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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIy>KeOHBIH M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBIIIATE IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI CTATbU HE paCCMaTPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink (or
black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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JU3a JUATHOCTUKHU U JieueHus 158 meteid ¢ ocTpriMu Jumda-
JICHUTAMH HeCnenn(UUECKOil U crnenu(pUUecKoil ITHOIOTUN
Ppa3IUYHOM JToKaIu3auK (MOJHMKHEUSTIOCTHAS, IIeHHAsI, IO/~
MBIIIEYHAs], 1aX0Basi), HAXOIUBILINXCS HA CTALIUOHAPHOM Jieue-
HUHU B JeTckoM xupyprudeckom otaenenuu KIITY «loponckoit
OHKoJyloruueckuii rucnascep r. Kpamaropek» ¢ 2015 mo 2019 rr.
Cpenu 1eteii, HAXOAMBLIMXCSI HAa CTAIIMOHAPHOM JICUCHHH, MaJlb-
4ynKoB 06110 86 (54,4%), neBouek — 72 (45,6%). Bo3pacT O0IBHBIX
BapbUPOBAJ B Ipeziesiax oT 2 Mecaues 10 18 net. Cpenuuii Bo3pact
nanueHToB cocraBwi 5,8+0,61 . OneparuBHbIE BMELIATEIbCTBA
BhinonHeHs! 131 (82,9%) manuenTy, U3 HUX ¢ y4eTOM KJIMHHYe-

CKOTO Te4yeHusI 3a00JIeBaHMS 1 PE3yJIBTaTOB MHKPOOHOIOTHIECKO-
IO aHaiM3a, HeCrenn(UIECKUi XapakTep BOCIAIUTEIBLHOIO Mpo-
ecca noxareepkaeH y 102 (77,9%) nauuentos. Crierpduaeckuii
BOCMAJIMTENbHBIN Ipoliecc ycTaHoBleH B 29 (22,1%) ciydasx,
m3 HuX y 18 (13,7%) nereit odnapysxen BLDK-mumdanenut, noa-
TBEP)KIACHHBIN pPe3y/bTaTaMd T'UCTOJIOTUYECKOTO HCCIIeI0BaHMSI,
y 11 (8,4%) manueHToB — 100pOKa4YeCTBECHHBIIN JIMM(OPETHKYIIE3
(pemnmuno3). braromaps npuMeHEHHIO 3actorpadui CIBUTOBOM
BOJIHBI Y 99 (62,9%) neteil ynanock n3bdexars OrepaTuBHOIO U J10-
IOJIHUTEJIIbHOTO ITYHKIIMOHHOI'O BMEIIATE/ILCTBA U IIPOBECTU KOH-
CepBATHUBHOE JICYCHHE.
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LIVER LESION IN CHILDREN WITH JUVENILE IDIOPATHIC ARTHRITIS WITH DIFFERENT
DURATION OF METHOTREXATE TREATMENT

'Panko N., 'Tsiura O., "*Shevchenko N., Zimnytska T.

'V.N. Karazin Kharkiv National University, Department of Pediatrics No2;
2SI “Institute of Children and Adolescences Health Care of National Academy of Medical Sciences”’, Kharkiv, Ukraine

Juvenile idiopathic arthritis (JIA) is inflammation of the joints
that starts before the age of 16, and symptoms must last more
than 6 weeks to be called chronic. JIA may involve one or many
joints, and may also affect the eyes. It can cause other symptoms
such as fevers or rash. We don’t yet know exactly what causes
it. JIA is an autoimmune condition in which the immune system
attack the body’s own tissues. It’s not known exactly why this
happens but it’s thought a combination of genetic and environ-
mental factors might be involved [1,2].

JIA may be difficult to diagnose because some children may
not complain of pain at first and joint swelling may not be obvi-
ous. There is no blood test that can be used to diagnose the con-
dition. Adults with rheumatoid arthritis typically have a positive
rheumatoid factor blood test, but children with JIA usually have
a negative rheumatoid factor blood test. As a result, diagnosis
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of JIA depends on physical findings, medical history, and the
exclusion of other diagnoses.

The clinical course and prognosis in JIA is variable. Disease
remission is increasingly achieved with modern approaches
but for many patients this is a chronic disease requiring long-
term immunomodulatory treatment and undoubtedly there is a
marked impact on quality of life. The literature cites that at least
one-third of patients with JIA have persistent active disease, par-
ticularly those with polyarticular course. Over recent decades,
there has been considerable interest in the long-term outcomes
of individuals with chronic inflammatory arthritis. Children with
JIA have a high rate of comorbidity overall, with extraarticular
JIA manifestations being the most frequently reported comorbid
conditions [1, 6]. Comorbidity is mostly defined as any distinct
additional entity that has existed or may occur during the clinical
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course of a patient who has the index diseases under study. Pa-
tients with JIA have the highest rate of cardiovascular risk fac-
tors, osteoporosis, uveitis, asthma and atopic diseases [4]. Liver
damage is not included into already recognized indexes, such
as Juvenile Arthritis Damage Index (JADI), which is composed
of two parts, one devoted to the assessment of articular damage
(JADI-A) and one devoted to the assessment of extraarticular
damage (JADI-E) [14].

It is known to be methotrexate (MTX), which is metabolized by
liver, the “Gold standard” of JIA management. Methotrexate use is
associated with an increased risk of elevated transaminase levels;
however the risk of an increased risk of serious liver adverse events
with modern methotrexate monitoring protocols appears to be ex-
tremely low at present, but long-term follow-up studies of patients
with mild transaminase elevations are needed [3].

Amyloidosis, extracellular accumulation of amyloid A, lead-
ing to multiple organ failure, especially kidney and liver fail-
ure, is a serious complication of JIA [11]. An unawareness of
development mechanisms and stages of amyloidosis is possible
can lead to the underreporting of liver disorders at children with
juvenile idiopathic arthritis.

Liver disturbance, although not characteristic of JIA, is com-
mon and it has been attributed not only to the liver disease as-
sociated with rheumatoid diseases themselves but also to many
other factors, such as fatty infiltration, drug toxicity, thrombotic
accidents, or autoimmune liver disease [7, 11]. Liver fibrosis re-
sults from chronic damage to the liver in conjunction with the
accumulation of ECM proteins, which is a characteristic of most
types of chronic liver diseases [10]. The accumulation of extra-
cellular matrix (ECM) proteins distorts the hepatic architecture
by forming a fibrous scar, and the subsequent development of
nodules of regenerating hepatocytes defines cirrhosis. After an
acute liver injury, parenchymal cells regenerate and replace the
necrotic or apoptotic cells. This process is associated with an in-
flammatory response and a limited deposition of ECM. If the he-
patic injury persists, then eventually the liver regeneration fails,
and hepatocytes are substituted with abundant ECM, including
fibrillar collagen. The distribution of this fibrous material de-
pends on the origin of the liver injury [5]. It is asymptomatic
in the most cases in childhood and lack diagnosed by noninva-
sive methods, but can play significant role in the development of
co-morbidity in adulthood. The onset of liver fibrosis is usually
insidious, and most of the related morbidity and mortality occur
after the development of cirrhosis [15].

Histologic examination is useful in identifying the underly-
ing cause of liver disease and assessing the necroinflammatory
grade and the stage of fibrosis. Specific staining of ECM pro-
teins (e.g., with Sirius red) can be used to quantify the degree of
fibrosis, using computer-guided morphometric analysis. The liv-
er biopsy, an invasive procedure, is still the gold-standard meth-
od for detecting changes in liver fibrosis. Scores that include
routine laboratory tests, such as platelet count, aminotransfer-
ase serum levels, prothrombin time, and serum levels of acute
phase proteins have been proposed [9]. Serum levels of proteins
directly related to the hepatic fibrogenic process are also used
as surrogate markers of liver fibrosis [8], including N-terminal
propeptide of type III collagen, hyaluronic acid, tissue inhibitor
of metalloproteinase type 1 (TIMP-1), and YKL-40. Although
these scores are useful in detecting advanced fibrosis (cirrhosis)
in adult patients, as well as minimal or no fibrosis, they are not
effective for differentiating intermediate grades of fibrosis. Also,
fibrosis-specific markers may reflect fibrogenesis in other organs
(i.e., pancreatic fibrosis in alcoholic patients). Hepatic fibrosis
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can be estimated by imaging techniques. Ultrasonography, com-
puted tomography, and MRI can detect changes in the hepatic
parenchyma due to moderate to severe fibrosis [9]. Therefore,
there is a need for reliable, simple, and noninvasive methods
for assessing liver fibrosis. The long-term risk of comorbidities
in JIA patients is uncertain and guidance on risk assessment is
not currently available. An underreporting or unawareness of
comorbidities by rheumatologists is possible; guidance on risk
assessment in children with JIA is needed [7].

The aim of the research was to determine liver lesion in pa-
tients with Oligoarticular and RF-negative Polyarticular forms
of JIA by noninvasive methods depending on duration of Meth-
otrexate treatment.

Material and methods. The study included 42 patients
with Rheumatoid factor (RF) negative oligo- and polyarticular
joints forms of JIA from 3 to 18 years old. The average age was
166.14 + 53.43 months. Patient’s diagnosis was based on the
2nd revision of ILAR classification for JIA in Edmonton (2001)
[12]. Duration of disease was within 5 months to 16 years and on
average indicated 93.65 + 67.14 months. All patients were treat-
ed with non-steroid anti-inflammatory drags (NSAID) and MTX
in the standard dose 12-15 mg/m?, in addition, 35.71 % of them
took immunobyological agent (adalimumab) in standard pediat-
ric dosage. All children were investigated by physical examina-
tion, Echosonography of joints, heart and internal organs of ab-
domen, joints’ Xray, biochemical tests including measurement
of alanine aminotransferase (ALAT), aspartate aminotransferase
(ASAT), haptoglobin, triglycerides, gamma glutamine trans-
ferase (GGT), apolipoprotein-A (Apo-A), a2-macroglobulin,
cholesterine levels. The equation for calculating the FibroTest
score regression coefficient had been done according U.S. patent
6,631,330 [13], which had chosen as a noninvasive method to
determination of liver damage.

Firstly, liver function dependence on duration of MTX treat-
ment was analyzed. For this, studying children were divided into
3 groups according to duration of MTX use. Group I consisted
of 9 children with duration of MTX treatment from 6 months to
1 year, Group II — 15 patients treated with MTX for 1 up to 5
years, Group III — 18 patients treated with MTX longer than 5
years (up to 14). Also, patients have been analyzed accordingly
to results of FibroTest dividing into 2 groups: Group A included
6 patients who were diagnosed with fibrotic liver lesion F1-F2
and Group B consisted of 36 children who had FO corresponding
to FibroTest result.

Student —Fisher Test, Mann - Whitney U-test, and “Statis-
tica +” for Windows were used for the statistical processing
of the data.

Results and discussion. Analysis of liver function showed
that increased level of ALAT was prominent (40 %) in children
from Group II with duration of treatment from 1 up to 5 years in
comparison with other studied patients (p < 0.05). It might have
been associated with hepatotoxicity of the most active MTX
treatment at that moment and as a sign of liver cytolysis. 17 %
of children of Group III with MTX taking more than 5 years
had increased GGT content, which most probably was caused by
damage of liver cellular membrane under the prolonged autoim-
mune inflammation. Metabolic liver function was not changed
because levels of Apo-A, haptoglobin, total bilirubin, cholester-
ine were within normal limits due to all stages of MTX taking.
The increased level of a2-macroglobulin as a predictor of liver
fibrosis was determined in all studying groups with the aver-
age frequency 36 % and it did not correspond to the duration of
MTX treatment.
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Fig. 1. Joints functional class and radiological stage by Steinbrocker score in comparison groups
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Fig. 3. Simmetrical joints in comparison groups, %

In spite of prolonged treatment progression of JIA due to in-
creasing of disease duration was determined according assess-
ment of joints functional class and radiological stage (p<0.05)
(Fig. 1).

According to FibroTest score regression 14 % of patients
had liver fibrosis F1-F2 and were indicated as a comparison
Group A. Presence of liver fibrosis accordingly FibroTest re-
sults did not depend on duration of MTX treatment. All 6 pa-
tients of Group A were male with Oligoarticular form of JIA
and had not any clinical symptoms of liver damage.

Joints lesion of children of Group A was characterized
by more frequent inflammation of knee joints and presence
of regional hypomyotrophy (100 % versus 58 %, p<0.001)
(Fig. 2).

Joints lesion of patients of group B included more frequent
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symmetrical inflammation of ankle, wrist, temporomandibual
joints, joints of foot, digital joints of hands and cervical ver-
tebrae (p<0.001) (Fig. 3).

Difference in clinical presentation between comparison
groups is most probably associated with form of JIA than pres-
ence of risk of liver fibrosis.

Conclusion.

According to our findings, patients using MTX for JIA man-
agement had joint damage progresses despite usage of MTX.
Hepatic cytolysis has the most frequently appeared within 15
years of MTX taking.

Risk of liver fibrosis does not depend on duration of MTX
using. Difference in clinical presentation between comparison
groups is most probably associated with form of JIA than pres-
ence of risk of liver fibrosis.
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SUMMARY

LIVER LESION IN CHILDREN WITH JUVENILE ID-
IOPATHIC ARTHRITIS WITH DIFFERENT DURATION
OF METHOTREXATE TREATMENT

"Panko N., 'Tsiura O., "*Shevchenko N., 'Zimnytska T.

'V.N. Karazin Kharkiv National University, Department of Pediat-
rics No2, 2SI “Institute of Children and Adolescences Health Care
of National Academy of Medical Sciences”, Kharkiv, Ukraine

The aim of the research was to determine liver lesion in pa-
tients with Oligoarticular and RF-negative Polyarticular forms
of JIA by noninvasive methods depending on duration of
Methotrexate treatment. The study included 42 patients with
Rheumatoid factor (RF) negative oligo- and polyarticular joints
forms of JIA from 3 to 18 years old. They were investigated
by measurement of alanine aminotransferase (ALAT), aspartate
aminotransferase (ASAT), haptoglobin, triglycerides, gamma
glutamine transferase (GGT), apolipoprotein-A (Apo-A), a2-
macroglobulin, cholesterine levels. The equation for calculating
the FibroTest score regression coefficient had been done accord-
ing U.S. patent 6.631.330. Student —Fisher Test, Mann - Whitney
U-test were used for the statistical processing. In spite of MTX
treatment progression of JIA was determined according assess-
ment of joints functional class and radiological stage (p<0.05).
Increased level of ALAT was prominent (40%) in children taken
MTX for 1-5 years in comparison with other studied patients
(p<0.05). 17 % of children who took MTX longer than 5 years had
increased GGT content. Metabolic liver function was not changed
because levels of Apo-A, haptoglobin, total bilirubin, cholesterine
were within normal limits due to all stages of MTX taking. The
increased level of a2-macroglobulin as a predictor of liver fibrosis
was determined in all studying groups with the average frequency
36 % and it did not correspond to the duration of MTX treatment.
According FibroTest score regression 14% of patients had liver fi-
brosis F1, which did not depend on duration of MTX treatment.

According to our findings, patients using MTX for JIA man-
agement had joint damage progresses despite usage of MTX.
Hepatic cytolysis is most frequently appeared within 15 years of
MTX taking. Risk of liver fibrosis does not depend on duration
of MTX treatment.

Keywords: juvenile idiopathic arthritis, liver fibrosis, chil-
dren, methotrexate.

PE3IOME

IOPAKEHHUE IEYEHHU ¥ JETEN C FOBEHUJIbHBIM
NIUONATHYECKUM APTPUTOM B3ABUCUMOCTH
OT JJIMTEJIbHOCTHU TEPAITMU METOTPEKCATOM

Tlaubko H.A., 'ITiopa O.H., IlleBuenxo H.C.,
Bumuunnkas T.B.

! Xapvrosckuil nayuonanohwill ynugepcumem um. B.H. Kapasu-
na, kagpeopa neduampuu Ne2; ’I'V « Uncmumym oxpansl 300po-
6bs1 demetl 1 nOOpocmkos Hayuonanivrotl akademuu MeOuyut-
cKkux Hayk Ykpaunoly, Xapvkos, Ykpauna

Llens mccmemoBaHMst — OMPENENTNTh W3MEHEHHS, IPOHCXO-
JIIME B MEYEHU Yy NAlMEeHTOB C OJUTOAPTUKYIspHON u PD-
HETaTHBHOHN MOMUAPTUKYIIPHON (hopMaMu I0BEHUITLHOTO HUIHO-
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[IATUYECKOTO apTPUTA, HEMHBA3UBHBIM METOJIOM B 3aBHCUMOCTH
OT JAJIUTEIBHOCTH JICYCHUS] METOTPEKCATOM.

B nccnenoBanue BKIIIOuCHbI 42 NanyeHTa ¢ OJIUTro0apTHKYIIIP-
HOIt 1 PO-HeratuBHOM NOMMAPTHKYIIPHON (hOpMaMH IOBEHUITb-
Horo uauonarndeckoro aprputa (FOMA) B Bo3pacre ot 3 no 18
neT. Y ManueHToB ONpeeeHbl yPOBHH allaHHHAMUHOTpaHChe-
pasbl (AJIAT), acnapratramunorpancgepassl (ACAT), ramto-
DI00MHA, TPUDIMLIEPHAOB, ramma-mrytamuHTpancdepassr (ITT),
aronnonporenHa-A (Apo-A), a2-Makporio0Oy/nHa, X0JIeCTeprHa.
Koagdunment perpeccun FibroTest BbIOIHEH B COOTBETCTBHU C
narenToM CIIIA 6.631.330 1151 onperneneHus Hatmaust pucka Gpu-
Opo3a neuenu. st craTMCTHYECKOi 0OpabOTKHM HCHOJIB30BaHBI
HapamMeTpHyecKHe U HerapaMeTpuieckue MeTopl, TecT CThIoieH-
Ta-Ouepa, U-kpurepuit ManHa- YUTHU.

Jletu pasneneHsl Ha 3 TPYNIbI B 3aBUCUMOCTH OT AJIUTEIIb-
HocTH Tepanuu MetorpekcatoM (MTX). I rpynna cocrosuia u3
9 mauuenToB, npuHuMaromux MTX B TeueHue 6-12 mecsiues,
Il rpynna — 15 nanuenTos, npunumaromux MTX B Tedenue 1-5
set u 11l rpynmna — 18 naunenros, npunumaromux MTX Ha nipo-
TsoxeHnn 5-14 net. CormacHo pesyasraram FibroTest mpoanarim-
3upoBaHbl (HUOPO3HBIE M3MEHEHHUS: Ipynna A BKIo4aia 6 je-
teit ¢ F1-F2 u rpynna b — 36 nereii ¢ orcyrcrBuem ¢udposa FO.

CornacHo ompezeneHnio (YHKIHOHAIBHOTO Kiacca H
PEHTIEHOJIOTMYECKON cTaauu, HecMoTps Ha JiedeHne MTX,
oTMeudasioch nporpeccupoBanue KOUA (p<0,05). V 6 (40%)
nerei, koropsie npunumain MTX B Tedenue 1-5 net, orme-
qajics MOBbIIECHHBIH ypoBeHb AJIAT B cpaBHeHMHU ¢ ApYyTru-
mu nanueHtamu (p<0,05). 3 (17%) nereit ¢ AIUTENBHOCTHIO
npuema MTX Gojsiee 5 et UMenH MOBBILICHHOE COJIEPIKAHHE
I'TT. Merabonuueckass GyHKIMS IedeHH Obuia 0e3 U3MeHe-
HUIl Ha NpOTsDKEHUHU BeeX dTanoB npuema MTX, nmockonbky
ypoBHU Apo-A, rantonioOuHa, obuiero OwinpyouHa, xose-
CTEepHHA HaXOIWICh B IIpenesax HOpMbI. [oBbIIeHHBIN ypo-
BeHb a2-MakKporio0yInHa Kak npeankropa Gpubpos3a nedeHn
OIpeJieNieH BO BCEX M3ydaeMbIX IpyIIax co cpejiHeil yacto-
Toit 36% 1 He 3aBucen ot murenabHocTH npuema MTX. Ilo
nauabiM FibroTest y 6 (14%) nmauentos ormevancst Gpudpos
neuenun F1-F2, koTopslii He 3aBUCET OT MPOAOIKUTEILHOCTH
neyenust MTX.

ComacHo pesyibTaram, nanuentsl ¢ FOMA nmenu nporpec-
cupyroliee MOBPEeXICHUE CycTaBOB, HecMoTps Ha npueM MTX.
[{uTonu3 neyeHu yaile BCEro MpOsBISUICS B MepHoj Hanbosee
arpeccuBHoro jieueHust MTX - B redenue 1-5 net. Puck pubdpo-
3a MEYCHU HE 3aBHCEII OT MPOJOKUTENIbHOCTH JeueHus MTX.
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