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MNEPCOHANI3ALIA GDAPMAKOTEPAMNIT TATI MTIPOrHO3YBAHHYA Y XBOPUX
HA XPOHIYHUW FTEMNATUT C

BiHHMLUbKMIA HaWiOHaNbHU MeAN4YHUN YHIBEpCcUTeT

iMm. M. |. Muporosa (M. BiHHULA)

Hana pobota € ¢parmeHtom HIOP «BuByeHHs
B32EMO3B’A3KY BipYCHMX, METABOIYHNX Ta FTEHETUYHNX
dakTopiB 3 0CO6MMBOCTAMU NepPebiry XPOoHiYHUX BipyC-
HUx renaTtuTiB B Ta C» Ha 6a3i BiHHMLbLKOro renatono-
rivHoro ueHTpy, Ne nepx. peectpauii 0104U003541.

BcTtyn. MNMpo6nema BipycHoro renatuty C Ha Tene-
PILLHIN Yac 3anNnWaeTbCs OOHIEID 3 akTyasbHILLIMX MPo-
Onem OxXOpOHW 340pOB’A YKpaiHM Ta y CBITi B LinOMy.
B 3B’A3Ky 3 WWIBUAKMMMK TEMMAMU NOLUMPEHOCTI iIHPEK-
uii, BIOCYTHICTIO cneundivyHOi NpodiNakTnkn, BUCO-
KO 4acTOoTOl XpoHisauji iHpekuii (1o 85%), yacTummn
HECNPUATAMBMMW HACNiAKaMn 3axXBOPIOBAHHSA, BUCO-
KOBapTICHUM JiKyBaHHSIM XPOHiyHOro renatnty C Ta
MOro ycknagHeHb — BOHA € He TiNbkY MeAUYHOI0, ane
1 couianbHO-eKkoHOMIYHOW npobnemoto. [1-4,13]. 3a
oCTaHHi 15 pokiB gekinbka gocnigkeHb 0ynn agpeco-
BaHi BU3HAYEHHIO PONi FEHETUYHUX PaKTOPIB B CMOH-
TaHHOMY KJlipeHci, nporpecyBaHHi $ibpody Ta Bigno-
Bii Ha komMOGiHOBaHy NPOTMBIPYCHY Tepanilo cepen,
nauieHTiB 3 XI'C. Ha TenepiwHin yac 3a00KyMEHTOBaHi
[oKa3un Toro, Wo BapiabenbHICTb reHoMa Bifjirpae 3Ha-
YHY POJib MPU BU3HAYEHHI PO3BiIXHOCTEN NMPUPOAHOI
PE3UCTEHTHOCTI Ta CMPUMAHATANBOCTI A0 NEBHUX MIKPO-
OpraHismiB, Ha TepaneBTUYHY BiAMNOBIAb NPU NiKyBaHHI
iHbeKUinHNX 3axBoploBaHb. BusHaveHHs dakTopis,
L0 0O3BONSAOTb NPOrHO3yBaTh €(PEKTUBHICTb NiKyBaH-
HS1, A€ MOXJIMBICTb KOPUIyBaTU CXEMMU NPOTUBIPYCHOI
Tepanii, 3MEHLUUTU KiNbKICTb i BUPA3HICTb HeGaxaHnx
nobGivyHMX edekTiB, NiABULNTU SKICTb XUTTS Ta 3MEH-
WNTU UiHy NikyBaHHA. OCTaHHIM YacoM MOeTbCa npo
nepcoHanisauilo JlikyBaHHs 3 ypaxyBaHHAM 0cob6un-
BOCTEN K BipyCy, Tak i opraniamy mognHu. [5-8,11]
Bnitky 2009 p. D. Ge Ta cniBaBTOpM B >XXypHani «Nature»
onybnikyBanu neplle MOBiAOMSIEHHS MPO iCHYBaHHS
crneundiyHoro oNiroHykNeoTUaHOro noniMopdiamy mi-
naHkn 6ina IPH-y reny 19 xpomocomu (3 kinob6asu Big,
reHa IL28B), rs12979860, HykneoTuaHa NOCNiAOBHICTb
AKOro OGyna pi3HoO, 3anexHo Big BianoBidi Ha KOMOI-
HOBaHy MpPOTMBIpPYCcHY Tepanito [4,9-12]. 3a paHuMuK
GWAS (genome-wide association-GWAS) nocnigxeHsb,
3 BUKOPWUCTAHHAM MaCUBHUX NapanesibHUX TEXHOMOT Il
BUBYEHHS reHOMa, NiATBEPOXKEHUX HE3aNnexXHUMN Oo-
CNIOXXEHHAMMU, iICHYIOTb A0Ka3W TOro, WO reHOMHI Moni-
Mop®iamun 6insa nokyca IL28B matoTb NpsMuin 38’30k 3
ycniwHicTio gocsarHeHHs CBB. OgHak B YkpaiHi ue nu-
TaHHS He BMBYEHE i NOTpebye noganblUnX reHeTUYHUX
[OCNIOXEHb, WO rapaHTyioTb 3aBEPLUNTN FONOBOSIOMKY
3 dakTopiB, WO BNAMBaAOTbL Ha nepebir renatuty C.

MeTa pocnipgXeHHsi. BCTaHOBUTU NPOrHOCTUYHY
LiHHiCTb nonimopdiamy rexHa IL28B won0 edpekTBHOC-
Ti NPOTUBIPYCHOI Tepanii NauiEHTIB 3 XPOHIYHMM rena-
Tntom C.

06’ekT i MeTOAM pocnigxeHHs. g Hawum cno-
cTepexeHHaM 3Haxoaunock 152 xBopux Ha XI'C, iHDI-
KOBaHWX 1-M reHoTunom Bipycy. Yci nauieHTn nepeby-
Ba/IM Ha CTaLiOHApPHOMY Ta aMbOynaTtoOpHOMY NiKyBaHHi
y BiHHMLBKOMY renaTtonoriyHoMy LEHTPI Ta renartoso-
rivHomMy BigaineHHi nikapHi Ne5 m. Knesa ta oTpumy-
Ba/In KOMBiIHOBaHy NpoTuBipycHy Tepanito PeglFN a2a
Ta pmbasipnHom y nepion 2008-2013 pp. JocniaxeH-
HA Oyno peTtpocnekTuBHe Ta chnine. Cepepn obcTexe-
HUX xBopux 6yno 95 yonogikiB Ta 55 xiHok. CepenHil
Bik 06cTexeHux ctaHoBuB (39,46+3,4) pokiB. KoHTp-
ONbHY rpyny cknanu 99 300poBUX OCIO 3 yKpaiHCbKOI
nonynsauii. Mpynn 6ynn penpeseHTaTVBHI 3a BikOM Ta
ctatTio. Becim xBopum Ha XIC Ta 3mopoBuM ocobam
OyB NMpPOBEAEHNN MOJNIEKYNAPHO-TEHETUYHUIA aHani3 3
BU3Ha4YeHHs nonimopdiamy rs12979860 rena IL28B i3
3aCTOCYBaHHAM MONIMEPA3HOM NAHLIOroBOi  peakLii
(puc. 1). Matepianom Ong MONEKYNAPHO-TEHETUNY-
HOro OOCNImXEHHsA 6ynun 3pa3ku nepudepiriHoi KpoB.i,
BifiGpaHi 3a iHpopmoBaHoi 3roan obcTexeHux. Jocni-
[PKEHHSI MPOBOAMIOCH B labopatopii Bigainy reHoMukin
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Puc. 1. BusHadeHHs nonimopd@iamy rs 12979860,
acouiioBaHoro 3 reHom IL28b. Enexktpodopesy 2%
arapo3Homy reni npoaykris MJIP, po3swenneHnx
pecTtpukTasoio Hpy8I: 1, 8 — mapkep monekynsipHor
macu AHK (GeneRuler 50bp DNA Ladder); 2, 3 — oco6u 3
reHotunom T/T; 4, 5 — oco6um 3 reHoTunomC/T;

6, 7 — ocobm 3 reHoTunom C/C.

180

BicHuk npo6nem Gionoriii meanunHu — 2013 — Bun. 3, Tom 1 (102)



NOAMHW [HCTUTYTY MOnekynsapHoi Gionorii Ta reHeTkn
HAH Ykpainu (3aB. Big. npod. JliBwun, J1. A.).

PesynbTaT pocnigxeHb Ta TX OOroBopeH-
HS. 3rifHO 3 OTPUMAHNMW HaMW OAHUMW Cepes, 340P0-
BUX 0Ci6 nepeaxanu Hociii C/C reHoTuny reny IL28B
(rs12979860), sknx BUSBNANOCb 56 4onoBik (56,56 %),
wo 6yno B 1,78 pagiB 6inbLue Hix cepep, nauieHTiB 3 XIC
(p<0,005) (puc. 2). HalimeHwWwN BIACOTOK Cknaganu
Hocii T/T reHotuny, akux 6yno 10,11 %. IHwa kapTnHa
cnocTepiranacs cepepn xsopux Ha XIC. Y paHin rpyni
GinbLue nonoBuHM obcTexeHnx 84 xsopux (52,26 % )
6ynu Hociamn C/T reHotuny (p<0,05) (puc. 2).

Lle 6yno B 1,6 pagsiB 6inbLue B NOPIBHAHHI 3i 34,0p0-
BUMU ocobamu. |, HaBnakn, ocobu 3 C/C reHoTunom
reHy IL28B (rs12979860) B aaHin rpyni cnoctepiranucs
piawe, Hix cepepn, 3popoBux ocib 31,58 % Ta 56,56 %
BiANoBiAHO. He Oyno BUSIBNEHO CYTTEBOI Pi3HULI MiX
Hocismn T/T reHoTMNy B 060X rpynax.

AHania edekTMBHOCTI KOMOIHOBaHOI MPOTUBIPYC-
Hoi Tepanii y xBopux Ha XIC 3 1-m reHoTunom Bipycy
BCTAHOBWB NEBHi 3aJIEXXHOCTI Bif, HASBHOCTI PI3HUX re-
HoTuniB reHa IL28B. Tak, 6yno BUSIBNEHO, WO CTilka
BipyCcoOnoriyHa BiZANOBiAb CnocTepiranacb nepeBaxHo
y nauieHnTiB i3 C/C reHoTtunom (y 75,33 %, Bunankis) Ta
oyna B 1,9 Ta 2,9 pa3u yacTilwe HiX cepen XBOpUX , Aki
Oynn Hociamn C/T(39,9%) ta T/T (25,9%) reHoTunis
reHa IL28B (p =0,0000) (puc. 3) .

BucHoBku. Cepep xBopux Ha XI'C 3 1-M reHoTMnom
Bipycy 84(52,26 %) B 1,57 pa3u Hix cepen 3aopoBux 33
(33,33% ) oci6 nepeBaxatoTb Hocii C/T reHoTMNA reHa
IL28B. (p<0,05).

HasagHicte C/C reHotuna reHa IL28B moxe 6yTtu
OOHMM 3 OiEBUX NPEOUKTOPOM e(PEKTUBHOCTI NOABINAHOI
KOMGiIHOBaHOT NpoTMBipYCHOI Tepanii y xeopux Ha XI'C 3
1-mM reHoTunom Bipycy Ta 3abesnevyBat 75,32 % CTil-
KOi BipyconoriyHoi Bignosiai/ (p =0,0000).

MepcnekTuBM NopanblUMX AOCHAIAXEHb. Ha 3a-
KiIHYEHHS MOXHa 3p0OUTK Taki BUCHOBKW, LLLO BUANEH-
HS UbOro HenepenbadveHoro ¢aktopa (IL28B) HapacTb
HOBI MOXJIMBOCTI OCNIOXEHb | MaTUMe 3Ha4YHWUI BNIVB
Ha KNiHiYHy giarHocTuky XIC, NporHo3 Ta fNikyBaHHSA y
LUMX naujieHTiB. IHaMBiayanbHi reHeTUYHi 0CoBNMBOCTI €
HabaraTo OinblU BaXIMBMMU NpeauKkTopamm epekTus-
HOCTI Tepanii, HiXX paca Ta eTHi4Ha HanexHicte Mun BBa-
XXAEMO, L0 FEHETUYHI OOCNIAXKEHHS BIAKPMBAOTb HOBY
epy B BuBYeHHiI HCV iHdekuii. OgHak, He3Baxaroun Ha
YCMiX1 B FEHETUL, iCHYE 3HAYHUN PO3PUB MIiX reHe-
TUYHUMW BiOKPUTTAMKU B nabopartopii Ta 3aCTOCyBaH-
HAM pPe3ynbTaTiB LMX AOCNIAKEHD B KNiHIYHIN NpakTUL,
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Puc. 2. YactoTta reHotuniB IL-28B cepep 3popoBux
Ta xBopux Ha XI'-C, %.
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Puc. 3. YacTora cTiiikoi BipyconoriyHoi Bianoeiai 3anex-

Ho Big, nonimopdgiamy reHa IL-28B, %.

Ha LWACT4, Lel po3pmB, BXE MOYNHAE 3MEHLLYBATUCH.
HeobxigHi noganblui OOCHIOXEHHA 019 BUBYEHHS 3a-
NexHocTi nepebiry xpoHiyHoro renatuTy C Bif reHeTny-
HUX dakTopiB. [Ana BMpilIEHHA Uiei 3aaadi AOLiTbHUM
Oyne BU3HAYEHHS 3B’SAI3KY asiefibHOro nonimopdiamy
IL28B 3 BikOM, CTaTTiO, TPMBANICTIO 3AXBOPIOBAHHS,
edEeKTUBHICTIO NikyBaHHS Ta 0COBMBOCTAMM KNiHIYHO-
ro nepebiry XI'C 1a MmopdonoriyHnMm aMiHaMu B TKaHN-
Hi NeYiHKN.
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YAK 616. 36-002. 2:616-037-08

MEPCOHAJI3ALIA ®APMAKOTEPANIT TATI MPOrHO3YBAHHA Y XBOPUX HA XPOHIYHUM FENATUT C

Pomanuyk K. 1O.

Pesiome. [NpoaHanizaoBaHO NPOrHOCTUYHE 3HA4YeHHSA noniMopdiamy reHa IL28b woa0 ycniwHOCTI NpoTMBIpyC-
Hoi Tepanii y 152 xBopux Ha XpoHi4yHuii renatut C (63,8 % yonosikiB i 36,2 % >XiHOK).

MonekynsapHo-reHeTudYHUA aHanis noniMop@diamy rexHa IL-28B (rs12979860), po3TalloBaHOro Ha BigcTaHi 3
TUC. Nap HyKNeoTuaiB Bifg reHa IL28B, 3 BUKOPUCTaHHSAM MOJiMepPasHo-LLEeN0YeYHOM peakuii J03BONSE MPOrHO3y-
BaTM YCMiLLIHICTb KOMOIHOBAHOIr o NPOTUBIPYCHOrO NikyBaHHA PeglFN o-2a i pubaBipnHOM, a HasiBHICTb reHoTuny C /
C npeaunkTopoM CTiliKoi BipyCcOorivHoi BignoBiai y xsopux 3 1-m reHoTunom Bipycy XI'C i 3abeanevysatun 75,32 %
CTIMKOI BipyCOJ10ri4yHOI BioNoBia,.

KniouoBi cnoBa: xpoHi4Huia BipycHuin renatut C, reH IL-28B, nikyBaHHS.

YAK 616. 36-002. 2:616-037-08

NMEPCOHANTN3ALUNA DAPMAKOTEPANMUUU U EE NPOTHO3UPOBAHUE Y BOJIbHbIX C XPOHUYECKUM
FENATUTOM C

Pomanuyk K. 1O0.

Pesiome. [poaHann3npoBaHO NPOrHOCTUYECKOE 3HAaYeHne nonnMmopduama reHa IL28b otTHocuTeneHo ycnewu-
HOCTUM NPOTMBOBMPYCHOM Tepanuun 'y 152 6051bHbIX XpoHMYeckuM renatntom C (63,8 % MyXumH 1 36,2 % XEHLLMH).

MonekynspHo-reHeTndecknin aHanma noammopounsma reHa IL-28B (rs12979860), pacnonoxXeHHOro Ha pac-
CTOsiHUKM 3 ThIC. Nap HyKNeoTUaoB oT reHa IL28B, ¢ ncnonb3oBaHnem NOAMMEPA3HO-LENOYEYHO peakLummn no3Bo-
NSIeT NPOrHO31pPOoOBaTh YCMNELHOCTb KOMOUHMPOBAHHOIO NPOTMBOBUPYCHOIO niedyeHns PeglFN a-2a n pnbasmpu-
HOM, a Hanmyune reHotnna C/C npeanKTopoM CTOMKOro BUPYCOJIOMMYECKOro OTBeTa y 60/bHbIX C 1-M reHOTUNOM
Bupyca XI'C n obecneumBatb 75,32 % CTOINKOro BUPYCOSIOrMY4ECKOro OTBETA.

KnioueBbie cnoBa: xpoHu4eckuii BUpycHbii renatut C, reH IL-28B, neyeHne.

UDC 616. 36-002. 2:616-037-08

Personalized Pharmacotherapy and its Prediction in Patients with Chronic Hepatitis C

Romanchuk K. Y.

Summary. The problem of chronic hepatitis C is one of the urgent problems of health protection in Ukraine and
all over the world. Due to the rapid spread of infection, the lack of specific prevention, a high frequency of chroniza-
tion infection (85 %), frequent adverse effects of disease, costly treatment of chronic hepatitis C and its complica-
tions, it is not only medical but also the social and economic problem .

Over the past 15 years, several studies have addressed to the definition of the role of genetic factors in sponta-
neous clearance, fibrosis progression and response to antiviral combination therapy in patients with CHC. Genome
variability plays a significant role in determining the differences of natural resistance and susceptibility to certain
microorganisms, the therapeutic response in the treatment of infectious diseases. However, in Ukraine it is not stud-
ied and requires further genetic studies to ensure the complete puzzle of the factors that influence on the course
of hepatitis C. Identification the factors that can predict the efficacy of treatment makes it possible to adjust the
antiviral therapy to reduce the number and severity of adverse side effects, improve quality of life and reduce the
cost of treatment. The purpose of the study to set the predictive value of IL28B gene polymorphism as regards the
successful antiviral therapy in patients with chronic hepatitis C.
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The article presents the analysis of prognostic value of the gene IL-28b as regards the successful antiviral ther-
apy in 152 patients with chronic hepatitis C (63,8 % male and 36,22 % of female subjects). Among the patients
examined were 95 men and 55 women. The average age of the patients was (39,46 +3,4) years. The control group
consisted of 99 healthy individuals of Ukrainian population. The groups were representative of the age and sex.
CHC patients and healthy individuals was performed molecular genetic analysis to identify gene polymorphism
rs12979860 IL28B The study was conducted in the laboratory of Human Genomics, Institute of Molecular Biology
and Genetics NAS of Ukraine

Conclusions. The molecular genetic analysis of the polymorphism of gene IL-28B (rs12979860), located on the
distance of 3 thousand nucleotides pairs from the gene IL-28b, with the use of chain polymerase reaction, allows
prognosis of the future success of the combined antiviral treatment with PeglFN «-2a and ribavirin; the presence of
genotype C/C can predict the stable viral response in patients with CHC and provide 75.32% SVR.

IL-28 gene detection will provide new opportunities for research and will have a significantimpact on CHC clinical
diagnosis, prognosis and treatment of these patients. Individual genetic characteristics are much more important
predictors of treatment efficacy than race and ethnicity We believe that genetic studies open a new era in the study
of HCV infection. However, despite the advances in genetics, there is a wide gap between genetic discoveries in the
laboratory and the application of research results in clinical practice, fortunately, this gap is beginning to decline.
Further research is needed to study the dependence of the course of chronic hepatitis C using genetic factors. To
solve this problem would be appropriate to determine polymorphism of IL28B with age, sex, duration of disease,
efficacy of treatment and the clinical course of chronic hepatitis C and morphological changes in the liver tissue.

Key words: chronic hepatitis C, gene IL-28B, treatment.
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