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K CBEJEHHIO ABTOPOB!
[Tpu HampaBiIeHUH CTaThU B PEJAKIMIO HEOOXOAMMO COOIONATh CIIEAYIOIIUE MTPaBUIIa;

1. CraTbs 1omKkHa OBITH IPEJCTABICHA B IBYX SK3EMIUIPAX, HA PYCCKOM MJIM AHIIMHCKOM SI3bI-
Kax, HareyaTaHHas Yepe3 MoJITOpa HHTEPBasia Ha 0HOI CTOPOHE CTAHAAPTHOIO JIMCTA ¢ IMPUHOM
JIEBOTO MOJIsI B TP caHTHMeTpa. Mcrmonp3yemblil KOMITBIOTEPHBIH WPUQT I TEKCTa Ha PYCCKOM U
aHTmiickoM si3pikax - Times New Roman (Kupuiiauma), s TeKCTa Ha TPY3WHCKOM SI3BIKE CIIEAYET
ucrons3oBath AcadNusx. Pazmep mpudra - 12. K pykonucu, HarieyaraHHON Ha KOMIIBIOTEPE, TOJDKEH
ob1Th ipuitosker CD co craTbeit.

2. Pa3mep craTbu 107KEH OBITH HE MEHEE IeCATH U He OoJiee 1BaALATH CTPAHUI] MALIMHOIINCH,
BKJIIOYAs yKa3aTelb JINTepaTyphl H pe3ioMe Ha aHTIIMICKOM, PyCCKOM U TPY3MHCKOM SI3bIKaX.

3. B crarbe 10omKHBI OBITH OCBELICHBI aKTYaJIbHOCTh IAHHOTO MaTepraa, METOAbI U PE3YJIbTaThl
UCCIIEIOBAHUS U UX 00CYyKACHHE.

IIpu nmpencTaBneHny B re4aTh HAYIHBIX IKCIIEPUMEHTATLHBIX pab0T aBTOPHI IOJIKHBI YKa3bIBaTh
BUJ U KOJIUYECTBO SKCIIEPUMEHTAIBHBIX KUBOTHBIX, IPUMEHSIBIIMECS METOABI 00€30011BaHUs H
YCBIJICHHUS (B XOJ€ OCTPBIX OIIBITOB).

4. K crarpe IOMKHBI OBITH MPHIIOKEHBI KPATKOE (HA MOJICTPAHMUIIBI) PE3IOME Ha aHTIINHCKOM,
PYCCKOM U Ipy3UHCKOM $I3bIKaX (BKJIIOUAIOIIEe CIEAYIONINE Pa3ieibl: IeJb UCCIEIOBAHNS, MaTepral u
METOJIbI, PE3yJIBTAThl M 3aKIIFOYCHUE) U CITUCOK KITFoUeBbIX ciioB (key words).

5. Tabnmuip! HEOOXOIUMO MIPEACTABISTE B ITe4aTHOH popme. DoTokonnu He TpuHUMaroTcs. Bee
nu(ppoBbIe, UTOTOBbIE U MPOLEHTHBIE JAHHbIE B TA0JHIAX J0JKHBI COOTBETCTBOBATh TAKOBBIM B
TeKcTe cTaThbu. Tabnuibl U rpad)uKu TOJKHBI OBITH 03araBeHbI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300pakeHUH. PUCYHKH, 9epPTEXH 1 AUAarpaMMBbI CIIEAyeT 03aIIaBUTh, IPOHYMEPOBATh M BCTABUTH B
COOTBeTCTBYMOIIEE MecTo TekcTa B tiff hopmare.

B noanucsx k MukpodoTtorpadusM ciienyeT yKasblBaTh CTEIICHb YBEIMUYESHUS YePEe3 OKYIISP HIIH
00BEKTHB U METOJI OKPACKH MIJIM UMIIPETHAIINN CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOMAATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHnn crareid B xypHanm MHI mpocum aBTOpOB cobmronars
HpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKONHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMUTETOM PEIAKTOPOB MEAMIMHCKUX JKYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B xoHIIe Ka)X10l OpUTMHAIBHON CTaThy NpUBOAUTCS Onbimnorpaduueckuii cnucok. B cnimcok naurepa-
TYpPBI BKJIIFOUAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKM B TeKcTe. CIHCOK COCTaBIIsIeTCs B
andaBuTHOM MOpsAAKe U HymMepyeTcs. JlutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUruMHana. B
CIMCKE JINTEPATyPhl CHavYajIa IPUBOISTCS PaOOThI, HAIIMCAHHBIE 3HAKAMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupuuien u naruauneil. CChUIKM Ha IUTUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIAPaTHBIX
CKOOKax B BU/IC HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOW padoThI B CITUCKE TUTEpaTypbl. bospmmn-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 MOCTCAHNUE S5-7 JIET.

9. ns momydeHHs MpaBa Ha MyONHMKALMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEKJICHUS BU3Y U COIPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAalledaTaHHbIC Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYaThIO.

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

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCIPaBIsTh cTarbi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTMO HampaBlieHHE B PEJAKIINIO paldOoT, MPEACTABICHHBIX K TeYaTH B WHBIX
M3aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3AHUSX.

Hpﬂ HApymI€HUH YKa3aHHbIX IMPaBUJI 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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CLINICAL-PATHOGENETICAL ROLE OF DYNAMICS OF CONCENTRATION OF INTERLEUKIN-6
DEPENDING ON POLYMORPHISM OF ITS GENE IN CONDUCTING ANTIVIRAL THERAPY
IN PATIENTS WITH CHRONIC HEPATITIS C

Kalashnyk K., Riabokon Yu., Riabokon O.

Zaporizhzhya State Medical University, Ukraine

Recently, the approaches to antiviral therapy (AVT) of chronic
hepatitis C (CHC) have undergone significant changes due to the
appearance of antiviral drugs with a direct mechanism of action,
which allowed to significantly reduce the duration of treatment
and increase its effectiveness [1,6]. According to EASL (2016)
[4], almost all treatment regimens, with the exception of the 3D
regimen, include sofosbuvir (SOF), a potent inhibitor of HCV
NS5B polymerase with a high genetic resistance barrier and a
favorable safety profile [3,7]. SOF is a nucleotide precursor of
the active substance, which is intracellularly converted to the
active uridine-nalal triphosphate (GS-461203), embedded in the
virion of HCV using NS5BRNA polymerase, which stops the
synthesis of the ribonucleic acid of the pathogen. In Ukraine,
since 2015, it has become possible to prescribe AVT for patients
with CHC under the current treatment regimen of SOF in combi-
nation with pegylated interferon (peg-IFN) and ribavirin (RBV),
which lasts only 12 weeks, regardless of the genotype of the
HCYV virus [2,4].

In modern studies on the immunopathogenesis of CHC, spe-
cial attention is paid to the definition of not only the content of
individual cytokines, but also the polymorphism of the genes
encoding interleukins (IL). It is noted that the polymorphism
of the genes of individual cytokines affects not only the natural
course of the disease, but also the effectiveness of treatment [9].
The clinical significance of the IL-28B gene polymorphism in
the prediction of the effectiveness of double AVT according to
the peg-IFN+RBV scheme in patients infected with HCV geno-
type 1 is the most elucidated [9]. However, recent literature data
indicate that the IL-28B polymorphism has lost its relevance
as a predictor of the effectiveness of AVT, which includes SOF
[9,13]. Taking into account that the peg-IFN+SOF+RBV anti-
viral regimen includes interferon, it is impossible to reject the
effect of a human genotype on the success of therapy, which
makes it expedient to continue research in this direction.

It is known that interleukin-6 (IL-6) is a multifunctional cyto-
kine that contributes to regulating the functioning of the immune
system, hemopoesis and oncogenesis [14]. It plays the role of
stimulator of products of proinflammatory proteins, reduces the
production of albumins, activates cytotoxic T-lymphocytes, af-
fects the development of B-lymphocytes, regulates differentia-
tion, apoptosis and cell proliferation [10,14]. At the same time,
the level of production of this cytokine has a dependence on the
polymorphism of the gene that encodes it. In particular, the study
[16] demonstrated that the polymorphism of the G/C nucleotides
on the promoter -174 of the IL-6 gene influenced the speed of
its work, which was reflected at the levels of IL-6 circulation
in the body. Several studies have demonstrated the role of this
cytokine in such pathological conditions as arterial hypertension
[11], rheumatoid arthritis [8], hepatocellular carcinoma [12].
There are few studies to determine the role of IL-6 in the course
of liver disease. In particular, the authors [15] demonstrated that
women with CHC, with a degree of liver fibrosis above F2, had
an increase in the number of cytokines by 2,7 times compared
with healthy people. However, in the literature available to us,
no work was found on the role of IL-6 in the blood, depending
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on the polymorphism of its gene during AVT, which determined
the direction of our study.

The aim of the work — determine the role of the dynamics of
the content of IL-6 depending on the polymorphism of the gene
that it encodes in achieving a stable virological response in the
antiviral treatment of patients with chronic hepatitis C.

Material and methods. The study included 83 patients with
CHC aged from 24 to 73 years, median age was 41,0 (39; 51)
years. Men were 57, women — 26. Infection by 1 genotype HCV
occurred in 52 (62,7%) and 3 genotype — 31 (37,3%) patients.
In 53 (63,9%) patients, prior to AVT, there was a high viral load
(higher than 400,000 IU/ml), and in 30 (36,1%) patients it was
low. The activity of the inflammatory process in the liver ac-
cording to the results of non-invasive ActiTest or the level of
increase in ALT in serum was as follows: A0 — 16 (19,3%), Al
— 35 (42,1%), A2 — 10 (12,0%), A3 — in 22 (26,5%) patients.
The degree of fibrosis of the liver according to the results of
the FibroTest or elastometry was as follows: FO — 4 (4,8%), F1
— 8 (9,6%), F2 — 38 (45,8%), F3 — 27 (32,5%), F4 — 6 (7,2%)
patients.

All patients with CHC have received AVT according to the
recommendations of EASL 2016 [4] under the scheme of peg-
IFN+SOF+RBYV for a duration of 12 weeks. The evaluation of
the effectiveness of the treatment assessed the formation of the
virological response at the time of completion of the treatment
and a stable virological response (SVR) at the 24th week after
completion of AVT. All patients are involved in the study on a
random basis and with informed consent.

The genotype of the IL-6 gene polymorphism (rs1800795)
was performed using CFX-96 Touch polymerase chain reaction
real-time product detection system (BIO-RAD, USA) using NP-
512-100 (RF) kits. The control group was 45 healthy people.
Quantitative content of IL-6 in serum was determined by immu-
noassay using Human IL-6 High Sensivity ELISA BMS213HS
(Invitrogen, Austria) and the full-strength Sirio-S immuno-en-
zyme analyzer (Seac, Italy). The control group consisted of 20
healthy people, in whom the polymorphism of the IL-6 gene was
determined. The above studies were conducted at the ZSMU
Scientific medical-laboratory center.

For the analysis of the distribution of genotypes between pa-
tients and healthy individuals, the odds ratios (OR) in the "Case-
control" online calculator (http://gen-exp.ru/calculator or.php)
were calculated. The influence of the factor was considered
highly probable at the confidence interval (95% CI) value above
1, when the unit was not within a given interval.

Statistical data processing was performed in STATISTICA
for Windows 6.0 (StatSoft Inc., NeAXXR712D833214FANY).
Mann-Whitney's criterion was used to assess the validity of the
differences between quantitative features in independent groups.
The relationship between the studied parameters was estimated
by the method of Kendel's rank correlation.

Results and their discussion. As a result of the conducted
studies of polymorphism of the IL-6 gene (rs1800795), it was
found that the incidence of CC genotype in healthy individu-
als was significantly higher (y2=16,65, p<0,0001) than in pa-
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Table 1. Dynamics of the concentration of IL-6 in the blood of patients with CHC at different periods of AVT depending
on the polymorphism of the gene IL-6 (rs1800795), Me [Q25; Q75] pg/ml

Patients with CHC (n=83
Periods of AVT Healthy people ( )
(n=20) Genotype CC (n=14) Genotypes CG/GG (n=69)
Before starting AVT 0,22 [0,10; 0,26] 0,32[0,22; 1,10] -2
Atthe ““:)‘}x,";’mplemn 0,08 0,13 [0,04; 0,40] 0,26 [0,2; 0,82] >3
[0,08; 0,14]
24 weeks after AVT 0,07 [0,04; 0,22]° 0,18 [0,10; 0,26] °

notes: 1 — the difference is reliable, compared with healthy people (p<0,005); 2 — in comparison with patients with CC genotype
(p<0,05) in the corresponding period of research; 3 —in comparison with the indicator before starting AVT
in patients of the corresponding group (p<0,05-0,01)

Table 2. Dynamics of IL-6 concentration in patients with CHC at different times of AVT depending
on the effectiveness of treatment and polymorphism of the IL-6 gene (rs1800795), Me [Q25; Q75] pg/ml

Patients with CHC (n=83)
. _ Non-responded to the
Periods of AVT Heal(tllllzzlz)e)ople Responded to the formation SVR 24 (n=73) formation SVR 24 (n=10)
Genotype CC Genotypes CG/GG Genotypes CG/GG
(n=14) (n=59) (n=10)
Before starting AVT 0,22 [0,1; 0,26] 0,29 [0,19; 0,817 1,3 [0,64; 1,58]"3
At the time of comple- ) ) 12 )
tion of AVT 0.08 0,13 [0,04; 0,4] 0,3 [0,2; 0,82] 0,24 [0,15; 0,66]
24 weeks after AVT [0,08; 0,14] 0,07 [0,04; 0,22] * 0,18 [0,06; 0,22]* 0,3 [0,24; 0,45]"->4

notes: 1 — the difference is reliable, compared with healthy people (p<0,05-0,0001); 2 — in comparison with patients
with genotype CC (p<0,05) in the corresponding period of the study, 3 — in comparison with patients
with genotype CG (p<0,05-0,01) who responded to treatment in the corresponding period of the study;
4 — compared with the indicator before treatment in patients of the corresponding group (p<0,05-0,005)

tients with CHC and was respectively 51,1% (23 out of 45)
against 16,9% (14 out of 83). At the same time, among the
patients with CHC, genotypes of CG and GG were prevalent,
with an incidence of 49,4% (41 out of 83) and 33,7% (28 out
of 83) respectively, which was significantly higher than that of
healthy individuals (¥2=8,99, p<0,005). As a result of the "case-
control" calculations, the dominant inheritance model was se-
lected which allowed to find that the CG/GG genotypes of the
IL-6 gene had high chances of influencing chronization of HCV
infection (0,831 vs. 0,289, x2=16,65, OR=5,15, 95% CI=2,27-
11,69). Therefore, for further investigation of the effect of IL-6
gene (rs1800795) polymorphism on the quantitative content of
this cytokine in blood and the effectiveness of AVT, we grouped
patients as follows: 14 patients with CC genotype; 69 patients
with genotypes CG/GG. Quantitative content of IL-6 in the
blood of healthy individuals did not depend (p>0,05) on the
polymorphism of the IL-6 gene and was made in persons with
genotypes CC 0,08 [0,06; 0,16] pg ml and genotype CG/GG —
0,12 [0,08; 0,12] pg/ml respectively, which made it possible to
integrate healthy individuals into one control group.

Analysis of the quantitative content of IL-6 in the blood of
patients with CHC showed a dependence on the polymorphism
of the gene encoding it. Even before the appointment of AVT,
the concentration of IL-6 in the blood of patients with CHC
with the genotype CC/CG was highest and exceeded this figure
as healthy people (in 4 times, p=0,000008), and patients with
the genotype CC polymorphism of the gene IL-6 (in 1,5 times,
p=0,078). In patients with CHC with the genotype CC, IL-6 had
a clear tendency to a higher level than that of healthy people, but
this difference was not statistically significant (p>0,05). Con-
ducting AVT was accompanied by a decrease in the concentra-
tion of IL-6 in the blood of patients with CHC from both studied
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groups. It should be noted that in patients with the genotype CC,
the level of IL-6 in the blood had a statistically significant de-
crease (p=0,04) during the observation period, however, at all
stages of the study, the median of its contents had no signifi-
cant differences from the healthy controls in the control group
(p>0,05). In patients with CC/CG genotypes, in contrast to
patients with the CC genotype, the level of IL-6 in the blood
even decreased at the time of completion of AVT (p=0,0001),
compared to the corresponding parameter before treatment, but
remained significantly higher, compared with healthy people
(p=0,0001), and with patients with CHC with CC genotype
(p=0,037) at the end of treatment (Table 1).

The above-mentioned dependence of IL-6 concentration on
the polymorphism of the gene encoding it (rs1800795), accord-
ing to the results of our studies, also had a clear correlation with
the effectiveness of AVT according to the peg-IFNo+RBV+SOF
scheme. All patients with the genotype CC (14 - 100%) respond-
ed to AVT by forming SVR 24, while the median level of IL-6
in the bloodstream was within the reference value throughout
the treatment period. Among patients with CG/GG genotypes,
AVT was effective only in 85,5% (59 out of 69) patients. Analy-
sis of the dynamics of the concentration of IL-6 in the blood of
patients with CHC with genotypes CG/GG showed the correla-
tion of the effectiveness of AVT with changes in this cytokine.
Prior to treatment in patients with genotypes CG/GG, who in the
future did not respond to AVT by forming SVR 24, the level of
IL-6 in the blood was the highest, as compared to healthy peo-
ple (p=0,00006) and patients with genotype CG/GG (p=0,003),
which responded to AVT. In these patients, a significant decrease
(p=0,043) of IL-6 concentration in the blood was detected 24
weeks after the completion of AVT, compared with the corre-
sponding indicator before treatment. However, during this pe-
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riod, the level of IL-6 in the blood remained significantly higher,
compared with healthy people (p=0,015) and patients with CG/
GG genotypes, which responded to AVT by forming SVR 24
(p=0,012), Table 2.

To determine the factors that had a statistically significant ef-
fect on the results of AVT by the peg-IFNa+SOF+RBV scheme,
we ranked the Kendel correlation. According to the results of
this analysis, it was found that the low IL-6 concentration in
patients with CHC prior to therapy led to a high probability of
effectiveness of AVT at the end of treatment (t=-0,33, p=0,001)
and in the assessment of SVR 24 (t=-0,39, p=0,0002). The
level of increase in the concentration of IL-6 in the blood was
influenced by the polymorphism of the IL-6 gene (rs1800795)
as before AVT (1=0,24, p<0,05), and at the time of completion
of treatment (t=0,25, p=0,01). It should be noted that factors
such as sex of the patient (1=0,03), the genotype of the virus
HCV (1=0,005) and the degree of liver fibrosis (1=0,15) did not
have prognostic significance (p>0,05) during AVT scheme peg-
IFNo+SOF+RBV.

Literary data suggest that the search for predictors of response
to AVT in patients with CHC lasts practically since the devel-
opment of the first schemes of etiotropic treatment. For a long
time there was a double AVT according to the peg-IFNo+RBV
scheme, in which the predictors of its efficacy were clearly iden-
tified, namely infection with HCV genotypes 2 and 3, female
sex, white race, no overweight, young age, poorly pronounced
fibrosis of the liver and absence of previously performed AVT
[5]. With the advent of the possibility of determining the ge-
netic factors of patients, an active search for predictors of the
effectiveness of treatment is considered, taking into account the
polymorphism of various cytokines. The clinical significance of
IL-28B gene polymorphism in predicting the efficacy of peg-
IFN+RBV double AVT in HCV-infected patients [9] has been
proven, but it is known that this predictor has lost its value when
incorporated into the SOF treatment regimen [9, 13]. Accord-
ing to the results obtained in our study, with the inclusion of
pangenotypic antiviral drug with a direct action mechanism
(SOF) in AVT, such factors of the virus as the HCV genotype,
the factors of the patient — male/female sex and the degree of
liver fibrosis (which had an effect on the effectiveness of the
double peg-IFNa+RBV therapy) in the treatment of patients
with CHC by peg-IFNo+SOF+RBV has no prognostic value.
However, our analysis of the effectiveness of AVT in patients
with CHC, taking into account the polymorphism of the IL-6
gene (rs1800795) in conjunction with the concentration of this
cytokine in the blood, showed that the genotype CC polymor-
phism of IL-6 gene (rs1800795) was associated with a variation
in concentration IL-6 in the blood within the reference values
and the achievement of SVR 24 in all of these patients. In pa-
tients with CHC genotypes CG/GG, the effectiveness of AVT
with peg-IFNo+SOF+RBV was lower compared to patients with
CC genotypes. The lack of response to peg-IFNa+SOF+RBV
treatment was associated with CG/GG genotypes and the high-
est levels of IL-6 in the blood.

Conclusion.

1. In patients with CHC, the concentration of IL-6 depended
on the gene polymorphism (rs1800795), which encodes it. In pa-
tients with CC/CG genotypes, the level of IL-6 in the blood was
the highest and exceeded the corresponding indicator of healthy
people (in 4 times, p=0,000008), and patients with the genotype
CC polymorphism of the IL-6 gene (in 1,5 times, p=0,078).

2. In patients with CHC, the genotype CC polymorphism of the
IL-6 gene (rs1800795) was associated with a fluctuation in the

© GMN

concentration of IL-6 in the blood within the reference values,
which was prognostically favorable for the formation of SVR
24 in the course of AVT according to the peg-IFNa+SOF+RBV.

3. In the presence of CG/GG genotypes in patients with CHC,
the effectiveness of AVT with peg-IFNa+SOF+RBV was lower
than in patients with genotypes of CC polymorphism of the
IL-6 gene (rs1800795) (85,5% vs. 100%). The ineffectiveness
of peg-IFNa+SOF+RBV antiviral therapy was associated with
the presence of CG/GG genotypes and the highest levels of IL-6
in the blood.
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SUMMARY

CLINICAL-PATHOGENETICAL ROLE OF DYNAMICS
OF CONCENTRATION OF INTERLEUKIN-6 DEPEND-
ING ON POLYMORPHISM OF ITS GENE IN CON-
DUCTING ANTIVIRAL THERAPY IN PATIENTS WITH
CHRONIC HEPATITIS C

Kalashnyk K., Riabokon Yu., Riabokon O.
Zaporizhzhya State Medical University, Ukraine

The study included 83 patients with CHC who received antiviral
therapy according to the EASL 2016 recommendations on a 12-
week peg-IFN+SOF+RBV schedule. The aim of the study was to
determine the role of IL-6 concentration dynamics in relation to the
polymorphism of the gene that encodes it, in achieving a SVR dur-
ing therapy. Based on the results of the study, it was established
that the polymorphism of the IL-6 gene (rs1800795) in patients
with CHC influenced the dynamics of IL-6 concentration and the
effectiveness of AVT. In patients with CHC, the genotype CC of the
polymorphism of the IL-6 gene was associated with fluctuations in
the concentration of IL-6 in the blood within the reference range,
which was prognostically favorable for the formation of SVR 24
for AVT according to the peg-IFNa + SOF + RBV. With the pres-
ence of CG/GG genotypes in patients with CHC, the efficacy of this
treatment was lower than in patients with CC genotypes (85,5%
vs. 100%). The ineffectiveness of AVT according to the scheme
peg-IFNo-+SOF+RBYV was associated with the presence of CG/GG
genotypes and the highest concentration of IL-6 in the blood.

Keywords: chronic hepatitis C, antiviral treatment, inter-
leukin-6.

PE3IOME

KIMHUKO-TATO'EHETUYECKASI POJIb JUHA-
MUKHU COJEPKAHUS UHTEPIEVMKAHA-6 B 3ABU-
CUMOCTHU OT NNOJIUMOP®U3MA EI'O I'EHA IIPU
MPOBEJIEHUU MPOTHUBOBUPYCHOW TEPAIIUN
BOJIbHBIM XPOHUYECKUM I'EITATUTOM C

Kanamuuxk K.B., Pa6okons FO.10., Psicokons E.B.

3anopooicckuil 20¢cyoapcmeeHHblil MEOUYUHCKUL YHUBEPCUMen,
Vrpauna

Lenbto ncenenoBanus SBUIOCH ONPEEIUTE POJIb AUHAMUKH CO-
nepxanus NJI-6 B 3aBrUcHMOCTH OT HOJIMMOp(hH3Ma reHa, KOTOPBIit

MEJIMIJUHCKHUE HOBOCTHU I'PY3UU
LSIS@HOZIRM LSFIRNGO6(M LOSBLI6()

€ro KOJIMpyeT, B JIOCTH)XEHHH CTOMKOTO BHPYCOIOTHYECKOTO OTBE-
Ta IpU MPOBEACHNUHN TEPAITUU.

B uccnenoBanue BkIOYEeHO 83 OOJBHBIX XPOHUYECKHUM TIe-
natutoM C (XI'C), xotopble moiy4yaiad NPOTHBOBHUPYCHYIO Te-
pamuto (IIBT) comacno pexomenmammii EASL 2016 no cxeme
peg-IFN+SOF+RBV, mmutensHoctsto 12 Hemens. ComacHo
pesysbraraM IIPOBEACHHOTO MCCIICAOBAHMS YCTAHOBJICHO, YTO
y 6ommpHbIX XI'C nmommopdusm rena NJI-6 (rs1800795) smusier Ha
JuHaMuKy conepxkanns MJI-6 u addexTuBHOCT MPOTHBOBHpYC-
Horo Jsiederus. Y 6oipHbIX XI'C reHotun CC nommMopgdu3ma rexa
NJI-6 accouumpoBaics ¢ KONEOAHUSIMH KOJMUYECTBEHHOIO COCTaBa
WJI-6 B kpoBH B rpaHMLax pe)epeHTHBIX 3HAYCHHH, YTO OBbLUIO HPO-
THOCTHYECKH CIIOCOOCTBOBAIO (DOPMHUPOBAHUIO CTAOMIIBHOIO BH-
pyconoruyeckoro orsera 24 npu nposenennu [IBT no cxeme peg-
IFNo+SOF+RBV. Ipu Haymurn y 60mbHbIX XI'C rerotunos CG/GG
9(pEeKTUBHOCT YKa3aHHOTO JIeYeHHsI ObLIa HIDKE, YeM Y TMAleHTOB
¢ reHoruriom CC (85,5% npotus 100%). Headpdexrisrocts [IBT 1o
cxeme peg-IFNo+SOF+RBYV accormupoBaiach ¢ HaIMuueM I'eHOTH-
noB CG/GG u cambIM BbicokuM ypoBHeMm WJI-6 B KpoBH.
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