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2. Diagnostic and prognostic significance of osteopontin and vitamin D content in patients with chronic hepatitis C

Pedepar:

1. Mera: nigBuieHs: €(peKTUBHOCTI [IiaTHOCTYKY Ta IIPOTHO3YBAaHHS PO3BUTKY (ibpO3y MEUYiHKM Y XBOPUX HA
XpoHiuHMi renatut C Ha MiJICTaBi BUSHAYEHHS KJIiHIKO-NTAaTOT€HETUYHOI POJIi OCTEONIOHTUHY Ta BiTaMiHy D.
Marepianu i Mmetonu: Bysio o6creskeHo 78 oci6 18-60 pokiB, ceper, IKUX BUOKpeMJIeHO 47 XBOpUX (OCHOBHA TpyIia)
Ha XI'C ta 31 06CTeXEHMI KOHTPOJILHOI IPYIIN, Ki 3HaXOAWJIACS HA JIIKyBaHHI B KOMYHAJIbHOMY HEKOMEPLIITHOMY
ninnpueMcTsi «O6sacHa KiliHivHa iH(eKiliHa JikapHsI» XapKiBCcbKoi 0671acHOi pagu. BumipioBanu piBHi
OCTEOIIOHTUHY Ta BiTaMiHy D, BU3Havany napaMeTpu KiliHiYHOro Ta 6ioxXiMiuHOro aHasisy KpoBi, npoBoguiau ARFI
Y3/l BoruuieBux ypakeHs nedinku ta [1JIP nng nigreepaskeHHd giarHo3y XI'C . BusHa4yeHO JOCTOBIpHi 3MiHU B

remorpami naunieHTiB 3 XI'C NOPiBHSIHO 3 KOHTPOJIbHOIO IPYIIOI0, 30KPEMA NIEPEBA’KAHHS 3HAYEHHS CEPEIHbOI



KOHILeHTpallii remoryso6iny Ha 5 % (p<0,001), nocToBipHO HIDKYa MeiaHa TpombouuTis (208,0%¥109 /11 Ta

275,0%109 /71, p<0,001), Ha 10 % Hw>x49a Mexiana Tpombokputy (p=0,009), TpukpaTHe nepesaskaHHs IIOE (9,0

MM /rop Ta 3,0 MM /rog, p<0,001), B 3,5 pa3u JOCTOBIpHO HMKYa BiIHOCHA KiJIbKiCTh 11/5 HelTpodinis (p<0,001) Ta
Ha 20 % HK4a BiTHOCHA Ki/bKiCTb ¢ /4 HenTpodinis (p<0,001). B Toii xe yac moctosipHO (p<0,001) B 4,5 pasu
BUIIOIO OyJia MeJjiaHa BiIHOCHOI KisibKocTi lim¢onuTis Ta Ha 1,4 % 6inbma meniana MoHonuTiB (p=0,012). CToCOBHO
3MiH B 6ioXiMiYHOMY aHaslizi KpOBi, pe3ysbTaTi BU3HAUMIM focToBipHe (p<0,001) nBOKpaTHe NepeBulleHHs PiBHIB
AJIT ta ACT Ta TpukpaTHe nepeaxanHs mefianu piBHiB I'TT y nanieHTis 3 XI'C (p<0,001). MeniaHHi piBHi
THMOJIOBOi Tpo6u y nauieHTiB 3 XI'C 6ynu B 3 pasu goctosipHo (p<0,001) BuumMu 3a KOHTPOJIb. JJOCTOBipHE
3HIDKEHHS 6yJI0 OTPMMAaHO BiTHOCHO piBHIB 3arasipHOro 6is1Ky (p=0,005), X04a piBHi asibOyMiHy LOCTOBIpHO He
pizHMIKCS. Baxk/IMBO BifJ3HAYUTH, 110 MeJliaHa PiBHIB OCTEONIOHTUHY Oisiblie, HiX B 1,5 pa3u nepepaxkaso y nalieHTiB
3 XI'C, HiX B KOHTpOJIbHIN rpymi (p<0,001); B 060x JOCHiIXEHNX IPyNax MeJiaHHi piBHi BitTaminy D
XapaKTepU3yBaJInCs HOro HEJOCTATHICTIO, [P LIbOMY, BOCTOBipHO (p<0,001) 6y HMKYMMU Came y MalieHTiB 3
XT'C. Iicsis IpOBeEHOro JIiKyBaHHS Ha IIOBTOPHOMY Bi3WTi 6YJ10 IOBTOPHO OLiHEHO IapaMeTpU KJIiHi4HOro Ta
6ioximiuHOro aHanisiB KpoB.i. Tak, OTPUMAaHO AaHi OO CYTTEBOI HOpMali3alii MOKa3HUKIB KJIiHIYHOTO aHali3y
KPOBI, IIpoTe MeliaHa TPOoMOOLUTIB Maitke Ha 10 % Oysia HUXKYOI0, HiX B Tpyni KoHTposo (p=0,004), BABivi
nepeBa’kasia BilHOCHA KiJIbKICTb 11 /51 HeUTpodiniB B KoHTpoJi (p=0,001) Ta Buiioio 6ysia MeiaHa BifHOCHOI
KisIbKOCTi ¢ /51 HeuTpo@dinis (p=0,001). Ciif 3a3Ha4UTy, 10 BiTHOCHA KiJIbKICTb J1iM(OLIMATIB 3HU3MIIACS MiCTIs
JlikyBaHH$ y nauienTis 3 XI'C, mpoTe Bce X B TpU pa3u OyJjia BUILOIO 3a KOHTPoJb (p=0,001). BapTo Harosocutu Ha
HOpMasizalii napameTpiB aKTUBHOCTI ME€YiHKU Ta iHIINX MOKAa3HUKIB 6i0XiMiYHOTO aHasi3y KpoBi y nauieHTis 3 XI'C
nicss nikyBaHHS. Tak, piBHi AJIT, ACT npuiinm 10 HOpMajlbHUX 3Ha4€Hb, IIPOTE BCE XK LOCTOBIPHO (BiAOBITHO
p=0,025, p=0,003) Hiokui 3a rpyny KoHTpos1sl. [IopiBHSHO 3 NepmIKM Bi3UTOM Ha eTalli BKIIOUEHHS 10 AOCIiIPKEHHS
y HNalieHTiB OCHOBHOI Ipynu AocToBipHO (p=0,008) migpuimuiacs KiJabKiCTb TPOMOOLUTIB 10 244*109 /11; BOCTOBIPHO
BBiui 3HM3Mnacs UIOE (p=0,005), KinbKicTb 1iMPOLUTIB cTaja HIDKYOIO MicIsl IPOBEIEHOTO JIiKyBaHHS, a PiBHI /5
Ta ¢ /s HelTpodiniB Bumumu (BinnosigHo, p=0,008, p=0,021 ta p=0,011). OTpuMaHO AaHi IWOAO AOCTOBIPHO]
(p<0,001) HopMmasizauii piBHIB aKTUBHOCTI I1€4iHKOBUX (PEPMEHTIB IIiCJIs1 IPOBEEHHS JIIKyBaHHS, 3HWKEHHS B 3 pasu
IIOKa3HMKA TUMOJIOBOI 11po6Hu, focToBipHe (p<0,001) nifpuineHHs anpbOyMiHy Ta 3HUKEHHS KOHLIEHTpallii 3arajibHOro
6inKky. JlonoBHEHO HAyKOBi JlaHi 110/10 IPOrHO3YBaHHS Nepeobiry npouecis ¢pibposy npu xpoHiyHOMY renaturti C.
BusHnaueHo, 10 JOCTOBIpHUMU NIPEIUKTOPAaMU OiJIblll BaXXKOTro (pi6bpo3y nevinku nocrany suli pisHi ACT (p<0,001),
3arajibHOTO 6isKy (p=0,046) Ta ocreononTtuny (p=0,025), mpu nigBueHHi ocTaHHbOro Ha 10 Ir/MJ BiporigHicTh
PO3BUTKY BasKKOro ibposy 36inbiryeTses B 25 pasis. [Ipy ogHOYACHI OLiHIi AaHUX TapaMeTpiB B 3aIIPOIIOHOBAHIN
MaTeMaTH4Hiil MogeJti, BaxXKui ¢ibpo3 MO>KHa CIIPOrHO3yBaTH 3 87,5 % uyTamuBocTi Ta 83,9 % crnenudivyHoCTi.
JopaTkoBa OLjiHKa BiIHOCHOI KiIbKOCTI J1iM(OLUTIB, SIKUI [10Ka3aB JOCTOBIPHY acolliallilo 3 TPOTHO3yBaHHIM
¢$i6bpo3y (p=0,048), no3BoJIsI€ OisbLI TOYHO NPOBECTU NPEAUKLIIO 6i/IbII BaXKKMX MNOPYIIEHb MOP)OJIOTii NediHKu:
93,8 % uyTnusicTb Ta 83,9 % crienuidHICTb.

2. Objective: to improve the efficiency of diagnosis and prediction of the development of liver fibrosis in patients
with chronic hepatitis C based on the determination of the clinical and pathogenetic role of osteopontin and
vitamin D. Materials and methods: 78 people aged 18-60 years were examined, including 47 patients (the main
group) with CHC and 31 patients of the control group, who were treated in the municipal non-profit enterprise
"Regional Clinical Infectious Diseases Hospital" of the Kharkiv Regional Council. Osteopontin and vitamin D levels
were measured, clinical and biochemical blood tests were determined, ARFI ultrasound of focal liver lesions and
PCR were performed to confirm the diagnosis of CHC. Significant changes in the hemogram of patients with CHC
compared to the control group were determined, in particular, the predominance of the average hemoglobin
concentration by 5 % (p<0.001), a significantly lower median platelet (208.0x109 /1 and 275.0x109 /1, p<0.001), a 10 %
lower median thrombocrit (p=0.009), a threefold predominance of ESR (9.0 mm/h and 3.0 mm /h, p<0.001), 3.5
times lower relative number of subcutaneous neutrophils (p<0.001) and 20% lower relative number of neutrophils
(p<0.001). At the same time, the median relative number of lymphocytes was significantly higher (p<0.001) and the
median of monocytes was 1.4% higher (p=0.012). Regarding changes in the biochemical blood test, the results
revealed a significant (p<0.001) twofold excess of ALT and AST levels and a threefold predominance of median GGT



levels in patients with CHC (p<0.001). Median levels of the thymol test in patients with CHC were 3-fold
significantly (p<0.001) higher than the control. A significant decrease was obtained relative to the levels of total
protein (p=0.005), although the levels of albumin did not differ significantly. It is important to note that the median
levels of osteopontin were more than 1.5 times prevalent in patients with CHC than in the control group (p<0.001);
in both studied groups, the median levels of vitamin D were characterized by its insufficiency, while significantly
(p<0.001) they were lower in patients with CHC. After the treatment, the parameters of clinical and biochemical
blood tests were re-evaluated at the second visit. Thus, data on a significant normalization of clinical blood test
parameters were obtained, but the median platelet was almost 10% lower than in the control group (p=0.004), the
relative number of subcutaneous neutrophils in the control was twice as high (p=0.001) and the median relative
number of s/n neutrophils was higher (p=0.001). It should be noted that the relative number of lymphocytes
decreased after treatment in patients with CHC but was still three times higher than the control (p=0.001). It is
worth emphasizing the normalization of liver activity parameters and other indicators of biochemical blood test in
patients with CHC after treatment. Thus, the levels of ALT and AST came to normal values, but still significantly
(respectively p=0.025, p=0.003) lower than the control group. Compared to the first visit, at the stage of inclusion
in the study, the platelet count in patients of the main group increased significantly (p=0.008) to 244x109 /1; ESR
significantly halved (p=0.005), the number of lymphocytes became lower after treatment, and the levels of
subcutaneous and s/n neutrophils were higher (p=0.008, p=0.021 and p=0.011, respectively). Data were obtained
on a significant (p<0.001) normalization of the levels of activity of liver enzymes after treatment, a 3-fold decrease
in the thymol test, a significant (p<0.001) increase in albumin and a decrease in the concentration of total protein.
It was determined that higher levels of AST (p<0.001), total protein (p=046) and osteopontin (p=0.025) appeared as
reliable predictors of more severe liver fibrosis, with an increase of the latter by 10 pg/ml, the probability of
developing severe fibrosis increases 25 times. With simultaneous assessment of these parameters in the proposed
mathematical model, severe fibrosis can be predicted with 87.5% sensitivity and 83.9% specificity. An additional
assessment of the relative number of lymphocytes, which showed a significant association with the prediction of
fibrosis (p=0.048), allows for a more accurate prediction of more severe disorders of liver morphology: 93.8%
sensitivity and 83.9% specificity.
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