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ABSTRACT

The autoimmune liver disease constituent conditions include autoimmune hepatitis, primary biliary cholan-
gitis, primary sclerosing cholangitis and IgG-4 associated cholangitis. They remain a diagnostic challenge
to the practicing physician due to their close resemblance in clinical course, and laboratory and imaging
findings to the vast array of other etiologies of liver injury. We report a case of recurrent severe hepatitis of
autoimmune origin in a female patient. The disease course was marked by initial onset at age 39, followed
by nearly four years of remission, and a second flare with a more exaggerated severity. Systemic lupus
erythematosus was initially deemed as the culprit, however formal diagnostic criteria were not fulfilled and
the serological findings were not reproduced at a later date. With the aim of ascertaining the underlying
process, the patient underwent an extensive array of testing with regards to infectious, genetic, systemic
and autoimmune disease. Positive anti-dsDNA (double stranded DNA) and an antinuclear antibody titer
of 1:160 provided the strongest support for an autoimmune etiology, specifically autoimmune hepatitis
or possibly an overlap syndrome. An excellent outcome was achieved via treatment with corticosteroids,
ursodeoxycholic acid and plasmapheresis.

Keywords: autoimmune, hepatitis, autoantibodies

INTRODUCTION

Autoimmune liver disease (AILD) encom-
passes autoimmune hepatitis (AIH - previous-
ly lupoid hepatitis), primary biliary cholangitis
(PBC - previously primary biliary cirrhosis)
and primary sclerosing cholangitis (PSC). It is
a group of immune mediated conditions that re-
sult in hepatocyte and bile duct destruction [1].
IgG-4 associated cholangitis (IAC) may also be
placed in this group as a distinct entity, although
key features of its pathophysiology remain un-
clear [2]. Estimates state a worldwide incidence

rate of each of the autoimmune liver diseases of
1-2 per 100,000 population per year. There ap-
pears to be a general increase in the number of
diagnosed cases within the last 30 years, and re-
gional variations exist with a higher rate of PBC
seen in Great Britain and Scandinavia. However,
the limited number of population studies make it
difficult to draw firm conclusions [1, 3]. Because
onset, severity and disease course closely resem-
ble the immense multitude of other etiologies of
liver injury, the diagnosis of the AILD constit-
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uent conditions remains a diagnostic challenge.
High clinical suspicion and a targeted diagnos-
tic approach are crucial in timely detection and
treatment [1].

CASE REPORT

We present a case of recurrent severe hepa-
titis of autoimmune origin in a 39 year-old female.
The patient, F. L., initially complained for fever,
night sweats, pedal and hand edema, and yellow
discoloration of the skin and eyes in November
2015. The symptoms had begun four months pri-
or and had progressively worsened. Past medical
history was only significant for H. Pylori infection
treated with triple drug eradication therapy a year
prior, as well as an artificial abortion (gravida 2,
para 1) at approximately the same time. At symp-
tom onset she had begun taking symptom targeted
OTC drugs, however she denied use of any drugs

or substances in doses known to cause liver dam-
age, and did not consume alcohol. She reported
an allergy to ketoprofen and analgin (metam-
izole). The physical examination revealed fever,
skin and scleral icterus, enlarged anterior cervical
lymph nodes, and an enlarged liver palpable two
finger breadths below the right costal margin. Lab
workup revealed a microcytic anemia, elevated
transaminases (AST 1152 U/L, ALT 462 U/L) and
a predominantly conjugated hyperbilirubinemia
(total 116 umol/L, direct 103 umol/L). Abdominal
ultrasound showed hepatomegaly, splenomegaly
and a small amount of subhepatic ascites. CT ab-
domen did not confer any additional findings, and
histopathology of a liver biopsy specimen noted
findings in correlation with hepatitis from SLE.
The serology was positive for anti-ssDNA anti-
body (35.641E/ml, ref. <20), anti-dsDNA antibody
and ANA titer of 1:160, while it was negative for
anti-LC-1 (liver cytosol type 1), anti-M2-3E (mi-
tochondrial), anti-SLA/LP (soluble liver antigen/
liver pancreas), LKM-1 (liver kidney microsomal
type 1) and PM-scl (exosome) antibodies. A diag-

Table 1. Pertinent lab and imaging findings on admission of second hospital stay.
Analysis (units) Result (Ref.) Analysis (units) Result (Ref.)
Erythrocytes [10"12] 4.47 (4.2-5.5) Total bilirubin [umol/L] 195 (<20.5)
Hemoglobin [g/L] 122 (120-180) Direct bilirubin [umol/L] 155 (<6.8)

1[\&‘“'?“ Corpuscular Volume | ;¢ g5 ggy Indirect bilirubin [umol/L] |40 (<13.6)
Leukocytes [1079] 6.0 (4-9) AST [U/L] 966 (10-34)
Platelets [10"9] 153 (150-400) ALT [U/L] 921 (10-45)
C-reactive protein [mg/L] |42.6 (<6) Alkaline Phosphatase [U/L] 400 (36-126)

ESR [mm/h] 36 (<20) GGT [U/L] 253 (9-64)

Sodium [mmol/L] 130 (137-145) LDH [U/L] 828 (<248)
Potassium [mmol/L] 3.5(3.8-5.5) Alpha-amylase (s) [U/L] 25 (30-110)
Calcium [mmol/L] 1.9 (2.1-2.6) Lipase [U/L] 23 (0-160)
Creatinine [umol/L] 49 (45-109) Iron (s) [umol/L] 8.0 (11.6-31.4)

Urea [mmol/L] 2.4(2.7-7.8) Ferritin [pmol/L] 833.65 (591)

Total protein [g/L] 53 (63-83) Triglycerides [mmol/L] 3.1(0.7-1.7)
Albumin [g/L] 27 (35-50) Cholesterol [mmol/L] 5.1 (3.6-5.2)
Globulin [g/L] 28 (27-35) Creatine Kinase [U/L] 23 (25-192)
Prothrombin time[sec] 19.7 (9.8-14.2) CK-MB [U/L] 28 (5-25)

INR 1.88 (0.7-1.2) Glucose [mmol/L] 4.2 (3.9-6.1)

aPTT [sec] 30.7 (27.9-37.7) Urine bilirubin +++ (-)

D-dimer [ng/mL] 1522 (0-500)

Abdominal ultrasound: Cirrhoticaly altered liver, diffusely enlarged with hyperechogenic parenchyma.
Portal vein dilated with no impediment to flow. A few small lymph nodes up in the liver hilum and para
aortic area are seen. No ascites.

Legend: INR - international normalized ratio. aPTT - activated partial thromboplastin time. AST -
aspartate aminotransferase. ALT- alanine aminotransferase. GGT - gamma-glutamyltransferase. LDH -
lactate dehydrogenase. s - serum.
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nosis of an active chronic hepatitis, systemic lu-
pus erythematosus was made at the time, and the
patient was treated with azathioprine and pulse
doses of methylprednisolone. Improvement in the
patient’s condition and lab trends were observed
and she was discharged three weeks later on dual
oral maintenance immunosuppressive therapy.
Checkup appointments revealed steady improve-
ment and the follow-up with a rheumatologist re-
vealed elevated antiTPO and TG antibodies with
normal TSH, and negative ANA Hep 2 and ANA
screen. These findings did not confer fulfillment
of formal diagnostic criteria for SLE. A period of
nearly 4 years of remission ensued. In September
2019 she again presented with a ten-day history
of fever, fatigue, sleepiness, vomiting, yellow dis-
coloration of the skin and eyes, and pain in the
right upper abdomen. She reported non-adherence
to her therapy at the time of symptom onset. On
admission physical examination revealed altered
mental status, fever, skin and scleral icterus, an
enlarged liver, and tenderness to palpation in the
right upper abdomen. Pertinent findings on ad-
mission are summarized in table 1.

Parenteral corticosteroid treatment was ini-
tiated, and four sessions of plasmapheresis were
performed via a femoral central venous catheter
due to bilirubin levels of over 700umol/L. The
CVC was removed due a catheter associated
infection. Azathioprine was also shortly intro-
duced and stopped due to cytopenia. During the
hospital stay, the patient was also treated with
supportive measures, LOLA, UDCA, LMWH,
and substituted accordingly with albumin and
FFP. Serial abdominal ultrasound exams showed
largely consistent and unchanged findings. Due
to nonadherence on the patient’s part, magnet-
ic resonance imaging was not successfully ob-
tained. Figure 1 depicts the chronology of treat-
ment and its relationship with lab trends.

Pertinent findings of the extensive array of
analyses are summarized in table 2.

Following eleven weeks of inpatient treat-
ment, the patient was discharged on predniso-
lone 20mg PO daily and UDCA 250 mg PO 1+2.
Subsequent follow up visits showed significant
improvement with laboratory and imaging trends
towards normal.

e AST  w—p T — AP GGT  ====LDH

e TOU Bl e Dif Bl eIt Bl

Fig. 1. 4 decline in transaminase activity (top) with corticosteroid treatment is
seen. Steep drops in bilirubin levels (bottom) are noted with each session of plas-

mapheresis
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Table 2. Extensive testing aimed at ascertaining underlying pathology.

Analysis (units) Result (Ref.) Analysis (units) Result (Ref.)
CEA [ng/mL] 1.12 (<5) AFP [ng/mL] 3.6 (<10)

CA 19-9 [U/mL] 167 (<35) CA 15-3 [ng/mL] 20.5 (<35)
TgAb [TU/mL] <20 (<20) CA 72-4 [ng/mL] 0.7 (0.5-7)
aTPO [IU/mL] 41.9 (<35) Blood culture -(-)

fT3 [nmol/L] 1.76 (1.2-3.4) Urine culture -(~)

fT4 [pmol/L] 15.6 (10.3-24.5) Leishmania 1gG/IgM - (-)
TSH [mU/L] 1.02 (0.5-4) Leptospira 1gG/IgM - (-)
IgM [g/L] 4.4(0.4-2.5) HSV IgM - (-)

IgG [g/L] 12.2 (6-16) Hantaan virus IgG/IgM - (-)
IgA [g/L] 4.3 (0.8-3.0) Brucellosis -(-)
Complement C3 [g/L] 1.39 (0.8-1.6) HIV -(-)
Complement C4 [g/L] 0.15 (0.15-0.48) anti-HCV -(-)
Anti-dsDNA -(-) anti-HAV [gM -(-)
Anti-Smith -() anti-HBc IgM -(-)
Anti-SSA -(-) HBsAg - (-)
Anti-SSB -(-) anti-HBs [mIU/mL] 0.68 (<5)
Anti-cardiolipin IgG -(-) Ceruloplasmin [mg/mL] 0.81(0.2-0.6)

Pneumoslide panel: Adenovirus IgG +/-. M. pneumoniae IgM +/-. Other negative (-)

Genetic testing: Wilson’s disease - deletions and duplications on exons of the ATP7B gene are not
present. Genetic testing for benign recurrent intrahepatic cholestasis and familial intrahepatic cholestasis
- negative.

Histopathology from liver biopsy:

(1) 18.09.2019: Chronic active hepatitis. Periportal spaces with morphologic signs for chronic biliary
stasis and abundant inflammatory infiltrate. Knodel score 3 (inflammation 3, fibrosis 0, piecemeal necrosis
0)

(2) 01.11.2019: Liver parenchyma consisting of hepatocytes with emphasized intracellular and canalicular
cholestasis. Portal and periportal with multiplied connective tissue with light ductal reaction and moderate
mixed inflammatory infiltrate which expands into the surrounding liver parenchyma, focally with
destruction of single hepatocytes (interface hepatitis). Corresponds with cholestatic hepatitis.

Peripheral blood smear: Erythrocytes without abnormal findings. Platelet aggregates seen in 2-3 fields.
Neutrophils with moderate, toxic granules.

Legend: CEA - carcinoembryonic antigen. AFP - alpha fetoprotein. CA - cancer antigen. TgAb -
thryoglobulin antibody. aTPO - anti-thyroid peroxidase. fT3 - free triiodothyronine. fT4 - free thyroxine.
TSH - thyroid stimulating hormone. dsDNA - double stranded DNA. Anti-SSA - anti sjogren’s syndrome
related antigen A. Anti-SSB - anti sjogren’s syndrome related antigen B. HSV - herpes simplex virus. HIV
- human immunodeficiency virus. HCV - hepatitis C virus. HAV - hepatitis A virus. HBc - hepatitis B core.
HBsAg - hepatitis B surface antigen.

B E  "TUON Usnity O Gastroestersieg § O 10
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Fig. 2. Improvement noted on liver ultrasound performed two months
after discharge




RECURRENT SEVERE HEPATITIS OF AUTOIMMUNE ORIGIN

87

DISCUSSION

In summary, this case describes recurrence
of severe hepatitis with markedly elevated bil-
irubin levels, transaminases and a concomitant
febrile state. Based on the episodes’ similarity in
onset, clinical manifestation and response to treat-
ment, it can be concluded that both flares are the
result of the same underlying pathologic process.
The case’s ambiguity warrants a broad differential
approach.

Approximately 900 drugs, toxins and herbs
are known to be toxic to the liver. The mechanism
of damage is roughly classified in direct (intrin-
sic) and immune mediated (idiosyncratic). The
clinical manifestation can vary significantly in
terms of severity, laboratory values and time of
onset since exposure. Therefore, the possibility of
a toxic precipitant cannot be excluded with cer-
tainty despite the negative history in this regard
[4]. As for infectious causes of liver damage, the
viral hepatitides occupy a central role. Other caus-
ative agents include EBV, CMYV, HSV, S. typhi,
M. tuberculosis, Brucella spp, C. burnetii, Lep-
tospira and other spirochetes, schistosomiasis,
malaria, Candida spp. and H. capsulatum. The
extensive tests performed rule out an infectious
cause [5]. Moreover, the patient did not consume
alcohol. She also did not display any features of
metabolic syndrome (obesity, diabetes melitus,
hypertension), and intracellular fat droplets were
not described on histopathology. Both alcoholic
hepatitis and non-alcoholic steatohepatitis were
thus ruled out [6].

With regard to the inherited conditions, ge-
netic analysis distinctly ruled out Wilson’s disease,
as well as the BRIC and FIC disease spectrum.
Furthermore, iron deposition in hemochromatosis
results in skin hyperpigmentation, hypogonadism,
diabetes mellitus, and characteristic histopathol-
ogy. All of these elements were absent, and the
serum iron was low, thereby making this diag-
nosis unlikely even in the presence of elevated
ferritin. Alpha-1-antitrypsin deficiency was also
considered unlikely in the absence of respiratory
complaints. Numerous other inherited conditions,
such as Rotor syndrome, Dubin Johnson syn-
drome and glycogen storage diseases affect the
pediatric population, and do not correspond with
the age of onset of symptoms in this case [7].

An array of systemic conditions can cause
liver damage. They include ischemic hepatitis,
congestive hepatopathy, numerous hematologic
conditions, hyperthyroidism, adrenal insufficien-
cy, hypercortisolism as well as sepsis, sarcoidosis,
amyloidosis and metastases [8]. The constellation
of the physical exam, imaging and laboratory
results did not confer a suspicion of the afore-
mentioned conditions. Connective tissue diseas-
es require special consideration as serology and
histopathology during the first admission pointed
to hepatitis caused by SLE. It is at this point note-
worthy that elevated ANA titers are also indicative
of autoimmune hepatitis. ANA positivity was not
subsequently reproduced, and per rheumatology
formal criteria for SLE were not fulfilled. A 1984
study by R. Weisbart and K. Colburn looked at the
effects of corticosteroids on antinuclear antibod-
ies. They detected an average 43% reduction in
antinuclear antibodies, including anti-dsDNA and
anti-ssDNA following initiation of treatment with
corticosteroids. This may explain the patient’s
subsequent seronegative status [9].

A 2012 publication by Juan-Manuel Anaya
et al. discusses the concept of autoimmune tautol-
ogy, which refers to autoimmune diseases’ shared
genetic factors, pathophysiological mechanisms,
and common clinical signs and symptoms. They
postulate that the cornerstone of autoimmune tau-
tology is polyautoimmunity [10]. The same au-
thor defines polyautoimmunity in a 2014 review
as more than one autoimmune disease existing in
a single patient. He goes on to provide evidence
that polyautoimmunity is seen in SLE, autoim-
mune liver disease and autoimmune thyroid dis-
ease, among others [11]. In our case, the patient
had elevated autoantibodies to thyroglobulin and
TPO, while TSH and fT4 were normal. A recent
2019 study by Siriwardhane et al. followed eu-
thyroid subjects for 2 years and determined that
73% of subjects who developed hypothyroidism
(group A1) and 68.6% of subjects who developed
hyperthyroidism (group A2) actually had elevated
aTPO long before the onset of thyroid dysfunction
[11]. This groundbreaking finding infers that indi-
viduals with elevated aTPO may develop thyroid
dysfunction in the future, even if they are initial-
ly euthyroid. This may very well prove to be true
for our patient. Looking at our patient’s elevated
thyroid autoantibodies as potential predictors of
future thyroid dysfunction through the lens of the
autoimmune tautology, provides further support
for the hypothesis of an autoimmune etiology of
our patient’s liver dysfunction.
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As previously noted, autoimmune liver
diseases encompass AIH, PBC, PSC, and TAC.
Overlap syndromes occur when criteria for di-
agnosis of more than one of these conditions are
fulfilled. Unifying characteristics include a pre-
disposing genetic susceptibility and poorly under-
stood precipitating environmental and infectious
triggers [13]. AIH mainly involves immune me-
diated inflammatory destruction of hepatocytes.
It is more common in females, typically presents
with an LFT pattern of parenchymal damage, and
an elevated IgG. ANA (antinuclear antibody) and
ASMA (anti-smooth muscle antibody) are char-
acteristic for type I AIH, LKM1 (liver kidney
microsomal type 1 antibody) are typical of type
II, and anti-SLA (soluble liver antigen) are found
in type III AIH. There is also an established asso-
ciation with HLA A3, B8, DR3, and DR4 haplo-
types. T lymphocytes, NK cells and macrophages
all play important parts in the disease process, and
the condition is notoriously associated with other
concomitant autoimmune diseases. Histopathol-
ogy findings typically describe an interface and
lobular necroinflammatory hepatitis with prom-
inent plasma cells. First line treatment is with
corticosteroids and azathioprine. The prognosis is
poor in absence of response to treatment within
the first 7-14 days, while achieving remission is
associated with a 10 year prognosis greater than
90%. Regular screening for hepatocellular carci-
noma is warranted in these patients [1, 13, 14].
PBC is also more common in females over 40
years of age. It involves chronic cholestasis with
progressive non-suppurative bile duct inflamma-
tory destruction. LFT patterns are thus predom-
inantly cholestatic, and accompanied by an IgM
elevation. Autoantibodies typically found in PBC
are AMA (antimitochondrial antibody), anti gp-
210 (glycoprotein 210) and anti sp-100. Histo-
pathology reveals ductal and periductal inflam-
matory lesions, with possible granulomatous in-
flammation in later stages. Ursodeoxycholic acid
is the first line therapy, and no other single agent
has been found to be beneficial. Pruritus is com-
mon in PBC and can initially be approached with
a bile acid resin such as cholestyramine. A 90%
10-year transplant free survival rate is observed in
patients who after one year of treatment show nor-
mal bilirubin, and AST and alkaline phosphatase
within 1.5 times the upper limit of normal [1, 13,
14]. PSC in essence involves chronic cholestasis
with intra and extrahepatic bile duct inflammation
and fibrosis. It is more commonly found in males
and manifests with a predominantly cholestatic

liver function test pattern. IgG and IgM immuno-
globulin fractions are often elevated, and there is
a clear association with inflammatory bowel dis-
ease (UC > Crohn), as well as elevated pANCA.
Cholangiography shows focal bile duct dilation
with multiple strictures in a beaded pattern, which
can be treated via ERCP. MRCP has an excellent
diagnostic value, and when characteristic findings
are observed, liver biopsy is not necessary. His-
topathology describes fibrosis and obliteration of
large bile ducts, with progressive ductopenia. At
this time, numerous regimens combining cortico-
steroids and UDCA have been proposed, however
targeted treatment remains lacking. There is an
increased risk of biliary sepsis, cholangiocarci-
noma, gallbladder cancer and in those with IBD
colon cancer [1, 13-15]. IAC is closely associated
with autoimmune pancreatitis, and belongs to the
broader IgG-4 related disease spectrum. Elderly
males are often affected, and the onset may be
precipitated by long term exposure to industrial
chemicals. Pathophysiology is thought to involve
pancreaticobiliary immune-mediated inflamma-
tion. Obstructive jaundice, abdominal pain and
pancreatic involvement are typical clinical fea-
tures. Imaging often demonstrates mass or scle-
rosing biliary lesions, which are frequently mis-
diagnosed as tumors. Liver function tests reveal
elevated markers of cholestasis, accompanied by
an increase in CA-19-9, however studies have
shown that CA-19-9 can be elevated in a num-
ber of non-malignant liver conditions [16]. IgG-4
is diagnostic when elevated four times the upper
limit of normal. Histopathology of bile duct and
liver biopsy specimens exhibit characteristic infil-
tration with IgG-4+ B cells, CD4+ T lymphocytes
and plasma cells, as well as obliterative phlebitis
and advanced storiform pattern fibrosis. Cortico-
steroids are the cornerstone of treatment and have
been demonstrated to yield an excellent outcome
and prognosis [1, 2, 13]. In applying the afore-
mentioned principles to the case at hand, it is evi-
dent that a varying degree of supporting evidence
is present for each of the AILDs. It is important to
note that all of the described conditions can prog-
ress to fulminant hepatic failure even with optimal
treatment, in which case liver transplant is nec-
essary [1, 13-15]. With regards to plasmaphere-
sis as a treatment modality, Keklik et al. (2013)
reviewed 11 patients with severe hyperbilirubin-
emia treated with plasma exchange and observed
a statistically significant decline in bilirubin levels
post procedure. They suggested that the approach
serves to open an opportunity for recovery and
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cure, and that it improves the rate of survival in
those who have sufficient residual hepatic regen-
erative capacity. This is especially founded when
considering the life threatening nature of severe
hyperbilirubinemia [17].

CONCLUSION

The disease course, serology, histopathol-
ogy and response to treatment, in combination
with absent evidence for infectious, underlying
systemic and inherited diseases, point to an au-
toimmune etiology of the patient’s condition.
Substantial evidence points to AIH or possible
overlap, and this includes female gender, ini-
tial elevated ANA titer, LFT pattern indicating
significant parenchymal involvement, treatment
response, and histopathologic description of in-
flammatory infiltrates and interface hepatitis.
As previously stated, corticosteroid treatment
may have influenced the subsequent seronega-
tive ANA status of the patient. Nonetheless, the
available information does not permit definitive
placement into the well-known and defined au-
toimmune liver diseases and overlap syndromes.
Reassessment of autoantibodies and testing for
additional antibodies, including but not limited
to pANCA and anti-gp210 would be warranted
to ascertain the exact disease process. MRCP and
HLA haplotype testing may also provide some
helpful information. Most importantly, a favour-
able result was achieved, and the treatment ap-
proach would have remained largely unaltered
even with this information available.
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Pe3ume

PEKYPEHTEH XEITATUTHUC O[] TEXKOK CTEIIEH
CO ABTOUMYHO IMOTEKJIO

I'perop Kpcrescku', Bukropuja Uamnocka',
Baagumup AujapeeBcku', Bragumup Cepadumoncku?

! YHHMBep3uTeTCKA KIMHKUKA 32 raCTPOCHTEpOXenaronoruja, Yausepsurer ,,C. Kupun u Meroau;j*,
Memuunncku ®Paxynret, Cxomnje, PC Makenonuja

2 MakeoHCKa akajeMuja Ha HaykuTe u ymetHoctute, Ckorje, PC Makenonuja

ABTOMMYHHUTE LPHOAPOOHH 3200 TyBamka BKIY41yBaaT aBTOMMYH XeIIaTUTHC, TPUMapeH OuinjapeH
XOJIAaHTUTHUC, IPUMapeH cKiepo3aHTeH xonaHrutuc u IgG-4 acounpan xonanrutuc. OBue 3a00nyBama
U MOHATaMy IpeTCcTaByBaaT IWjarHOCTHYKH MPEIU3BUK MOPAIN CIMYHOCTA BO KIMHUYKATA CIMKA U
71a00paTOPUCKHOT OOJIMK CO MHOLITBOTO IPYTH €THOJIOTHH Ha XeNaTaHo oluTeTyBame. [IpeTcTaByBame
MIPUKa3 Ha CiIy4aj Ha peKypEeHTEH XeMaTUTHC OJ] TeXOK cTerneH. Tekot Ha 6osecTa Gemre ogdesnekan co
HMHUIUjaTHa Ipe3eHTanrja Ha 39-roguiiHa Bo3pact, NpUOIMKHO YETUPUTOUIICH TEPHOA Ha PEMHUCH]a
U BTOpa moTemka enuzona. [IppuunnTe Haoau Oea CyreCTMBHH 3a CUTEMCKHU JIYIyC €pUTEMaTo3yc,
HO KpUTEPUYMHUTE 3a 3a00yBambeTO He Oea MCIIONIHETH M PEe3yATaTHTE HE ce peIuihLupaa BO MOAO-
ueH natyM. Ce crpoBenoa UCLPIHU UCIUTYBamba BO MpaBell Ha HHPEKTUBHU, T€HETCKH, CUCTEMCKU
1 aBTOMMYHH 3a005lyBama, CO LeJ YTBPAYBamkEe HA MOJICKHUOT NMATOJNIOMIKY Mpolec. ABTOMMYHaTa
eTuioryja Oemie MpeTHoCTaBeHa Kako HajBepojaTHa mopaau mo3utBHUTE anti-dsDNA anTuTena u
ANA TuTap ox 1:160. Haogure o0e30enyBaar HajcuiiHa MOTKpeNa 3a AMjarHo3a Ha aBTOUMYH Xera-
TUTHUC WX TPEKJIONyBauYKH CUHAPOM. TPeTMaHOT CO KOPTHKOTEPaIlnja, yp30Ae30KCUXO0JIHA KUCeTnHA
U Tazmadepesa pe3ylaTupanie co OAINYeH KINHUYKHA UCX0. TOYHHOT MaTONOIIKH MTPOLIEC OCTaHyBa
HELEJIOCHO pa3jacHeT U MOKpaj UCUPIHUTE UCIIUTYBamba.

Kayunu 300poBH: aBTOMMYH, XEIIaTUT, AaBTOAHTUTENA



