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HaHe pocnipxeHHsa € ¢pparmeHTom nnaHosoi HAP
kadenp nponeneBTMKM BHYTPILLHIX XBOPOO (3aB. kade-
apoto — npod. Apxiit E.IN.) Ta xipypriuHnx xsopo6 (3as.
kadenpoio — npod. bongixap M.0.) meanyHoro da-
KyJIbTETY Y>XXrOpOACHLKOro HaLioHaNbLHOr o yHiBEpCcUTeTy
«MexaHiamun onTumisauii 4iarHOCTUKN Ta NikyBaHHS 3a-
XBOPIOBaHb renatonaHkpeaTobiniapHoi 30HU 3aneXHo
Bif, BMNBY €K30- Ta eHA0EKONOTNYHMX PaKTOPIB JOBKIN-
nsa», Ne nepxaBHoi peecTpauii 0113U002361.

BeTtyn. KniHiyHuin nepebir xpoHiyHoro renatuty C
(XI'C) 3Ha4yHOIO MIpPOIO 3anexuTb Bif, LWBWAKOCTI Mpo-
rpecyBaHHs i cTyneHsa ¢ibpo3y. dibporeHes aABnse
cob0ol0 HeobMeXeHut NpoLec, B OCHOBI SIKOFO € ak-
TUBaujs 3ipyactmx KNitMH Ta ibpobnacTie crnony4Hoi
TKaHWHW 3 eniTeniasibHO-Me3€eHXiMasibHOI TpaHchop-
MaLi€lo, WO iHILIIOETBCA Ta NIATPUMYETLCSA XPOHIYHUM
3ananbHUM npouecom [5,13] Ta nocuneHa npoaykLiga
KONMareHiB Ta iHWWX KOMMNOHEHTIB NO3aKNITUHHOIO Ma-
TPUKCY 3 NOAAbLUMM iX HAAMIPHUM HAKOMUYEHHAM, LLO
B pe3y/bTaTi NPM3BOANTL 00 MNOPYLUEHHA HOPMasbHOI
apXITEKTOHIKM NMeYiHku i po3BuTKY umpo3sy [13]. Baxnn-
BY pONb y perynsuji ¢pidbporeHesy i ¢pibponisy B neviHuj
npn XIC Bigirpae pognHa Zn-3anexHux eHaonenTu-
[a3-MaTpUKCHUX meTtanonpoteiHad (MMP) Ta ix Tka-
HUHHWKX iHriGiTopie (TIMP) [10], wo 3abe3neyyoTb nia-
TPUMKY rOMeOoCcTady No3aknNiTUHHOIO MaTPUKCY NeYiHKn
i B HOpMi [11]. XpOHiuHe yLLIKOaKEeHHS nediHku npu XI'C
npoBoKye 36inbweHHs ekcnpecii MMP i TIMP aktuBo-
BaHMMM 3ipyacTumMm KnitmHamm [12].

HainbinbL iHpopmMaTMBHUM | 06’ EKTUBHUM METOAOM
niarHOCTUKN ®iBPO3Y Ha CbOroAHI 3aINLLIAETLCS MYHK-
uiriHa 6ioncia nediHkn (MBM) [1,2,3], Aka BBaXXa€TbCs
«3010TM CTaHgapTom» [7,10]. MBI € iHBa3nBHOO Me-
TOOMKOIO 3 BUSHAYEHUM BiICOTKOM YCKNaAHEHb, iy oe-
SAKNX NALEHTIB ii BUKOHATN HEMOXJIMBO (KiCTW, FrEeMaHTri-
OMM NeYiHKM, TPOMOOLUMTOMNEHIS ).

Bigomi Ha cbOrogHi HeiHBa3MBHI MeTOOU OiarHocC-
TUKN GiBpO3y nediHku BKo4YalTb Henpsmy dibpoe-
nactomeTpito (PibpockaH) Ta CeEPONOriYyHi Mapkepu
(dPibpomakc) [8]. Bnnve HagMmipHOi Bary naujeHTa i
cTeaTo3y MediHkM Ha MoKasHukK dibpoenacTtoMeTpii,
Ta HeAoCTaTHA iHpOopMaTMBHICTE pesynbTtaTtiB Dibpo-
Makcy Mpu Mo4YaTKoBUX CTafisix ¢ibpoldy nediHku, He
[03BONISIOTb IX BUKOPUCTaHHS 683 0OMEXEHb.

Tomy, NPOOOBXYETLCH MOLIYK HEiHBAa3UBHUX, BinblLL
6e3neyHnx Ta YyTIMBUX METOAIB [iarHOCTUKKU, pe-
3ynbTaTM GKUX TICHO 6K KoponioBanu 3 AaHumu Bio-
ncii nediHku [1,4,13]. AKTyanbHUMK B LLbOMY aCMEKTi €
CUPOBATKOBI MapKepu — TKaHWHHWIA iHriGiTop MmeTano-
npoteiHasu-1 (TIMPs-1) Ta TpaHchopmyounii pakTop
pocty - 1 (TGF-B,), aKi € K/II040BMMM Cepea, LMTOKIHIB
®dibporeHesy neyiHku [5]. TGF-B, — HaMGiNbLMA MioreH
ONn§ 3ip4acTux KiTUH, PiBEHb IKOr0 MOXE perynioBaTu-
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cs 'y diBpOTUYHIA NediHuj, a 1horo iHribyBaHHs nocna-
6110€ PO3BUTOK EKCNEPUMEHTaNIbHOIO hibporeHesy.

MeTa po60TH — BUBYMTM PiBHI UNTOKIHIB pibpore-
Hedy nediHkn — TIMPs-1 ta TGF-f1 y xBopux Ha XIC y
3anexHoCTi Bif, CTyneHiB ¢ibpo3y Ta BipyCHOro HaBaH-
TaXeHHS.

006’eKT i MeTOAU pocnigxeHHs. Lle npocnekTus-
HE BigKpUTE JOCNIOKEHHSA NPOBELEHE B yMOBAX CTaLio-
Hapy. Yci 06CcTexXeHHs NpoBeaeHi 3a 3roo XBOpux, a
MeToamka ix Bignosigana lenbciHcbkin aeknapadii 1975
KanbHOIO ETUYHOIO KOMICIEID, YCi Y4aCHUKN MOro O3Ha-
nomMmnuncs i Nignrucany NoroaXyBanbHUM INCT, CTPYKTY-
pa gkoro Bignosigana odiLinHO NPUAHSATIN.

KpuTepii BKIIOYEHHA B OOCNIOXKEHHA: NauieHTn i3
BCTaHOBJIEHMM AiarHO30M XPOHi4yHOro renatuty C.

Kputepii Buko4eHHA: Bik MeHwe 18 i Ginbwe 70
pokiB, iHbiKyBaHHA Bipycamu renatuty B, D, TTV, nep-
BUHHWI BiniapHU LMPO3, TOKCUYHWIA FrenaTuT, XPOHIYHe
310BXMBAHHS ankoroaem, reMocmaepos, umpos neviH-
K1, aBTOIMYHHi 3aXBOPIOBAHHS, NPUAMAaHHS MIOKOKOP-
TUKOCTEPOIAiB i BigMOBa XBOPOro Bif, y4acTi y A0CHi-
IKEHHI.

3 ypaxyBaHHAM 3a3Ha4YeHuUx KpUTepiiB, y A0Chi-
IDKEHHS BKk/loYeHOo 177 xBopux Ha XI'C Bikom Big 31 oo
70 pokiB (54,1%1,1 poky): 95 (53,7%) 4yonosikiB i 82
(46,3%) xiHOK, L0 nepebyBanu Ha NiKyBaHHI y racTpo-
€HTepoJIoriyHoMYy BigaineHHi 3akapnartcbkoi obnacHoi
KNiHIYHOT nikapHi im. A. HoBaka, M. Yxxropoga. 3anexHo
Bif, ckapr yciM XBOpMM NpoBeAeHi KiiHiko-nabopaTopHi
0OCTEeXEHHS 3rilHO NPOTOKONIB HAAAHHA MEANYHOI [0~
nomoru nepeabdavyBaHOr0 3axXBOPIOBAHHS.

[HiarHos XI'C sctaHoeAoBanu 3rigHo 3 MixHapog-
Hoo Knacudikauieto XBopo6 10 nepernagy Ta knacu-
dikauieto, npuiHAaTo Ha MixXkHapooHOMY KOHrpeci ra-
cTpoeHTepornoris (WCOG, Jloc-AHpxenec, 1994 p.) Ta
NigTBEPOXEHUN BUABNEHHAM CYMapHUX aHTUTIN Knacy
IgG mo CTpyKTypHOro (core) Ta HECTPYKTYPHUX Oinkis
HCV (anti HCV IgG+) meTtogom iMyHOpEPMEHTHOro
aHanigy (ELISA), a TakoxX BUSBAEHHSM Y KPOBi MaLEHTIB
RNA-HCV meTonom nonimepasHoi naHuloroBoi peak-
uii (MNP) y peansHomy vaci (RT-PCR) 3 BU3HaYEHHSAM
BipYCHOro HaBaHTaXeHHs1 Ta reHoTunyBaHHaM. O6-
NafiHaHHSA Ha SKOMY NMPOBOAMN TECTYBAHHS — TEPMO-
umknep 3 cuctemoto getekuii npoaykTis MNJIP y pexunmi
peanbHOoro yacy «iQ 5», BioRad, CLUA.

Ana BuaHayeHHs TpuBanocTti XI'C npoBeneHo pe-
TenbHW 30ip Ta aHani3 enigemMionoriyHoro aHamHesy 3
ypaxyBaHHSAM LWASXIB | YAHHWKIB, WO CNPUSIOTb iHPIKY-
BAHHIO.

CtyniHb ®iBpo3y MediHkM BM3HA4YanM 3a AOMNOMO-
rol0 HeiHBa3VMBHOro mMeTtoay pAiarHocTuku — Pibpo-
Makc (BioPredictive, Paris). Takox nposogunun He-
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npsamMy @ibpoenacTtoMeTpilo NeyviHkn -AiarHOCTUYHUIA
npunap «FibroScan» 502 FO1261 patunk M 7 70129,
(Echosens, ®paHuis, obnacHa kniHivHa iHgekujiiHa ni-
KapHs M. Yxropog).

BuaHaueHHsa TIMPs-1 1a TGF-B, y cuposartuj KpOBi
npooamnn metoaom ELISA (tect-cuctemun DRG,
CLUA).

Y Bcix xBopux Ha XI'C 6yno ouiHeHO No4YaTkoBe Bi-
pycHe HaBaHTaxeHHs. XBopi 6ynn nopineHi Ha 1a nia-
rpyny (n=71) — 3 BUCOKMM BIiPYCHUM HaBaHTaXXEHHSAM
(BBH) PHK BI'C > 6x10° MO/mn i 16 nigrpyny (n=106) —
3 HU3bKNM BiPYCHMM HaBaHTaxeHHsaMm (HBH) PHK BIC<
6x10°MO/mn BignoBsiaHo.

Yci oTpuMaHi pe3ynbtatm 00CTEXEHHA peecTpyBa-
nncsa B icTopii xBopobu. CtatnctnyHy ob6pobKy BUKO-
HyBanu B cepeposuul naketa SPSS 11.5. 3HayeHHs
p<0,05 BBaXann BUCOKO 3HAYMMUMU | AOCTOBIPHUMMU.

PeaynbTaT pocnigxeHb Ta X 0OroBOpeHHS.
AHani3yloun NokasHWKM Henpsmoi gibpoenacTtomMeTpii
y 14 (7,9%) xBopux Ha XI'C ¢ibpo3y He BUSIBNEHO (ce-
penHin nokasHuk enactuyHocTi (ME) 5,3+0,58 kMa), y
22 (12,40%) oci6 BusiBneHo 1-y ctagjio ¢ibpo3y (ce-
peanin ME 7,3+0,55 kMa), y 38 (21,5%) — 2-y cTanito
(cepepnnin ME 9,6+0,62 «Ma), y 82 (46,3%) — 3-10 cTa-
nito (cepepniii NE 12,5£2,4 kMNa) i 8 21 (11,9%) — 4-y
cTagjto $ibposy 3a wkanoiwo METAVIR (cepegHin ME
23,7%1,7xMNa) (puc. 1).

11,90% 7,90%

12,40%

EFo
EF1
OF2
oF3
WF4

21,50%
46,30%

Puc. 1. Pesynbratn ¢pibpoenacromeTpii y xeopux Ha XI'C.

AHanizyoun cepepHe 3HadeHHa [ME 3anexHo Big
TpuBanocTi XI'C BCTAaHOBNEHO, WO Y XBOPMX 3 aHaMHe-
30M 3axBoploBaHHSA 8-10 pokiB nokasHuk 6yB 3HAYHO
BuLLe (p<0,05), Hix y xBOpUX 3 BinbLl KOPOTKUM aHaM-
HEe30M, WO BiANOBIgAE BULLOMY CTyneHo ¢pibposy ne-
YiHkM (Tabn. 1).

Tabnuua 1.

Moka3Huk PpidpoenacTomeTpil y XBOpUX

3anexHo Big TpuBanocTi XIC

AHamHe3 xBopobu CepepnHe 3HayeHHs (klMa)
[o 10 pokiB 7,6%0,82
Binbwe 10 pokis 12,3+1,48
3HayeHHs p p<0,05

Mpn pocnigkeHHi piBHIB LUMTOKIHIB pibporeHesy —
TpaHcdopmylodoro daktopy pocty — B1 (TGF-B,) Ta
TKaHUHHOrO iHribiTopa meTanonpoTteiHa3dn -1 (TIMPs-1)
y cupoBaTuj KpoBi xBopux Ha XI'C BCTaHOBAEHO: MiaBu-
weHni piseHb TGF-B, y 141 (79,7 %) xBOpOro, 3Huxe-
HWiA —y 15 (8,5 %) i BignoBigaB nokazHukam HopMmun y 21
(11,9 %) xBopux. PieeHb TIMPs-1 — 6yB nigBuLLEHUM Y
130 (73,4 %) xBOpuX, 3HMWXKEHUM Y 12 (6,8 %) i Bigno-
BigaB nokasHukam rpynm koHTponto y 35 (19,8 %) ocib.

CepepHi 3HadeHHa TIMPs-1 i TGF-B, 6ynm AOCTOBIpHO
niaBuLLeHi y BCix xeopux (p<0,05 — 0,01) y nOpiBHSAHHI i3
3HaYEHHSIM KOHTPONbLHOT rpynu (Tadnuvus 2).
Ta6nuus 2.
Moka3Huk PpidpoenacTomeTpil y XBOPUX
3anexHo Big TpuBanocTi XI'C

AHaMHe3 xBopobu CepepHe 3HayveHHs (kMa)
[o 10 pokis 7,6+0,82
Binbwe 10 pokis 12,3+1,48
3HayeHHs p p<0,05

Mpn BUBYEHHI MOXIMBMX B3aEMO3B’SI3KIB MiX PiB-
HAMW LINTOKIHIB iOporeHesy Ta BipyCHMM HaBaHTa-
XEHHAM BCTaHOBJ/IEHO, WO piBeHb TGF-B, i TIMPs-1y
XBOPUX 3 BUCOKMM BipYCHUM HaBaHTaxeHHaM (BBH) €
[OoCTOBIpHO BULWLMM (p<0,05) y nopiBHSHHI 3 BignoBia-
HMM MOKa3HMKOM MPU HU3bKOMY BipyCHOMY HaBaHTa-
XeHHi (HBH) (puc. 2).

MopiBHIOIOYM PIiBHI LUMTOKIHIB Ta cTyneHi ¢dibpo3y
nedviHkn 3a gaHumm dibpoenacTtoMeTpii y XBOpUX Ha
XIC BCTaHOBMEHO CTAaTUCTMYHO AOCTOBIPHUIA 3B’A30K
(p<0,01) mix cuposaTkoBUMU piBHAMU TGF-B, i TIMPs-
1 Ta cTyneHem ¢ibposy nedinku F, i Buwe (r=0,78 i
r=0,71) (tabn. 3).

TakoX, Npu BMBYEHHI 3aN€XHOCTI MiXX PiBHAMU UM-
TOKIHIB Y CMpOBATLi KPOBi Ta KOHUEHTPALE UMTONi-
TUYHUX DEPMEHTIB HaMW BCTAHOBAEHO CTATUCTUYHO
3HAYMMUIN KOPENSLINHMNA B3AEMO3B 930K MiXK KOHUEH-
Tpauieto TGF-B, i TIMPs-1, 38 ogHoro Goky, i piBHEM
AnAT/AcAT, 3 iHworo (r=0,61, r=0,58, p<0,01 i r=0,68,
r=0,62, p<0,01, BignosigHo).
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Puc. 2. CupoBaTKoBi NOKa3HUKU LMTOKIHIB piOporeHesy
y xBopux Ha XI'C 3anexHo Bif, BipyCHOro HaBaHTaXX€HHS .
BoCTOBIpHICTb pisHULi: * — 3HaueHHa TGF-B,, i TIMPs-1
Y NOPIBHSAHHI i3 rpynoto koHTponio (p<0,05).

MioeuweHi pisHi BMicTy TGF-B, i TIMPs-1y cuposat-
ui kpoBi y xBopux Ha XI'C y NopiBHAHHI 3 BiANOBIOHUMMN
3HAQYEHHSAMM KOHTPOMBLHOI FPynu CBiAYaTb MNPO y4yacTb
OaHWX UMTOKIHIB y naToreHesi 3axsoptoBaHHsA. OTpuma-
Hi pesynbTaT NoKa3dykoTb, WO BU3HAYEHHS PIBHIB LUTO-
KiHiB MOXe ByTV BUKOPUCTaHO Ans oudepeHuiiiHoi gia-
FHOCTMKN BMCOKUX CTyNeHiB Pibpo3y NediHKM y SKOCTI
[00aTKOBOro TECTY AN NiATBEPOKEHHS AjarHo3y.

BucHoBkM

1. Y xBopux Ha XI'C cuposatkosi piBHi TGF-B, Ta
TIMPs-1 € oOCTOBIpPHO BULLMMN NPU BUCOKOMY BipyC-
HOMY HaBaHTaXXEHHI, HiXX NPU HU3bKOMY.
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2. BctaHOBNEHO cTaTUCTUYHO Ta6nuug 3.

pocTosipHuit 38’330k (p<0,01)  pegynpraTi AOCHiAKEHHS NapeHXiMM NeyiHKn y XBopux Ha XI'C
MIDK CnpoBaTKOBNMUA pPIBHAMUA

TGF-B, i TIMPs-1 Ta i6posi ne-

yiHku F, iBuLLe. _ 300poBi CTagji pibpo3sy nediHkn
MepcneKkTMBOIO NoAanbLINX Bua pocninxens 0Co6m
(n=20) F, F, F, F, F,

AocnipXeHb € BVUBYEHHS Ccreuy-
&iYHOCTI Ta 4yTAMBOCTI NOKa3HU-
KiB HEIHBA3VBHOI AjarHOCTUKU i-
6p03y NneyvyiHKM Ta MOXJIMBOCTI iX TGF-BLI'IF/MJ'I 154,0i 166,9i 234,3i 529,8i 647,5i 736,9i

MNOEOHAHHS Y AKOCTI MOHITOPUHIY

®dibpo-

. 4,7+0,3 5,3+0,5(7,3+0,5(9,6+0,6*|12,5+2,4*| 23,7+1,7*
enacrtomeTpiq, klMa

o TIMPs-1, Hr/mn 222,0+7,3 246,2+ (337,9+| 678,6+ | 736,9+ 885,9+
ereKTVIBHOCTI NIKYBaHHA XBOPUX
Ha XI'C. Mpumitka. * — 3Ha4YeHHs cTyneHto ¢ibpo3y y NopiBHSAHHI i3 rpynoto KoHTponio (p<0,05).
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AHAJ1I3 MOKA3HUKIB ®IEPOFEHE3Y Y XBOPUX HA XPOHIYHUM FENATUT C

Aep6ak M. A.

Pe3iome. PoboTa npucBsaYeHa BMBYEHHIO CUPOBATKOBUX MapkepiB hibpo3y nediHkm — TpaHCHOPMYHHOro
dakTopa pocty — B1 (TGF-B1) i TkKaHMHHOrO iHribiTopa meTanonpoTeiHadn-1 (TIMM-1), Ta dpibpoenacTomeTpii
O BCTAHOBJIEHHS CTyneHs ¢ibpo3y y XBOpUX Ha XPOHiYHUI renatuT C. AHanidyoun piBHI UMTOKIHIB ¢ibpore-
He3y Ta nokasHukun ¢pibpoenactomeTpii y 177 xBopux Ha XIF'C BCTaHOBNEHO CTAaTUCTUYHO OOCTOBIPHMIA 3B’ A30K
(p<0,01) mix uymMmn nokasHukamm npu $idbposi nediHkn F, i Buie. BuasneHo, wo cuposaTkosi pisHi TGF-B, Ta
TIMPs-1 € 0OoCTOBIpHO BULMMMK Y XBOpUX Ha XI'C 3 BUCOKMM BipYCHUM HaBaHTaXEHHSM, HiX 3 HU3bkuM. OTxe,
nokagHukn TGF-B, i TIMPs-1 moxyTb O6yTv BUKOPUCTaHI Ana AndepeHLiiHOT AiarHOCTVKN BUCOKMX CTYMNeHIB i-
Op0o3y NeviHKM Y SKOCTi [,0AaTKOBOro TECTY AN1S NiATBEPAXEHHS AiarHO3y.

Knio4ogBi cnoBa: xpoHiyHuin renatut C, TpaHcdopmytounin daktop pocTy — B1, TKAHUHHWIA iHFiGiTOp MeTano-
npoteiHasu -1, gidbpo3 NeyiHku.

YOK: 616.36 — 002.17 - 039 - 071

AHAJIU3 NOKASATENEN ®UBPOMEHE3A Y 50JIbHbIX XPOHU4YECKUM FEMNATUTOM C

Oep6ak M. A.

Pe3iome. PaboTa noceslleHa MU3y4eHUI0 CbIBOPOTO4YHbLIX MapkepoB ¢unbpo3a nevyeHn — TpaHcHopmu-
pytowero ¢aktopa pocta — B1 (TGF-B1) n TkaHeBoro uHrubmuTopa metanonportenHassl -1 (TIMI-1), a Takke
GnbpoanacToMeTpun Ana yCTaHOBNEHUSA cTeneHn prnbposa y 60NbHbIX XpOHMYeCKkMM renatnutom C. AHanmaun-
pyst YPOBHU UMTOKMHOB dubporeHesa TGF-B1 n TIMI-1, n nokazatenu ¢pubposanactometTpumn y 177 60nbHbIX
XI'C, ycTaHOBNEHO CTaTUCTMYECKM OOCTOBEpHYio cBsA3b (p<0,01) mexay aTuMu nokasatensaMun npmn eubpose

BicHuk npo6nem Gionoriti meanunum — 2017 — Bun. 3, tom 1 (137) 135



KJNMIHIYHA TA EKCMEPUMEHTAJIbHA MEAVULUUHA

nedeHu F, 1 Bollwe. BbiiBNEHO, 4TO CbIBOPOTOYHbIE YPOBHU TGF-B1 1 TIMPSs-1 ocToBEPHO Bhile Y 60JbHbIX XIC
C BbICOKOW BUPYCHOI Harpy3Kkom, 4em ¢ HU3kow. Mtak, nokazatenn TGF-B1 n TIMPs-1 mMoryT 6biTb MICMONb30BaHbI
onsa anddepeHumanbHON NarHoCTUKM BbICOKMX CTeneHen $dubpo3a neyeHn B Ka4eCTBE AOMOSIHUTENIbHOIO
TecTa Ans NOATBEPXAEHUS AnarHosa.

KnioueBble cnoBa: xpoHuyeckuii renatnt C, TpaHcdopmumpyowmin paktop pocta — B1, TKaHEBOWN UHIMOUN-
TOp MeTanonpoTenHassl -1, GrMbpPo3 neyveHu.

UDC: 616.36 — 002.17 - 039 - 071

ANALYSIS OF FIBROGENESIS INDICATORS IN PATIENTS WITH CHRONIC HEPATITIS C

Derbak M. A.

Abstract. The clinical course of chronic hepatitis C (CHC) largely depends on the progression rate and fibro-
sis degree. The serum markers — tissue inhibitor metalloproteinase-1 (TIMPs-1) and transforming growth factor
- B1 (TGF-B1), which are considered the key markers among cytokines of liver fibrogenesis, are relevant in this
aspect.

The aim of research was to study the levels of cytokines of liver fibrogenesis TIMPs-1and TGF-B1 in patients
with CHC depending on the degree of fibrosis and viral load.

Object and methods of research. The study included 177 patients with CHC aged from 31 to 70 years
(54.1+1.1): 95 (53.7 %) men and 82 (46.3 %) women who were treated in the gastroenterological department
of Transcarpathian Regional Clinical Hospital named after A. Novak, Uzhgorod. Depending on the complaints,
all patients underwent clinical and laboratory examinations according to protocols of medical care of probable
disease. The degree of liver fibrosis was determined using a non-invasive method of diagnostics — FibroMax (Bio-
Predictive, Paris) and indirect transient elastometry of the liver (“FibroScan” 502 FO1261, France).

Evaluation of TIMPs-1and TGF-B1 in the blood serum was carried out by ELISA method (test-systems DRG,
USA).

The initial viral load was evaluated in all CHC patients. Patients were distributed into 1a subgroup (n=71) with
the high viral load (HVL) HCV RNA > 6x105 IU/ml, respectively.

Results and discussion. According to indirect transient elastometry in 14 (7,9%) CHC patients fibrosis was not
revealed, in 22 (12.40%) the first stage was identified, in 38 (21.5%) — the second stage, in 82 (46.3 %) — the third
stage and in 21 (11.9%) — the fourth stage of fibrosis according to METAVIR scale.

While examining the levels of TGF-B1 and TIMPs-1 in patients with CHC it was determined that the level of TGF-
B1 was elevated in 141 (79.7 %) of patients, reduced in 15 (8.5 %) and that corresponded to the normal values in
21 (11.9 %) of patients. The level TIMPs-1 was elevated in 130 (73.4 %) of patients, decreased in 12 (6.8 %) and
that corresponded to indicators of control group in 35 (19.8 %). When studying the possible correlations between
the levels of fibrogenesis cytokines and viral load it was determined that the level TGF-p1 and TIMPs-1 in CHC
patients with high viral load was significantly higher (p<0.05) in comparison with the corresponding indicator
at low viral load. Comparing the levels of cytokines and degrees of liver fibrosis according to indirect transient
elastometry data it was stated the statistically significant correlation (p<0.01) between TGF-$1 and TIMPs-1
levels and the degree of liver fibrosis (r=0.78 and r=0.71) in CHC patients when liver fibrosis was F2 and higher.

When examining relations between cytokines levels and concentration of cytolytic enzymes, the correlation
between TGF-B1 and TIMPs-1 concentration, on the one hand, and AST/ALT ratio, on the other (r=0.61, r=0.58,
p<0.01 and r=0.68, r=0.62, p<0.01, correspondingly) was determined.

Conclusions

1. In CHC patients the serum levels TGF-B1 and TIMPs-1 are significantly higher in case of the higher viral load
than in low one.

2. Statistically significant correlation (p<0.01) between the serum levels TGF-$1 and TIMPs-1 and liver fibrosis
F2 and higher was determined.

Keywords: chronic hepatitis C, transforming growth factor — 1, tissue inhibitor of metalloproteinase -1, liver
fibrosis.
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