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PE®EPAT

Juruiomuas pabora, 53 crpanwil, 3 pucyHkoB, 10 TaGmuil, 47 HCTOYHUKOB.

BUPYC TEIIATUTA C, XPOHUYECKWM BUPYCHBIM TEINATHUT C (XBI'C),
VCTONYMBBIM BUPYCHBI OTBET, CIIOHTAHHBIN KJIMPEHC, PUCK PA3BUTUS
XBI'C, OJHOHYKJIEOTUJHBIM ITOJJMMOP®H3M (OHII), TEHOTHUIIMPOBAHUE,
HOIYJISAIMS, CTATUCTUYECKUI AHAJINS.

Hean padoThI: BBISIBJICHUE NOJIUMOP(PU3MOB, KOMIIJIEKCHOE
T€HOTUIIMPOBAHKE MO KOTOPBIM MO3BOJIUT C BBICOKOW BEPOSITHOCTBIO MpE/ICKa3aTh
3¢ (HEKTUBHOCTH JI€UeHHs] BUpYyCHOro renatuta C KOHKPETHOTO MalMEeHTa, a TaKKe
BEPOSITHOCTD PA3BUTHS OCIOKHEHHUM MPU JaHHOM 3a00JI€BaHUH.

Metoanl ucciaenoBanus: [IJI[PD-anamus, [1L[P, craTucTnyeckue METOIBI.

OpHoll W3 cepbe3HBIX NpoOJeM B 00JacTH BUPYCHBIX 3a00JeBaHUM, HE
HameAmenl a0 CUX NOp peumeHuss B NpoQUIAKTUKE W JICUEHUH, SBISETCA
3a0oneBanue renatutoM C. XpoHuueckas Gpopma renatuta C MOXKET IPUBOJIUTH K
Pa3BUTHIO LUPPO3a NEYEHH BILIOTH A0 JIETaIbHOro ucxojaa. CTaHAapTHOE J€UYECHHE
BupycHoro remaruta C mpencraBisieT co00l KOMOMHHMpPOBAaHHYIO TEpaIvi0 Ha
OCHOBE METWJIMPOBAHHOIO HHTEepdepoHa—0 W pudaBupuHa. OOHAKO JIEUEHUE
uHTepHEepoHOM U PUOABUPUHOM HE BCerja okasbiBaeTcs 3(P(HEKTUBHBIM, T.K.
UCXOJ JICYEHMS] 3aBUCUT OT pa3NHuUHbIX (akTtopoB. llepconnduirpoBanHbIi
NOAXO0J K JiedyeHuto rernatuta C OCHOBBIBAE€TCA HA BBISIBICHUM PA3JIMUYHBIX, B TOM
YyHuClle, TEHETHUYECKHX, OCOOEHHOCTEW MalMeHTa, KOTOpbleé MOIYT OKa3bIBaTh
BJIUSHUE Ha TEYEeHUE M ucXojJ Oone3Hu. bBpuUtio MoOKa3aHO, YTO BEPOATHOCTH
JOCTH)KEHUSI YCTOMUYMBOro BHpycHoro otrBera (YBO) 3aBHCHT OT reHoTuna o
OHIT rs12979860 rena IL28b, omHako ecTh OCHOBaHMS IOJIaraTh, YTO JTO HE
€AMHCTBEHHBIM MOJIUMOPPU3M, YbE aJUIEIbHOE COCTOSIHUE MOXET BIMATH Ha
3¢ dekTUBHOCTS JieueHus renatuta C.

B nanHoii paGoTe B KauecTBe MOJUMOPPU3MOB-KAHAUAATOB BBICTYMAIOT
CCR5del32 u G403 rena CCL5. C maxomnennem manueix o CCR5, CCL5 u
BJIUSHUM T€HOTHUIIA MO 3TUM reHam Ha pa3BuThe BI'C BO3MOXKHO MOBBILIEHUE
s dexTrBHOCTH TporHo3upoBanus gedenus BI'C.

Jnst IL28b moaTBepxkIeHo HaaMuue CBSI3U MEXKIY TCHOTHIIOM B TIOJOXCHUU
rs12979860 u puckom pazsutusi BI'C ansa 6enopycckoit rpymnmbl HaceneHus. s
nonumop¢pusmoB reHoB CCR5, CCLS5 takas cBsa3p He oOHapyxkeHa. OnHako
reHotunupoBanue Mo G—403A rena CCL5 cnocoOHO MOBBICHTH MPOTHOCTHYECKHE
cBoiicTBa nojumopgusma rs12979860 rena IL28B 3a cuer coueranuit CT/GG u
CTIGA (IL28B/CCLS5, COOTBETCTBEHHO). [ToreHnuan COBMECTHOTO
ucrnoyib3oBanusi paccmarpuBaeMbix OHII B kauecTBe MNpPeIUKTOPOB UCXOJa
JICYCHHSI paHee B MUPE HE U3ydaJiCs.

O0J1acTh NpUMeHeHNs Pe3yJIbTATOB: T€HETHKA, MEIUIIMHCKAsl TEHETHKA.



PODEPAT

JbinnmomHas npaua, 53 craponak, 3 Manmtonkay, 10 tadmin, 47 KpbIHILbL.

BIPYC TEINATBITY C, XPAHIYHbI BIPYCHBI TEHNATHIT C, YCTOMJIIBBI
BIPYCHbI AJIKA3, CIIAHTAHHbBI KJIIPAHC, PbI3bIKA PA3BILIA XBIC,
AJJHAHYKIJIEATBIIHBI  ITAJIIMAP®I3M, T'EHATBIIIPABAHHE, JIIAITYJIALBIA,
CTATBICTBIYHBI AHAJII3.

Mbra npaubl: BBIAYJICHHE najgiMapdsizmay, KOMILUIEKCHAE
reHaThIllipaBaHHE Ta SKIX Ja3BOJIIb 3 BBICOKAM BeparogHACIIO allaHilb
3¢ eKThIYHACIb JSY3HHS BipycHara renethlTy C KaHKpITHAra naibleHTa, a Takcama
BeparoHaclb pa3Billllsd YCKIAIHEHHY MPbl JaA3€HHBIM 3aXBOPBaHHI.

Metaanl gacaeasanns: [1J[P®-anams3, [1JIP, cTaTBICTBIYHBIL METABI.

AJnHOI 3 cyp'€3HBIX MpabiieM y BOOJACII BIPYCHBIX 3aXBapaHHAY,sIKasl HE
3HaMllIa Ja IaTara 4yacy palmdHHS Y OpauIakThilbl 1 JISY9HHIL, 3'dyasenua
3axBopBaHHe Ha renaThiT C. XpaniyHas ¢opma renateity C Moka mpbIBecii Ja
pa3Billllsd IBIPO3Y MeyYaHl 1 ax Ja cMmspoTHara 3bixoAy. CraHmapTHae JsiYdHHE
BipycHara remnateity C ysynse caboil kamOiHIpaBaHylO Tepamil0 Ha acHOBE
naTilipaBaHara T pPepoHa — o 1 pbI0aBipeIHy. AJHAK JSYIHHE 1HTIpdepoHam 1
pbiOaBipbIHAM HE 3aYCENBI 3'yisiera 3eKThIYHbIM, 00 3bIX0]1 JITYIHHS 3aJIEXKbILb
an po3ubix (akrapay. IlepcanidinaBaHbl MaAbIXOA Ja JAudHHS Trenatbity C
rpaHTyellla Ha BBISYJIEHHI PO3HBIX, y ThIM JIKYy TI€HEThIUYHBbIX acaliBaciei
nanbleHTa, SKisi MOTYIb aKa3Ballb YIUIBIY Ha Mpauary 1 3bIX0J XBapoObl. Bbuio
nakasaHa, IITO BeparoJHaclp JaCATHEHHs YcToimiBara BipycHara aakaszy (YBA)
3anexkbIb aa redateiny na AHIT rs12979860 rena 1L28b, agnak éciip maacTaBsl
JYbIb, IITO IITA HE aJ31HbI NajgiMapdi3M, Yblil aJiedbHbl CTAaH MOXa YTUIbIBAIlb
Ha 3(eKThIYHACIb JITUdHHS renatsity C.

VY nmanmzenail mpaubl ¥ sAkacii namimap@izMmay-kaHiiatay BbICTYIAIOIb
CCR5del32 i G403 rena CCL5. 3 nakamnennem 3Bectak npa CCR5, CCL5 i
VIUIbly TeHaThllly Ma TAThIX TeHax Ha pas3Binué BI'C, wMardsiMa naBbIlIdHHE
a(eKThIYHACII TTparHazaBanHs JssusHH BI'C.

Jlns 1L28b makazana HasyHAclb CyBsi31 IaMIX I'€HAThIMAaM ¥ CTAHOBIIIYBI
rs12979860 1 poei3bikail paszsiuusgs BI'C ana OGenapyckail rpynsl HacenbHinTBa. [la
nanimapdizmam renay CCRS, CCLS5 Takas cyBsizb He BblsyieHa. AJHaK
redarbinipaBanie na G—403A rena CCL5 3p0npHa maBbICilb MPArHACTHIYHBISA
XapakTapbICThIKl naniMappizmy rs12979860 rena 1L28B 3a xomT cnanyysHHSY
CT/GG 1 CT/GA (IL28B / CCLS, annaBeana). IlatoHiubissi cymecHara
BbIKapbeIcTaHHs pasrsiaanbix AHII ¥ sikacii npaabIkTap 3bIX0AY JITYDHHS paHel y
CBEIIC HE BbIByUayCsl.

Bo6aacub npeIMsIHEHHSI BbIHIKAY: FEHETHIKA, ME/IBILBIHCKAsI TEHETHIKA.



ABSTRACT

Graduate work, 53 pages, 3 drawings, 10 table, 47 source.

HEPATITIS C VIRUS, CHRONIC VIRAL HEPATITIS C (HCV), SUSTAINABLE
VIRAL RESPONSE, SPONTANEOUS CLEARANCE, THE RISK OF HCV, SINGLE
NUCLEOTIDE POLYMORPHISM (SNP), GENOTYPING, POPULATIONS, STATISTICAL
ANALYSIS.

Objective: To identify genetic polymorphisms that will provide risk scores
for possible outcomes in individuals who have received treatment for viral hepatitis
C. This will also reveal genetic markers that can define probability scores
developing complication in this disease.

Methods: RFLP-analysis, PCR, statistical methods.

One of the most serious problems in the field of viral diseases is the
prevention and treatment of hepatitis C. Chronic hepatitis C can lead to cirrhosis or
death. The standard treatment for individuals infected with hepatitis C is a
combination therapy based on pegylated interferon—a and ribavirin. Unfortunately,
the treatment with interferon—a and ribavirin is not always effective, partly because
of genetic differences among individuals. A personalized approach to the treatment
of hepatitis C necessitates a genetics based approach of the individual to reveal
predictive indicators that may influence disease course and outcome.

Previously it was that the probability of achieving sustained viral response is
dependent on the genotype, defined by SNP rs12979860 1L28b gene. This
polymorphism is the only one so far identified that influences the effectiveness of
the treatment of hepatitis C.

In this work, several new candidate polymorphisms were tested. These are
CCR5del32 and G403 in the CCL5 gene. With accumulating data about CCRS5,
CCL5, the genetic polymorphisms in these genes may be found to affect HCV
disease course and may become predictive indicators of HCV treatment.

In the case of IL28b an association between rs12979860 genotype in
position and the risk of HCV for the Belarusian population was confirmed. For
polymorphisms of CCR5, CCL5 such a connection was not found. However,
genotyping of the G—403A rena CCL5 polymorphism can enhance the predictive
properties of the gene polymorphism rs12979860 IL28B by combination CT / GG
and CT / GA (IL28B / CCLS5, respectively). The potential for sharing examined
SNPs as predictors of treatment outcome has not previously been studied in the
world.

Application results: genetics and medical genetics.



