT AAaHHbIE O KOHKPETHbIX MPUYMHAX pas-
BUTMA overlap-cHApPOMa, cpean Hanbosiee BEPOATHbIX BEPCUIA ABAACTCA COYETaHNe FeHeTUYECKUX M3MEHEHWIA, B TOM YnC/ie pa3Hoobpasus annenei
human leukocyte antigen (HLA), ¢ TpurrepHbiMu dakTopamu nssHe. OCO6€HHOCTM AAHHOTO CUHAPOMA 3aK/IKONAOTCSA B TPYAHOCTAX AnddepeHLm-
a/bHO-AMarHOCTUYECKOro NovMcKa U3-3a MHOroo6pasiusa CUMNTOMOB. HecBoeBpeMeHHas BepuUdpUKaLMa 41arHo3a NpUBOAUT K MO3AHEMY HasHauYeHWo
NleyeHna 1 MeHee 61aronpuATHOMY OTAaNEHHOMY MPOrHO3y. B KAMHMYeCKO NpaKTVKe Hanboslee HacTo BCTPeYaeTcs coyeTaHne CUCTEMHON CKe-
POAEPMUM NN CUCTEMHOI KPAaCHOMN BONYaHKM C PeBMaTOW/AHbIM apTPUTOM. B aHHOI cTaTbe NPUBOANTCA NpUMep overlap-cuHApoMa y naLueHTKN
69 /1eT ¢ TPeMs ayTOMMMYHHBIMU MaTONIOTUAMU — CUCTEMHAA CKAePOAepMUs, cuHAPOM LLlerpera (CLU) 1 nepBUYHBIN BUAKAPHBINA XONAHTUT C NOAKU-
OpraHHbIM MopaxxeHuneM (NErkue, KOXa, KenyA0HHO-KULIEYHBIN TPAKT, C/ILOHHbIE XKe/e3bl, COCYAbl, HepBHas cucTeMa). MauneHTKa UMena AAUTeNb-
Hbli1 aHaMHe3 cnHApoMa PeliHo, a TakKe NepBUYHOIO BUAMAPHOrO XoNaHruTa. 3a 2 roga Ao obpalleHuns y naLunueHTKM 6bi1 4UarHOCTUPOBaH CUHAPOM
LWerpeHa, B 2025 rogy — MMUTMpPOBaHHasA GbopMa CUCTEMHON CKaepoepMui. TakuM o6pa3oM, y NaLMEHTKU B TeYEHUE KMU3HU PasBUANCL Cpasy
3 ayTOMMMYHHbIE NaToNOr MK, BK/OYEHHbIe B overlap-cvHapoM. CnelnanncraM caeyeT nposB/ATb NOBbILEHHOE BHUMaHWE K NaLUeHTaM C AUTe/lb-
HbIM aHaMHEe30M PeBMaTO/I0r4eCKOro 3a60/1eBaHNA 419 CBOEBPEMEHHOT O BbIAB/IEHUA PYTVX a8y TOUMMYHHbIX NaTOOM WA M Ha4ana CBOEBPEMEHHOr 0
NeYyeHns 419 NpeAOTBPaLLeHUA Pa3BUTUA OCTIOKHEHWIA.

KnroyeBbie cnoBa: overlap-cuHopom, cuHOpoMm nepekpecma, cucmemHas cknepodepmus, cuHopom LLlezpera, nepsuyHbiii 6uauapHsill xonaqaum,
npozpeccupyrousuli cucmemHsili cknepos
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Abstract

The improvement of diagnostic methods and the possibilities of modern medicine lead to a deeper study of autoimmune pathology. In clinical practice,
cases of a combined course of two or more immunological diseases have become increasingly common, which is called the term “overlap-syndrome”
or “crossroads syndrome”. There is still no data on the specific causes of the overlap-syndrome, among the most likely versions is a combination of
genetic changes, including the diversity of human leukocyte antigen (HLA) alleles, with external trigger factors. The features of this syndrome are
the difficulties of differential diagnostic search due to the variety of symptoms. Untimely verification of the diagnosis leads to a late appointment
of treatment and a less favorable long-term prognosis. In clinical practice, a combination of systemic scleroderma or systemic lupus erythematosus
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with rheumatoid arthritis is most common. This article provides an example of the overlap-syndrome in a 69-year-old patient with three autoimmune
pathologies — systemic scleroderma, CABG, and primary biliary cholangitis with multiple organ damage (lungs, skin, gastrointestinal tract, salivary
glands, blood vessels, and nervous system). The patient had a long history of Raynaud's syndrome, as well as primary biliary cholangitis. Two years
before the treatment, the patient was diagnosed with Sjogren’s syndrome, and in 2025, a limited form of systemic scleroderma. Thus, during her
lifetime, the patient developed 3 autoimmune pathologies included in the overlap-syndrome. Specialists should pay increased attention to patients
with a long history of rheumatological disease in order to detect other autoimmune pathologies in a timely manner and initiate timely treatment to

prevent the development of complications.
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Introduction

Overlap syndrome refers to a group of diseases
and clinical conditions that fulfill the classification
criteria of two or more immune-mediated inflamma-
tory rheumatic diseases [1]. The development of these
systemic autoimmune rheumatic diseases may occur
either simultaneously or sequentially, and character-
istic immunological abnormalities are not invariably
present [2]. The term was first introduced to describe
patients with a combined and difficult-to-differenti-
ate clinical presentation of rheumatoid arthritis (RA)
together with systemic lupus erythematosus (SLE) or
systemic scleroderma (SSD) [3]. The exact cause of
the coexistence of multiple rheumatic diseases remains
unknown; however, most investigators suggest that
overlap syndrome arises from a genetic predisposi-
tion triggered by environmental factors. Several stud-
ies have highlighted the role of genes within the human
leukocyte antigen (HLA) system in the pathogenesis
of overlap phenotypes [2]. A characteristic feature of
overlap syndrome is the subtle and often attenuated
presentation of symptoms, which may result in delayed
diagnosis and initiation of treatment, thereby adversely
affecting long-term prognosis.

It is important to distinguish overlap syndrome
from mixed connective tissue disease. Mixed connec-
tive tissue disease is an autoimmune disorder character-
ised by clinical features of several systemic autoimmune
rheumatic diseases in combination with high titers of
antibodies directed against soluble nuclear ribonucleo-
protein [2]. In clinical practice, however, the differential

diagnosis between these conditions may be challenging.
Cases of overlap syndromes have been described not
only in rheumatology. Well-recognised examples include
overlap between respiratory diseases, such as bronchial
asthma and chronic obstructive pulmonary disease, as
well as gastrointestinal disorders, including autoimmune
hepatitis and primary biliary cirrhosis. The true preva-
lence of overlap syndrome remains uncertain; however,
it is estimated to account for up to 20 % of rheumatic dis-
eases [2]. At present, no specific management guidelines
exist for this group of patients, and treatment is primar-
ily based on controlling the manifestations driven by the
underlying autoimmune process.

Systemic sclerodermas (SSc), also known as progres-
sive systemic sclerosis, is a chronic multisystem disease
characterised by a staged course and by vasospastic
vascular reactions resembling Raynaud’s phenomenon,
as well as an obliterative vasculopathy associated with
ischaemic tissue injury. The disease is accompanied by
specific autoimmune abnormalities that promote fibro-
blast activation and excessive collagen deposition in
tissues, ultimately leading to progressive fibrosis and
organ involvement [4]. SSD is associated with the high-
est mortality among rheumatic diseases [5, 6]. Despite
this, early diagnosis of SSD remains challenging because
of its highly heterogeneous clinical presentation. Con-
sequently, the correct diagnosis is often established only
at advanced stages of the disease, when patients have
already developed severe and sometimes life-threatening
complications [7]. Antinuclear antibodies (ANA), which
are detected in 90-95 % of patients, are commonly used
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as diagnostic markers of SSD; however, these antibod-
ies are not disease-specific and may also be present in
a variety of other pathological conditions. Less specific
markers include anticentromere antibodies (ACA) and
anti-topoisomerase I antibodies (anti-Scl-70), which
are detected in approximately 60 % of patients, particu-
larly among those with cardiopulmonary complications.
Antibodies against RNA polymerase III are identified
less frequently, mainly in patients with diffuse systemic
scleroderma, and are associated with the development of
scleroderma renal crisis, a form of acute kidney injury [8].
In addition, several autoantibodies have been described
in approximately 10 % of patients who are seronegative
for the classical markers. These include anti-eIF2B anti-
bodies, the anti-RuvBL1/2 complex, anti-U11/U12 RNP
antibodies, and anti-BICD2 antibodies [9].

Sjogren’s syndrome (SS) is an autoimmune disease
of unknown etiology characterised predominantly by
involvement of the salivary and lacrimal glands, result-
ing in dry mouth (xerostomia) and dry eyes (xeroph-
thalmia), with possible involvement of the respiratory
tract, gastrointestinal tract, and vagina. SS can be pri-
mary or secondary. Primary SS develops independently
and is not associated with other diseases, whereas sec-
ondary SS occurs in patients with an underlying rheu-
matic disorder, such as SLI, RA or SSD [9]. The associa-
tion between SS and SSD is thought to be related to the
presence of anticentromere antibodies. In such cases,
Raynaud’s phenomenon is a common manifestation
of SS [10].

Primary biliary cholangitis (PBC) is a rare chronic
autoimmune cholestatic liver disease characterised by
T-lymphocyte-mediated injury of the intrahepatic bili-
ary epithelial cells, which may ultimately lead to liver cir-
rhosis. A distinctive feature of PBC is its frequent asso-
ciation with other autoimmune diseases and syndromes
[11]. Detection of antimitochondrial antibodies (AMA),
directed against the E2 subunit of the pyruvate dehy-
drogenase complex (PDC-E2) located on mitochon-
drial membranes, represents a highly specific diagnostic
marker of the disease [11]. PBC most commonly coex-
ists with autoimmune hepatitis, whereas the prevalence
of concomitant PBC and SSD occurs in only 2-4% of
cases [12].

A search of the PubMed database covering the period
from 1993 to 2025 using the terms “systemic sclero-
derma, Sjogrens syndrome, primary biliary cholangitis
overlap syndrome” yielded 14 records. However, none of
the retrieved publications described cases involving the
coexistence of all three conditions simultaneously. In the
present article, we describe a clinical case of a patient
with an overlap syndrome comprising the coexistence of
all three aforementioned conditions, i.e., systemic sclero-
derma, Sjogren’s syndrome, and primary biliary cholan-
gitis with multisystem organ involvement.

Clinical Case Report

A 69-year-old woman was admitted to the rheu-
matology department in May 2025 with complaints of
dry mouth and dry eyes, skin dryness, pruritus, muscle
cramps affecting both the upper and lower extremities,
and dysphagia manifested by difficulty swallowing dry
food. In addition, the patient had recently begun to expe-
rience exertional dyspnea of mixed origin and an occa-
sional dry cough during routine physical activity. Two
days prior to admission, she reported a single episode of
hemoptysis and the appearance of black stools.

On admission, the patient was in a moderately severe
condition. The skin was of normal colour but appeared
indurated on palpation, with excoriations present on
both the upper and lower extremities and reduced skin
turgor. Physical examination revealed bilateral Dupuy-
tren’s contractures, characteristic perioral tightening
with a “purse-string” appearance of the mouth, palmar
capillaritis, and telangiectasias on the anterior chest wall.
The modified G.P. Rodnan skin score was 2 points, indi-
cating moderate skin thickening, with the skin being dif-
ficult to lift into a fold. Pulmonary examination revealed
harsh breath sounds with a respiratory rate of 18 breaths
per minute and SpO, saturation of 98 %. Breath sounds
were present throughout both lungs, and fine inspiratory
crackles were auscultated bilaterally at the lung bases up
to the level of the inferior angles of the scapulae. Heart
sounds were muftled, rhythm was regular, and no mur-
murs were detected. Blood pressure was 120/80 mm Hg,
and heart rate was 68 beats per minute. The tongue was
dry and moderately coated with a yellowish deposit at
the root. The abdomen was soft and non-tender on pal-
pation, with no signs of peritoneal irritation. On percus-
sion, the liver did not extend below the costal margin;
however, palpation revealed a nodular, firm, and painless
lower liver edge.

According to the medical history, Raynaud’s phe-
nomenon was diagnosed in 1984. In 2023, following
the onset of xerostomia and xerophthalmia, the patient
underwent further evaluation and was diagnosed with
Sjogren’s syndrome by a rheumatologist. The diagnosis
was based on characteristic symptoms, a positive ANA
test, elevated anti-LA/SS-B antibody levels (>200 U/mL;
reference range 0-15 U/mL), as well as findings from
sialography, sialometry, and salivary gland biopsy. The
patient also had a confirmed diagnosis of PBC, which
had progressed to Child-Pugh class B subcompensated
liver cirrhosis. AMA were positive in February 2025. The
disease was complicated by intrahepatic portal hyper-
tension with esophageal and gastric varices and recur-
rent episodes of upper gastrointestinal bleeding. The
patient has been receiving long-term therapy with cal-
cium and vitamin D supplements, denosumab according
to the prescribed regimen, spironolactone 50 mg daily,
ursodeoxycholic acid 500 mg twice daily, L-ornithine
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L-aspartate 3 g daily, and methylprednisolone 4 mg daily.
The patient repeatedly refused treatment with hydroxy-
chloroquine. A timeline of the patient’s medical history
is presented in Figure 1.

Laboratory investigations performed during hos-
pitalisation revealed normochromic normocytic anae-
mia, with a haemoglobin level of 72 g/L (reference
range: 120-140 g/L), decreased hematocrit of 28.1%
(35-47 %), thrombocytopenia with a platelet count of
135 x 10°/L (180-320 x 10°/L), whereas the white blood
cell count was within the normal range at 7.64 x 10°/L
(5-9 x 10°/L). Liver transaminase levels were within the
reference range. Immunological testing demonstrated a
positive antinuclear factor (ANF) titer of 1:640 (refer-
ence value <1:160) and positive ACA.

Computed tomography (CT) of the chest showed
signs of bronchiolitis. Echocardiography revealed
normal systolic and mean pulmonary artery pressures.

Abdominal ultrasonography demonstrated a moder-
ate amount of free intraperitoneal fluid, diffuse cirrhotic
changes of the liver, reactive oedema of the perivesicular
tissue, and diffuse changes of the pancreas.

Ultrasonography of the parotid and submandibular
salivary glands demonstrated diffuse changes character-
ised by moderately heterogeneous glandular architecture
and reduced vascularisation of the parenchyma.

Esophagogastroduodenoscopy  (EGD)  revealed
grade III esophageal varices according to the Sherzinger
classification, as well as gastric varices (GOV1/GOV2

according to the Sarin classification). In addition, erosive
reflux esophagitis was observed, with edematous esoph-
ageal mucosa and linear erosions covered with fibrin
deposits involving all walls of the esophagus. Multiple
flat erosions measuring up to 0.3 cm in diameter and
covered with fibrin were present throughout the antrum
of the stomach, while flat elevated hyperplastic lesions
were identified in the gastric fundus. Liver elastography
demonstrated stage F4 fibrosis according to the META-
VIR scoring system.

Given the long-standing history of Raynaud’s phe-
nomenon, capillaroscopy was performed. The examina-
tion revealed an irregular arrangement of capillaries with
dilated loops, reduced capillary density, and extensive
avascular areas.

Thus, taking into account the presence of bronchi-
olitis, Raynaud’s phenomenon, and cutaneous mani-
festations (indurative skin edema and a characteris-
tic “purse-string” appearance of the mouth), together
with positive immunological markers, the patient
was diagnosed with SSD within the framework of an
overlap syndrome comprising systemic scleroderma,
primary biliary cholangitis, and Sjogren’s syndrome
(SSD + PBC + SS).

The diagnosis of SSD was established according to the
current classification criteria (Table 1) of ACR/EULAR
(American College of Rheumatology/European League
Against Rheumatism Systemic Sclerosis classification
criteria).

1984 2010 2018 2023 2025
[ ‘Whiteness of several fingers ] [ Dry eyes ] [ Cyxocrs ][ Dry skin, itching, dysphagia, dry
cough, mouth type "pouch"
( antiLA-SS >200 ) ANF l=“l‘:,bA;:;.AMA+ ]
Sialography, sialometry: diffuse )
cmg:.y in mn;:z ofa EGDS: grade 3 varicose veins of
moderately heterogeneous the esophagus, stomach
structure, avascularization of the (GOV1/GOV?2 according to
parenchyma ) Sarin), erosive reflux esophagitis 3
[ Elastometry: F4 fibrosis by ]
Metavir
Capillaroscopy: uneven
arrangement of capillaries with
their expansion, decrease in their
density with large areas of
avascular fields
Raynaud's syndrome e . - Sjogren's syndrome, systemic
[ ynaud's ] [ P P } [ Sjogren's syndrome ] [ scleroderma, primary biliary ]

Figure 1. Medical history of the patient

Abbreviations shown in the figure: ANF — antinuclear factor, ACA — anticenter antibodies, AMA — antimitochondrial antibodies, EGDS — esophagogastroduodenoscopy,

Hb — hemoglobin




Apxub BHyTpeHHei MepAnunHbl ® Ne 3 o 2026

PA3BBOP KAMHMYECKUX CAVIAEB

Table 1. Classification criteria of the 2013 ACR/EULAR SSD

Parameter Signs Scores

Thickening of the skin of the fingers of both hands,
extending proximally to the metacarpal joints - 9
(sufficient criterion)
Thickening of the skin of the fingers Dense swelling of the fingers 2
(only the maximum score is taken into account)

Sclerodactyly (distal to the metacarpophalangeal joints) 4
Fingertip changes Ulcers of the fingertips 2
(only the maximum score is taken into account)

Scarring on the fingertips 3
Telangiectasia - 2
Changes in capillaries of the footbed - 2
Pulmonary arterial hypertension and/or Increased pressure in the pulmonary artery according to EchoCG data 2
interstitial lung disease

Signs of interstitial lung damage according to CT 2
The Raynaud phenomenon - 3
Autoantibodies characteristic of SSD Anti-centromeric 3

Antibodies to topoisomerase I 3

Antibodies to RNA polymerase IIT 3
Total 23 u3 30

Note. 9 points or more is a diagnosis of reliable SSD. The criteria available to this patient are highlighted in color.
Abbreviations in the table: EchoCG- echocardiography, CT — computed tomography, RNA — ribonucleic acid, SSD — systemic scleroderma

Clinical diagnosis:

Primary diagnosis: overlap syndrome. Limited sys-
temic scleroderma, chronic course, with involvement
of the lungs (bronchiolitis), vasculature (Raynaud’s
phenomenon, capillaroscopic abnormalities, telangi-
ectasias), gastrointestinal tract (esophageal hypomo-
tility), skin (sclerodactyly with puffy fingers; modified
G.P. Rodnan skin score of 2 points), nervous system
(polyneuropathy), and immunological
ties (positive ANF and ACA). Sjogren’s syndrome with
involvement of the lacrimal glands (xerophthalmia, dry
keratoconjunctivitis), salivary glands (chronic parenchy-
mal parotitis, grade 3 xerostomia), and immunological
abnormalities (positive ANF). Primary biliary cholangi-
tis with progression to liver cirrhosis, Child-Pugh class
B, with positive AMA-M2.

Complications: portal hypertension; grade IIT esopha-
geal varices according to the Sherzinger classification;
gastric varices (GOV1/GOV2 according to the Sarin clas-
sification); portal hypertensive gastropathy; hypersplen-
ism syndrome with latent thrombocytopenia; grade I
hepatic encephalopathy; and moderate normochromic
normocytic anemia.

Comorbidities: chronic non-atrophic Helicobacter
pylori-negative gastritis; gallbladder polyp; hepatic cyst;
postmenopausal osteoporosis (T-score = —-3.1), with a
10-year probability of osteoporotic fractures of 11.6 %
according to the FRAX tool.

Given the coexistence of three autoimmune dis-
eases, initiation of azathioprine therapy at a dose of

abnormali-

50 mg/day with subsequent dose titration was rec-
ommended. Continuation of methylprednisolone at a
dose of 4 mg/day was advised, together with the addi-
tion of iron supplementation, thioctic acid, and pent-
oxifylline.

In June 2025, azathioprine was replaced with
hydroxychloroquine at a dose of 200 mg/day because
of generalised weakness and loss of appetite. At follow-
up in September 2025, the patient reported satisfactory
well-being, with regression of muscle cramps, pruri-
tus, and dyspnea. Biochemical blood tests performed
in September 2025 demonstrated a slight elevation of
alanine aminotransferase to 40.5 U/L (reference range
0-34 U/L), aspartate aminotransferase to 34.5 U/L, and
gamma-glutamyl transferase to 56.4 U/L.

Discussion

Despite the fact that the diagnosis of autoimmune
diseases has been greatly facilitated by the availability of
serological testing for a wide range of autoantibodies, the
identification of overlap syndromes remains challeng-
ing because of the distinctive features of their onset and
clinical course.

The pathogenic mechanisms underlying the coex-
istence of multiple autoimmune diseases are not fully
understood. It has been suggested that defects in
immune regulation associated with genetic polymor-
phisms and environmental factors play a key role in their
development.
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SS is frequently associated with other rheumatic
diseases. According to a retrospective study, among
1,119 patients with SS, 308 (27.5 %) were diagnosed with
PBC [13].

The coexistence of three autoimmune diseases is
uncommon. Date K. et al. reported a case of acute phleg-
monous esophagitis caused by Candida spp. in a patient
with SS, primary biliary cholangitis, and autoimmune
hepatitis [14]. This case highlighted the importance of
close monitoring of patients with multiple autoimmune
disorders and regular assessment of laboratory parame-
ters to prevent infectious complications, which may arise
due to immune dysfunction.

Han H.S. et al. described a patient with PBC and
autoimmune hepatitis who subsequently developed
SSD. The authors emphasised the common pathogenetic
background shared by these diseases [15].

Iikuni N. et al. reported a patient with SSD and SS
who later developed primary biliary cirrhosis and Graves’
disease [16]. In contrast to the present case, our patient
initially developed SS and PBC, with manifestations of
SSD appearing later in the disease course. No previous
reports describing the coexistence of these three auto-
immune diseases have been published. This observation
further underscores the importance of extending the
diagnostic workup in patients with an already estab-
lished autoimmune disease, particularly when new clini-
cal manifestations emerge.

Conclusion

A distinctive feature of overlap syndrome is the ability
of each autoimmune disease to modify the clinical mani-
festations of the others, which considerably complicates
timely diagnosis and appropriate treatment. Therefore,
clinicians should remain aware of the heterogeneous
nature of autoimmune disorders and consider the pos-
sibility of an overlap syndrome in patients.
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