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Aim: to increase physicians’ awareness of differential diagnosis of autoimmune hepatitis and diffuse connective
tissue disease using a clinical case as an example.

Key points. The article describes a clinical observation of a 34-year-old patient with dermatomyositis occurring
against the background of atopic dermatitis and Gilbert’s syndrome, imitating autoimmune liver disease and com-
plicated by the development of drug-induced liver injury. The complexity of diagnosis was determined by the de-
velopment of skin lesions against the background of changes already present as a result of the atopic dermatitis,
laboratory data (increased transaminase activity, bilirubin levels, and detection of antinuclear and anti-smooth mus-
cle autoantibodies indicating a suspected liver disease), and the disappearance of a number of typical signs of the
disease as a result of previously prescribed immunosuppressive therapy. The diagnosis was established through
a thorough retrospective analysis of the clinical manifestations and anamnesis of the disease (a change in the na-
ture of skin rashes and the predominance of increased activity of aspartate transaminase were noteworthy); the key
moment for making the diagnosis was the detection of increased activity of creatine kinase and myositis-specific an-
tibodies Jo-1. Morphological examination of liver tissue did not find signs of autoimmune hepatitis and liver fibrosis,
but revealed centrilobular intracellular cholestasis and lymphohistiocytic infiltration, proliferative changes in the bil-
iary epithelium, probably caused by drug-induced liver injury due to azathioprine intake. The issues of diagnostics
and differential diagnosis of autoimmune hepatitis are considered, the strict necessity of morphological examination
of the liver for diagnosis is discussed. Secondary liver injury in diffuse connective tissue disease and azathioprine-
induced liver injury are analyzed.

Conclusion. Differential diagnosis of elevated serum transaminases should include not only liver disease, but also
muscle tissue injury. When diagnosing autoimmune hepatitis, histological examination plays a key role, and verifica-
tion of the diagnosis is impossible without morphological data.
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Lienb: NoBLICMTL OCBEAOMIIEHHOCTb Bpayei o avddepeHumanbHon AnarHocTrke ayToMMMYHHOMO renatuta u gna-
@Yy3HbIX 3260/1€BAHNI COEAMHUTESIbHOM TKAHN Ha NPUMEPE KIIMHNYECKOro HabsloaeHS.

OcCHOBHble nosnoxeHus. On1caHo KIMHM4Yeckoe HabnogeHve nauyeHta 34 neT ¢ 4epPMaToMMO3NUTOM, NPOTEKAB-
WM Ha (poHe aTonMyeckoro aepmartuta n cuHgpoma Xunbbepa, MMUTUPOBABLLUM ayTOMMMYHHOE 3aboseBaHuve
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NMeYEeHN N OCNOXHMBLUMMCS Pas3BUTUEM JIEKAPCTBEHHOIO MopaxeHus nevyeHn. CNoXHOCTb ANArHOCTUKM onpene-
Nanacb PasBUTUEM NOPAXEHUS KOXM HA POHE Y>KE NMMEBLLNXCH BCNEACTBUE aTONNYECKOro NPoLLecca N3MEHEHNM,
nabopaTtopHLIMU AAHHBIMU (NMOBbLILLIEHNE aKTUBHOCTU TpaHCaMMHA3, YPOBHS GunupybuHa 1 obHapyXeHne aHTUHY-
KNEeapHbIX N aHTUIMMAAKOMbILLIEYHbIX ayTOAHTUTEN, yKa3bliBaBLUMX HA Npennonaraemoe 3aboneBaHne neyveHu), uc-
Ye3HOBEHNEM PsSAa TUMMYHBIX MPU3HAKOB 3ab0neBaHna BCNeACTBME paHEEe HAa3HAYEHHOW MMMYHOCYNPECCUBHOM
Tepanun. narHo3 yCTaHOBNEH 6Gnarogaps TUWATENbHOMY PETPOCMEKTUBHOMY aHann3dy KIMHUYECKOW KapTUHbI
1 aHamMHe3a 3abonieBaHusa (obpawano Ha cebs BHUMaHWE U3MEHEHME XapakTepa KOXHbIX BbICbINMaHUNA, MbllLeYHas
cnabocTb 1 NpeobnafaHne NOBbILWEHUS aKTUBHOCTU acnapTataMuHoTpaHcdepasbl). KniovyeBbiM MOMEHTOM OJ1 MNO-
CTaAHOBKW AMarHo3a siBUJ10Cb 0OHAPYXXEHWE MOBbLILLIEHHOM aKTUBHOCTU KPEATUHKNHA3bl 1 MUO3UT-CNeLN@YecKmnx
aHTuTen Jo-1. Mopdonormnyeckoe nccneaoBaHne TkaHn nevyeHn He 0OHapPYXXMNo NPU3HaKOB ayTOMMMYHHOIO rena-
TMTa n Gubpo3a NevYeHn, HO BbISBUIIO LLIEHTPOIOOYNSAPHLIA BHYTPUKIIETOUHbIA X0NecTas n MIMMOOrncTMoUNTapHYyO
MHOUNLTPaUMio, NponudepaTnBHbIE NU3BMEHEHNS BUNMAPHOIO 3ANUTENNS, BEPOATHO, OOYCIOBNEHHbIE JIEKAPCTBEH-
HbIM MOPaXeHWEeM MNevyeHn BCAeaCcTBMEe npuvemMa asaTtnonpuHa. PaccMOTpeHbl BONPOCHI AMAarHOCTUKU U andoe-
PEHUMaNbHON ANArHOCTUKM ayTOMMMYHHOIO renatuTa, oocyxaeHa ctporas 0683aTeslbHOCTb MOPdOSIOrM4eckoro
MCCNeaoBaHns nevyeHn onas nocTaHoOBKU AnarHosa. lNpoaHanmanpoBaHbl BTOPUYHbIE MOPaXEHUS NedYeHn npu gud-
dy3HbIX 3a601EBAHUAX COEANHNTENBHOM TKaHN 1 a3aTUOMPUH-UHAYLMPOBAHHOE NOPaXKeHWE NeYeHu.
SaknoueHue. [nddepeHumnanbHbii AUarHo3 npy NOBbILLEHUM CbIBOPOTOYHbIX TPAHCAMMHA3 OOMMKEH BKIIOYATb
B ceb5 He TONbKO 3ab00eBaHNSA NEYEHW, HO U NATOJIONMIO MbILLEYHOM TKaHu. [Mpn NnOCTaHOBKE AMarHo3a ayTOMMMYH-
HOIMO renatmTa rMcToN0rM4eckoe NcciefoBaHne UrpaeT KNoYEBYIO POJib, Y BepudUKaums gnarHo3a HEBO3MOXHA
6e3 MoOpdONOrnYeCcKUX AaHHbIX.

KnioueBble cnoBa: ayToMMMYyHHbIE 3a00N1€BaHNS NEYEHU, ayTOMMMYHHBbIV renaTuT, 4epMaToOMMO3UT, NOJIMMNO3NT,
nopaxeHne nevyeHn, NekapCTBEHHOE NOPaAXEHNE NeYEHN, a3aTMONPUH

KoH®NUKT nHTEepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOH(PIMKTA UHTEPECOB.

Ana uutupoBanua: aebinos [.A., Hukndoposa 3.A., Kum A.A., Kapes B.E., flky6osckuin A.B., PaiixenbcoH K.J1. KnnHnyeckoe
HabnoaeHVE: NALNEHT CO CNaboCTbio, KOXHBIMU BbIChIMAHUSMU, NOBLILLIEHNEM aKTUBHOCTM TPAHCaMMHA3 1 YPOBHS GunnpybuHa.
Poccuiicknin xypHan racTposHTeponormm, renatonoruu, kononpokronorun. 2025;35(1):64-73. https://doi.org/10.22416/1382-

4376-2025-35-1-64-73

Description of the clinical case

Patient M., 34 years old. We have been ob-
serving him since March 2024. During the initial
examination, he complained of a rash in the back
and neck area, accompanied by moderate itching,
and moderate general weakness.

Anamnesis morbi. Since childhood, he suffered
from atopic dermatitis, periodically received local
therapy with topical corticosteroids. Since the age
of 20, routine examinations revealed a moderate
increase in serum bilirubin to 30 umol/L (refer-
ence interval — 5.0—21.0 umol /L), mainly due to
indirect bilirubin.

In July 2023, after an episode of alcohol con-
sumption, weakness appeared in the proximal mus-
cles of the upper limbs when performing routine
physical activity, which at that time was assessed
as general weakness. Thus, the patient noted that
he could not continue to exercise (push-ups, pull-
ups on a horizontal bar), or lift a child in his arms
as before. Then, he experienced intense pain in
the right gluteal region, swelling in the area of
small joints of the hands and feet, accompanied
by morning stiffness lasting up to several hours.
In August 2023, after intense physical activity, he
experienced severe general weakness, an increase
in body temperature to 38.6 °C with chills. Febrile
fever was observed for a month, general and mus-
cle weakness progressed, limiting daily activity,
and diarrhea developed.

In September 2023, he sought medical help.
He was examined by a therapist, gastroenterolo-
gist, infectious disease specialist, and rheumatol-
ogist on an outpatient basis. Clinical blood test
showed no significant changes. Blood biochemis-
try as of August 21, 2023: aspartate aminotrans-
ferase (AST) — 346 U/L (upper limit of normal
(ULN) — 10.8 times), alanine aminotransfer-
ase (ALT) — 196 U/L (6.3 ULN), total biliru-
bin — 22.6 pumol/L, uric acid — 485.2 pumol/L
(reference interval — 142.0—416.0 pmol/L), to-
tal cholesterol — 6.0 mmol/L (reference inter-
val — 2.8-5.2 mmol/L), C-reactive protein —
13.2 mg/L (reference interval < 5.0 mg/L),
IgG — 15 mg/L (within normal limits). Other
laboratory parameters (glucose, creatinine, alka-
line phosphatase, gamma-glutamyl transferase,
ceruloplasmin, rheumatoid factor, thyroid-stim-
ulating hormone, general urine analysis parame-
ters) are within the normal range. Creatine ki-
nase was not determined during this period. Viral
hepatitis markers (HBsAg, anti-HCVAb) were
negative. Fecal calprotectin 197 pg/L (normal
range < 80.0 pg/L). HLA-B27 antigen was neg-
ative. Chest fluorography dated August 21, 2023,
showed signs of moderate basal pneumofibrosis.
ECG — without clinically significant changes.
Gastroscopy and ileocolonoscopy did not reveal
any clinically significant changes in the mucous
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membrane. Ultrasound of the abdominal organs:
heterogeneity of the liver structure, mild spleno-
megaly, increased echogenicity of the pancreas.

In September 2023, the indirect immunoflu-
orescence revealed antinuclear antibodies with
nuclear speckled (AC-2, 4) pattern in a titer of
1:160, and antibodies to smooth muscles in a ti-
ter of 1:80. Antibodies to mitochondria, to liver
and kidney microsomes type 1 were not detect-
ed. A diagnosis of autoimmune hepatitis (ATH)
type 1 was established, and prednisolone was
recommended at 60 mg/day with a gradual (over
2 months) dose reduction to 10 mg/day, ursode-
oxycholic acid at a dose of 750 mg/day. During the
treatment, the patient noted an improvement in
his general condition, relief of weakness, fever,
diarrhea, and joint pain, which was accompanied
by normalization of C-reactive protein, a decrease
in serum transaminases without their normaliza-
tion (October 27, 2023: ALT — 1.6 ULN, AST —
1.8 ULN).

In November of the same year, when the dose
of prednisolone was reduced, itchy skin rashes ap-
peared in the dorsal surface of the neck, upper half
of the back, which were regarded as an exacerba-
tion of atopic dermatitis. However, the patient
noted that the rashes had previously been of a dif-
ferent nature. He independently canceled prednis-
olone, which was accompanied by a resumption of
general weakness, joint pain, and muscle weakness.
In blood tests on December 9, 2023: an increase
in ALT — 2.4 ULN, AST — 8.7 ULN, IgG —
12 mg/L (withing normal limits), C-reactive pro-
tein — 6.65 mg/L. In December 2023, predniso-
lone was resumed at a dose of 30 mg/day, followed
by a dose reduction to 10 mg/day, azathioprine
50 mg/day, ursodeoxycholic acid — 500 mg/day,
then 750 mg/day were prescribed. With therapy,
weakness significantly decreased, a decrease in se-
rum transaminases was noted without their nor-
malization (February 27, 2024: ALT — 1.4 ULN,
ACT — 2.5 ULN). In the clinical blood test —
eosinophilia (0.53 x 10°/L). Shear wave elastome-
try was performed: liver stiffness is 8.28 kPa (corre-
sponds to moderate fibrosis, F2), spleen — 9.3 kPa.

The peculiarities of the anamnesis vitae in-
clude the fact that the patient’s mother also came
to us with complaints of weakness, increased ac-
tivity of transaminases and alkaline phosphatase
for six months. No other significant factors for
diagnosis were found in the anamnesis.

Physical examination: the patient’s condition
was satisfactory, consciousness was clear. The
body type was normosthenic, the body mass index
was 24.4 kg/m?. The skin lesion was widespread,
polymorphic, and affected the dorsum of the neck,
upper back, and the extensor surfaces of the hands

and knee joints. On the skin of the neck, it was
represented by an extensive lichenification focus
against the background of erythema with a cya-
notic tint. The focus of congestive erythema was
also located on the skin of the shoulder girdle
and the interscapular region of the back and had
the shape of a triangle (the shawl sign) (Fig. 1).
Against the background of erythema there were
separate, sometimes grouped lichenoid slightly [i-
lac papules, which gave the lesion an uneven col-
or. Similar foci of lilac erythema were present on
the back of the hands and the extensor surface
of the knee joints (Gottron sign). The affected
and visibly unaffected skin was dry, in places, es-
pecially on the back of the neck, covered with
scanty bran- and powder like scales. The skin of
the palms was characterized by an emphasized
skin pattern (deeper creases and higher folds) and
focal weakly expressed hyperkeratosis, against the
background of which there were a few superfi-
cial fissures. There was no edema. The peripheral
lymph nodes were not enlarged.

No objective signs of decreased muscle strength
were found: manual muscle testing with assess-
ment of eight muscle groups on one side showed
80 points (against the background of ongoing sys-
temic glucocorticoid therapy). Muscle palpation

Figure 1. The “shawl” sign in Patient M., 34 years old,
with atopic dermatitis

Pucynox 1. CuMmnToM «mann» Ha ¢GoHE aTONMNYECKOTO
JepMaruTa y maruenta M., 34 roga
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was painless. The range of active and passive
movements in the joints was preserved, swollen
and painful joints were not determined. During
auscultation of the lungs — crepitation in the
lower thirds of both lung fields (not determined
during further observation). The abdomen was
soft, painless on palpation. The liver was not
enlarged, the edge was elastic, smooth, painless.
The spleen was not palpated on percussion from
the IX to the XII rib. The tone of the colon was
unchanged, palpation was painless. No clinically
significant changes were detected on the part of
other organs and systems.

Examination data. The presence of skin rashes
untypical for atopic dermatitis, muscle weakness
and joint syndrome in the anamnesis, the predom-
inance of AST over ALT made us suspect a disease
from the group of idiopathic inflammatory myopa-
thies and refer the patient for further examination.
An increase in serum creatine kinase of 373 U/L
(reference interval — 24—195 U /L) was detected.
An enzyme immunoassay revealed antisynthetase an-
tibodies (anti-Jo-1) in the serum over 200 U/mL.
A preliminary diagnosis of dermatomyositis/poly-
myositis was established.

Heredity was clarified: at the same time, we
detected primary sclerosing cholangitis with fea-
tures of AIH in the patient’s mother (the diagno-
sis was established based on cholangiographic and
morphological data) as well as Gilbert’s syndrome
(confirmed by genetic testing).

To finally exclude AIH, a liver biopsy was
performed in April 2024 (during this period, ALT
and AST remained elevated — less than 2 ULN).
Morphological examination revealed minimal
manifestations of cholestatic liver damage in the
form of intracellular centrilobular cholestasis,
mild proliferative changes in the biliary epithe-
lium, mild lymphohistiocytic infiltration of the
parenchyma of the centrilobular parts of the liver
lobules, and steatosis of less than 5 % of hepato-
cytes. Periportal “necroinflammatory” activity
and signs of fibrosis were absent (Fig. 2).

Further examination was aimed at clarifying
the damage to internal organs, differential diag-
nostics with other connective tissue diseases and
selection of therapy. It was decided to refrain
from objectifying muscle damage (electromyog-
raphy, magnetic resonance imaging, biopsy of
the skin-muscle flap), since restoration of mus-
cle strength was noted against the background
of therapy, and studies during this period would
have been uninformative.

The patient was examined by a dermatologist:
skin changes were assessed as manifestations of
dermatomyositis against the background of atop-
ic dermatitis. Clinical blood test, general urine

analysis — without significant changes. According
to the biochemical blood test, normalization of
transaminases was achieved (ALT — 18.5 U/L,
AST — 35.1 U/L); total bilirubin — 47.9 umol /L
(indirect bilirubin — 42.7 umol/L); creatine ki-
nase — 756 U/L; uric acid — 494 umol/L; lac-
tate dehydrogenase — 242 U/L (reference inter-
val < 248 U/L); alkaline phosphatase — within
normal limits. Serum IgM, IgG, complement
components C3 and C4 — within reference inter-
vals. Rheumatoid factor and antibodies to cyclic
citrullinated peptide were not detected. X-rays
of the hands and feet did not reveal any patho-
logical changes. CT-scan of the chest organs, re-
spiratory function tests, and echocardiography
did not reveal any clinically significant changes.
Gastroscopy revealed signs of erosive esophagitis
stage A (according to the Los Angeles classifica-
tion), and therefore proton pump inhibitors were
prescribed in a standard dose.

Discussion

Dermatologist’s opinion. The presence of two
itchy dermatoses in a patient undoubtedly pre-
sented a significant diagnostic challenge. In addi-
tion, the possibility of cholestatic genesis of itch-
ing should have been considered in a patient with
suspected liver disease.

Atopic dermatitis is a multifactorial genetically
determined inflammatory skin disease character-
ized by itching, chronic relapsing course, age-re-
lated features of localization and morphology of
lesions. Clinical manifestations of atopic derma-
titis vary with age, and in adults the exudative
component is usually less pronounced. Atopic
dermatitis rashes in adults are more often repre-
sented by erythema, papules, scaling, infiltration,
lichenification, multiple excoriations and fissures
[1]. Such morphological diversity of rashes can
significantly mask the skin symptoms of another
disease. This patient had a SCORAD (SCORing
Atopic Dermatitis) index of 35, which correspond-
ed to moderate severity of atopic dermatitis [2].
The patient and his routine caregivers were ac-
customed to the presence of persistent refractory
pruritus and polymorphic inflammatory lesions.
In addition, many of the patient’s skin lesions
were located in atopic dermatitis “favorite” areas.

Dermatomyositis also often involves persistent
itching [3], and the rash is usually polymorphic,
although it is often distinguished by a specific
color. Traditionally, the shade of red typical of
dermatomyositis rashes is compared to the col-
or of the heliotrope flower (“heliotrope rash”)
[4]. This generally accepted color characteristic
is quite ambiguous, since the color of heliotrope
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Figure 2. Pathological changes in the liver of Patient M., 34 years old: centrilobular intracellular cholestasis
(A); scant lymphohistiocytic infiltration of the parenchyma of the centrilobular part of the liver lobule around
degeneratively altered hepatocytes with abundant chologenic pigmentation of the cytoplasm (B); mild reactive
proliferative changes in the biliary epithelium, absence of pathological fibrosis of cellular infiltration of the stro-
ma of the portal tract, absence of periportal “necroinflammatory” changes (C); mild medium- and large-droplet
fatty degeneration of hepatocytes (D); hematoxylin and eosin staining; the length of the scale segment: A, B,

C — 500 ym, D — 100 um

Pucynox 2. llaronornueckrue n3MeHeHus nedeHu nanmenta M., 34 roja: 1eHTPOJOOYJISIPHbBI BHYTPUKJIETOYHBIN
xousectas (A); ckyaHas muMdoruncTHoOnUTapHast HOUIBTPAIUS TAPEHXUMBI EHTPONOOYISIPHOTO OT/IENA EYeHOTHON
JIOIbKA BOKPYT JIET€HEPATUBHO U3MEHEHHBIX TellaTOIMTOB ¢ OGUIBHON XOJOTeHHOH ImrMenTanmeil nutomnasMor (B);
c1a60 BBIPAJKEHHDIE PEAKTUBHBIE PO/ epaTUBHbIE NU3MEHEHUST OMINAPHOTO SIMUTENsI, OTCYTCTBUE TTATOJOTTIECKOTO
(ubposza kieroyHoi MHOUIBTPAIMK CTPOMBI MOPTATBHOTO TPAKTA, OTCYTCTBHE NEPUIIOPTAIbHBIX <«HEKPOBOCIAJN-
TembHbIX» n3Merennit (C); ca6o BHIpaXKeHHAs CpeiHe- U KPYIHOKANeTbHas KupoBast auctpodus rematorutos (D);
OKpacKa TeMaTOKCHJIMHOM U 303WHOM; JiauHa Macirrabuoro orpeska: A, B, C — 500 mx, D — 100 mk

flowers varies widely. In practice, we most often
observe a dark purple rash with shades of light
madder or magenta in dermatomyositis. Our pa-
tient’s rash was atypically light in color, and was
camouflaged by long-standing dyschromia of the
skin, scaling, and lichenification foci typical of
adult atopic dermatitis. In atopic dermatitis, due
to disruption of the skin microbiome, erythema
foci often occur on the skin of seborrheic zones,
one of which is the upper back, which complicates

the recognition of the shawl sign. Skin lesions on
the back of the hands are also typical of diseases
that manifest with an eczematous reaction (i.e.,
atopic dermatitis). Of course, one cannot ignore
long-term topical glucocorticoid therapy, which
significantly affects the severity of inflammatory
infiltration, as well as the prescription of system-
ic glucocorticoids for suspected ATH. These drugs
significantly affect appearance of the affected skin,
complicating differential diagnostics.
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However, the peculiarities of the localization
of the rash (for example, over the extensor surface
of the knee joints) and their new characteristics
(change in the color of erythema, the appearance
of new papula elements) made it possible to sus-
pect dermatomyositis.

Rheumatologist’s opinion. We examined the
patient during glucocorticoid therapy, which had
changed the clinical manifestations of the disease
and their severity. Previous treatment with sys-
temic glucocorticoids did not allow us to reliably
objectify the already largely regressed muscle and,
possibly, lungs damage. In addition, skin rash
characteristic of dermatomyositis was observed
against the background of previously changed
skin due to long-term atopic dermatitis. The diag-
nosis was established primarily due to a thorough
retrospective assessment of complaints and anam-
nesis. Anamnestic data showed a classic onset of
dermatomyositis in the form of progressive muscle
weakness and skin rash. In addition, the patient’s
history of symmetrical polyarthritis, represented
by swelling and stiffness of the small joints of
the hands and feet, as well as general weakness
and fever. Subsequently, the clinical assumption
of dermatomyositis/polymyositis was confirmed
by laboratory data.

The detection of myositis-specific antibodies
(anti-Jo-1) suggested a high probability of devel-
oping a certain phenotype of inflammatory my-
opathy — antisynthetase syndrome, which has
features that distinguish it from other idiopath-
ic inflammatory myopathies. Thus, pulmonary
involvement, at the onset of which is low or
asymptomatic, is detected in 90 % of cases of
anti-Jo-1 positivity, and clinical signs (dyspnea,
cough) can occur much later than skin and mus-
cle symptoms [5]. During examination, the pa-
tient had crepitation in the lungs, and at the
onset of the disease, basal pneumofibrosis was
suspected during a screening X-ray examina-
tion. However, further instrumental examina-
tions (performed during therapy) did not reveal
any evidence of lung damage, which suggests
regression of that early-stage lesion without the
development of significant fibrosis. When as-
sessing the disease activity after a course of glu-
cocorticoids, sufficient for the treatment of ATH,
but not for dermatomyositis treatment, 4 points
were obtained (class B according to the Myositis
Intention to Treat Activity Index, MITAX [6]),
which indicated persistent disease activity.

Primary idiopathic dermatomyositis was con-
firmed: based on compliance with the 2017
EULAR/ACR criteria for adult and juvenile id-
iopathic inflammatory myopathies [7], the diag-
nosis of inflammatory myopathy in this patient

is reliable (probability > 90 %) — 11.3 points
were scored. In addition, three out of five classi-
fication criteria for dermatomyositis were identi-
fied (A. Bohan and J.B. Peter, 1975) [8]: specific
skeletal muscle damage, characteristic skin chang-
es, elevated levels of ALT, AST, creatine kinase,
which made it possible to confirm the diagnosis.
Clinical and laboratory activity (MITAX-B) re-
mained. Given the persistence of signs of muscle
inflammation caused by the low initial dose of
glucocorticoids for dermatomyositis, the dose of
prednisolone was increased at a rate of 1 mg/kg/day
with a recommendation to gradually reduce the
dose at the outpatient stage after normalization of
myolysis markers. Taking into account the data of
the histological examination of the liver (choles-
tatic lesion), it was decided to refrain from con-
tinuing the use of azathioprine and to plan further
selection of steroid-sparing therapy.

Pathologist’s opinion. According to the
Consensus of International ATH Pathology Group
on the histological criteria of ATH, the diagnosis is
considered probable if there is: portal lymphoplas-
macytic hepatitis with more than mild periportal
activity and/or more than mild lobular hepatitis,
or predominantly lobular hepatitis in combination
with portal lymphoplasmacytic hepatitis, peripor-
tal hepatitis, or portal fibrosis in the absence of
evidence of other liver diseases. Emperipolesis and
hepatocellular rosettes are no longer considered
specific for AIH [9].

In this case, the histological examination was
performed against the background of immunosup-
pressive therapy. However, the patient still had
laboratory signs of disease activity. In addition,
it is known that normalization of transaminases
precedes the stabilization of the morphological
picture in ATH by several months [10].

Morphological examination revealed intracel-
lular cholestasis and proliferative changes in the
biliary epithelium without an increase in laborato-
ry markers of cholestasis, weak inflammatory in-
filtration in the centrilobular zone, the absence of
periportal “necroinflammatory” activity and miss-
ing of plasma cells in pathological cellular infil-
tration. These changes suggest drug-induced liver
damage and exclude the presence of ATH.

Hepatologist’s opinion. Clinical observation
demonstrates the need for careful differential di-
agnostics of ATH and rheumatological pathology.
Difficulties may be caused by the prominence of
non-specific complaints in the clinical features of
the diseases considered. Thus, in the presented
observation, the patient complained of symmetri-
cal proximal muscle weakness in the upper limbs,
which was initially assessed as general, hepato-
genic weakness.
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It is known that in autoimmune liver diseas-
es no diagnostic test has absolute specificity and
much depends on the subjective assessment of indi-
vidual criteria [11]. Thus, an increase in transami-
nases, IgG, and the detection of autoantibodies typ-
ical for ATH can be observed in dermatomyositis,/
polymyositis, Sjogren’s disease, and imitate ATH.

Serum transaminases and IgG are non-specific
markers of various diseases not only of the liver.
High levels of AST, ALT without determining cre-
atine kinase is usually perceived as signs of liver
disease, but they can act as an indicator of muscle
damage [12]. Thus, an increase in ALT, AST [13],
along with an increase in lactate dehydrogenase
and creatine kinase is characteristic of idiopathic
inflammatory myopathies, which include dermato-
myositis/polymyositis. Creatine kinase, aldolase,
ALT, AST and lactate dehydrogenase are enzymes
of muscle origin, the levels of which increase with
increasing activity of myositis [14].

It was the predominance of AST activity over
ALT in a series of biochemical blood tests that
forced us to direct the diagnostic search towards
identifying myopathy.

But previously elevated ALT and AST val-
ues were interpreted as markers of hepatocellular
damage. Hyperbilirubinemia probably contributed
to this interpretation. However, it was observed
in the patient earlier, and was represented by
indirect bilirubin, which suggests a background
condition - Gilbert’s syndrome. The patient is rec-
ommended to undergo further genetic testing —
detection of mutations in the UGT1A7 gene — to
verify this condition.

Characteristic antibodies for ATH (antinuclear
antibodies, antibodies to smooth muscles, to sol-
uble liver antigen and to liver and kidney micro-
somes type 1) [15] are not strictly specific for ATH
and can be detected in other liver diseases, as well
as in healthy individuals and in rheumatological pa-
tients with various diagnoses [16, 17]. For example,
for the diagnosis of ATH type 1, antinuclear antibod-
ies in a titer of 1 : 80 (observed in the patient) has
a specificity of 36.1 %, a sensitivity of 91.8 % and a
positive predictive value of 54.9 % [18].

During the initial examination of a patient with
suspected ATH, morphological examination of the
liver biopsy is mandatory [19—21]. Histological
examination is necessary not only to exclude al-
ternative or concomitant liver diseases, assess the
severity of inflammatory activity and indicate the
stage of fibrosis [22] but also to make sure that
the cause of the disease is liver damage. Since the
source of transaminases, elevated IgG and autoan-
tibodies can be the processes in other organs. That
is why, using modified criteria for the diagnosis of
ATH (including autoantibodies, IgG level, absence

of viral hepatitis and histological features), with-
out morphological data we will never reach a total
of more than 6 points, which is sufficient to es-
tablish “probable ATH”, but does not allow us to
confirm the diagnosis of ATH [23].

This patient had a Simplified ATH Score [23] of
4, which is not consistent with the diagnosis of AIH.

What about the patient’s liver? Liver damage
in dermatomyositis/polymyositis has been report-
ed [24, 25], but it is quite rare compared to damage
to the main target organs (lungs, heart, esopha-
gus). It is believed that liver damage in derma-
tomyositis/polymyositis should be discussed only
if transaminase activity is increased to a greater
extent than creatine kinase and aldolase, ALT pre-
dominates over AST, and when alternative causes
of liver pathology are excluded [14, 26, 27].

The patient received azathioprine for several
months. It is known that azathioprine can cause
drug-induced liver injury (DILI), which usually
develops 2—12 months after the start of thera-
py, occurs with various phenotypes, including
cholestatic hepatitis, and in most cases is re-
versible upon its discontinuation [28, 29]. In
DILI, morphological cholestasis in most cases is
not accompanied by an increase in serum alka-
line phosphatase [30]. We tend to interpret the
changes in the patient’s liver as azathioprine-in-
duced DILI. The revealed medium- and mac-
rovesicular fatty degeneration of hepatocytes
could be associated with prednisolone intake.
However, since steatosis affected less than 5 %
of hepatocytes, in this case we cannot talk about
fatty liver disease of a specific (drug-induced)
etiology [31, 32]. When assessing the probabil-
ity of DILI using the electronic tool RECAM
[33], which is a modified computer version of
the Roussel Uclaf Causality Assessment Method
(RUCAM) [34], the result obtained corresponds
to possible DILI. However, it should be not-
ed that RECAM was developed based on data
from the American (Drug-Induced Liver Injury
Network (DILIN)) and Spanish DILI registries,
which impose minimal requirements for tests (such
as ALT activity > 5 ULN) for registering cases of
DILI. And its informative value for a number of
DILI phenotypes, including those not accompa-
nied by a sharp increase in serum transaminases
and/or alkaline phosphatase, is questionable [33].

It is interesting that the mother and son devel-
oped autoimmune diseases at the same time and
at different ages, which illustrates a genetic pre-
disposition to autoimmune processes and, proba-
bly, the presence of a common external trigger for
their manifestation.

A clinical diagnosis has been formulated.

Main: Dermatomyositis (MITAX class B)
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Associated: Drug-induced liver injury (in-
trahepatic

cholestasis),  azathioprine-induced

(RECAM — 2 points), mild severity.

Atopic dermatitis, moderate course (SCORAD —

35 points), erythematous-squamous form with li-
chenification.

Gastroesophageal reflux disease: erosive esoph-

agitis, stage A by Los Angeles classification.

10.

Gilbert’s syndrome.
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