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[enaTouenntonapHas kapumHoma(lUK) — 95%
BCEX 3/10KAYEeCTBEHHbIX ONYXO/JEN MEYEHM

A

OCHOBHaA NPUYUHA CMepPTU Y BONbHBIX LUPPO3OM NEYEHU

(un)

é )
600 000 cmepTeit B MUpe exkerogHo
\_ W,
é )
B Poccun 6 000-8000 cnyyaes MUK B ropg,
\_ J

Xa3zaHoB A.U. TenatouenntonapHaa KapumMHoma. B KH.: FacTpoaHTeponorma n renatonorma. M., 2011; 759-766.

MpaKTnyeckne pekomeHgaumm Bro ruk, 2009

lettyesa A.A., Ctoporkakos .., Jlenkos C.B., 31TnHrep O.A., Koctopa C.[1. BanAanume BupycHoro renatmuta B n C Ha TeyeHMe n NporHos
renaTouentoNapHON KapumHomsbl. JledebHoe geno. 2012; 2: 15-19.

Maes W.B., Anuesa A.T., Kunses E.B. u gp. TpyAHOCTM ANArHOCTMKM renaTouenntonspHoi KapunHombl. Consilium Med. 2010; 8: 63-66.



3a0os1eBaeMOCTD renaToue/UIlJIAPHbLIM PAKOM B
peruoHax Poccuiickoun @enepanuu B 2017 roay (Ha
100,000 nacenenusn)




HBV (10-55%)

HNaTerpanusn
BHPYCHOI'O reHOMA B
xpomocomMuy0 /ITHK
X03ANHA BBI3bIBAaeT
TOYEYHbIE€ MyTaIluH,
TPAHCJIOKAIMU U
AeJienyuu

HBsAg oka3biBaer
HMHTUOUpYyIoniee
aevicrBue Ha (PyHKIIUIO
AHTUOHKOTE€Ha P53,
KOTOPBIN yUacTByeT B
cylpeccuu KJIeTOYHOro
AeJIeHUuA

Y 30% 00abpHBIX HBV-
nHpexnueu I'IIK mozkxer
BO3HUKHYTH 0€e3 I1I1

CHHUIKAET 9KCIPECCUIO
Core-nporeusn BI'C AaHTUOHKOTI€Ha p53,
MOBPeEKIAEeT FT€eHOM BMeNIUBaeTcs B
KJIETKU B PeaKIUaX IpoIecchl mepeaavu

IICPEKHUCHOTIO CHUTHaJIa, mMoaaBJAeT
OKHMNCJICHUA. annoIITo3 u

CIIOCOOCTBYeET

HCV-undexnusa cnocoocTByer
passutuw I'TIK HenpaAMbIM
IIyT€M M MOYTH BcCerjga
auarHocrupyerca Ha ¢pone 111

Montalto G., Cervello M., Giannitrapani L. et al. Epidemiology, risk factors, and natural history of hepatocellular carcinoma. Ann. N. Y.

Acad. Sci. 2002; 963: 13—20

Bralet M.P. et al. Hepatocellular carcinoma occurring in nonfibrotic liver: epidemiologic and histopathologic analysis of 80 French cases.

Hepatology. 2000; 32: 200-204.



Cmpykmypa pakmopoe pucka I'IlK no oannoim
Hpkymckozo 001acmno20 0HK0102UYECKO20 UeHmpa

2011-2017, n=390)

MeTaboanuyeckuid cMHHAPOM- 7.5%0

AN
HBV — 24.5% _—~ HB+HC -2.1%
AN

be3 nuppo3sa - 37.2%

HCV- 31.9%
Alcohol abuse- 34.0%

Ha ¢one unppo3sa- 62.8%

Pacysnos P.U., 2017



Table1. Summary of Studies on HCC Occurrence afrer HOV Treatmentwith DAAs

study country study Type ratients®, Age  Male Liver DAA Regimen SVR (%) Median  HCC Risk of

N (%) Cirrhosis for Follow - (%) HCC

(%) DAAS up
(Years)
Ravi, 2017 America Retrospective 66 60 62 100.0 SOF/LDV 92.0 0.5 a.1 High
(39)
Conti, 2016 Italy Retrospective, 285 63 60 100.0 SOF/SMV/DCV 100.0 0.7 32 Unrelated
(47) Prospective JLDV(3D & BBV
Rinaldi, Italy Prospective 280 ] 53 100.0 SOF/SIM [DCV 974 0.3 32 Unrelated
2016 (48) JLDV(3D + RBV
Li, 2017 (44) America Retrospective 5834 62 a7 19.9 SOF/SMV/DCV 96.2 L1 0.9 Unrelared
JLDV/3D + RBV

Cheung, UK Prospective 406 54 - 100.0 SOFDCVILDV £+ 781 1.3 5.4 Unrelated
2016 (46) BBV
feng, 2016 China Prospective 21 54 19 100.0 SOF/DCV + RBV 95.2 13 0.0 Low
(41)
Nagaoki, Japan Prospective 154 73 38 54.57 DOVASY - 1.9 4.5 Unrelared
2017 (49)
Cardoso, Porrugal Retrospective 54 59 70 100.0 SOF/LDV 100.0 L0 74 High
2016 (40)
Kobayashi, Japan Retrospective 77 63 44 209" DOV ASV 3Dy 100.0 4.0 26 Low
2017 (42) telaprevir
Kanwal, America Retrospective 22,500 62 a7 39.0 SOF/SIM [DCV 86.7 L0 12 Unrelared
2017 (43) JLDV(3D
loannou, America Retrospective 21948 E1 a7 23.8 SOF/SIM [DCV Q0.7 £.1 2 Unrelared
2017 (45) JLDV(3D

Abbreviations: 3D, 3- drug combination paritaprevirjritonavir ombitasvir plus dasabuvir; ASV, asunaprevir; DCV, daclatasvir; LDV, ledipasvir; RBV, ribavirin; 5IM, simpre-
vir; SMV, simeprevir; SOF, sofosbuvir.

*DAA Treated.
hPercenl:age for severe fibrosis.

Liu X, Gao Y, Niu J. Hepatitis C Virus - Related Hepatocellular Carcinoma in the Era of Direct - Acting Antiviral
Agents, Hepat Mon. 2018 ; 18(6):e66007.
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MonekynapHbie Mmapkepsbl [ UK

Hepatocytes:
AFP
DKK1
Gamma-GT

. : HBV DNA
Portal vein and hepatic artery HBeAg

Interleukin 6 HBsAg
sPD-1

Hepatocellular carcinoma:
PIVKA-II
AFP Biliary duct

GPC3 Osteopontin
SCCA GP73

DKK1
miRNA-21
miRNA-122
Osteopontin
GP73

comp Van Hees S, Michielsen P, Vanwolleghem T. Circulating predictive and diagnostic biomarkers for
Gamma-GT hepatitis B virus-associated hepatocellular carcinoma. World J Gastroenterol 2016; 22(37): 8271-8282




dasbl KIMHUYECKOU anpobaLnm

6uoMapKepoB
‘ Phase V -
‘ Cancer control
Phase IV - studies
‘ Prospective
Phase lll - screening
‘ Retrospective
Phase Il - Longitudinal

Clinical assay
and validation

Phase | -
Preclinical
exploratory

Sengupta S, Parikh ND. Biomarker development for hepatocellular carcinoma early detection: current and future perspectives.
Hepat Oncol. 2017 Oct;4(4):111-122. doi: 10.2217/hep-2017-0019.



dasbl KIMHMYECKOM anpobaLimm OHKOMAPKEPOB

AFP X

Osteopontin X
Midkine X
GALAD score X
AFP-L3
Dickkopf-1
DCP

GPCs3

a-1-Fucosidase

Golgi protein-73
miRNA X
Cell-free DNA X

P KK X)X

Sengupta S, Parikh ND. Biomarker development for hepatocellular carcinoma early detection: current and future perspectives.
Hepat Oncol. 2017 Oct;4(4):111-122. doi: 10.2217/hep-2017-0019.



R
OcrteononTun (OIIH) —

MYJbTUQPYHKIHMOHAJIBLHBIN 0€JIOK

* 1979 1. — SPP1 cexkperupyemsbiu (pochornpoTenH 1
SIUTETNATLHBIMU OIIyXO0JIEBBIMU KJIETKAMU;

* 1999 I. — OIIMCaH KakK O0JIBIIION CUAJIOIIPOTENH KOCTEMH;

* 300-314 aMUHOKHUCJIOT, COJiePKallui apTrUHUH-TJINIUH-
acIlapTatT JOMEH,;

» Bricokasd appHUHHOCTh K UHTETPUHAM;

- BbrIcOKas KOHIIEHTpAlUsa B KPOBU IIPU
SKCIIEPUMEHTAJIbHOM HEKPO3€e rellaTOIUTOB;

e 2012 T. — IIpeayokeH kKak mapkep I'lIK

Senger DR, Wirth DF, Hynes RO. Transformed mammalian cells secrete specific proteins and phosphoproteins. Cell.
1979;16(4):885-93.

Shang S, Plymoth A, Ge S, Feng Z, Rosen HR, Sangrajrang S. Identification of osteopontin as a novel marker for early
hepatocellular carcinoma. Hepatology (Baltimore, MD). 2012;55(2):483—90. d0i:10.1002/hep.24703.



OYHKUMM OCTEONOHTHMHA NPU NATOJ10r UM
nevyeHu

Inflammation

"
55:6 . Hepatic stellate cell
o,

OPN e =3
culswvhnt - y
Carcinogenesis €= pigration €= A 2
Invasion ~ %B © -
Metastasis «  Biliary epithelial cells o

EMT...
Ligand o Oval cell ? 3_“." | Neutrophil

—  Protective role

e Deleterious role Q NKT cell Bﬂcpaocy“

WenY, Jeong S, Xia Q, Kong X. Role of Osteopontin in Liver Diseases.
Int J Biol Sci. 2016 Aug 6;12(9):1121-8. doi: 10.7150/1jbs.16445.



MHTPOH-3K30HHOE CTPOEHMUE reHa

go50 (DNA) exon . exon exon . exon
—— ntron ————ntron —— INtron . —m——,

promoter ’ transcription

RNA

‘ splicing

mBNA

’ transiation

T 2 UHS PO

* posttransiational
modification

protein @

© 2002 Encyclopaedia Britannica, Inc.



[MpoAyKTbl a/IbTEPHATUBHOIO CMNJIAMCHUHIa
reHa oCTEONOHTMHA

OPN-a

e N [N

AUG
OPN-b

300aa NH2 _ 3 3 1

AUG
OPN-c

287aa VH2 - 2 3 < 3 7 i COOH

T Phosphorylation sites E Transglutaminase cross-linking O RGD domain (159-161)

- |
T Glycosylation sites X Calcium binding region (216-228) ‘} Thrombin cleavage site

\ MMP cleavage [I SVVYGLR domain (162-168) V Heparin binding domain

Hao C, Cui Y, Owen S, Li W, Cheng S, Jiang WG. Human osteopontin: Potential clinical applications in cancer (Review).
Int J Mol Med. 2017 Jun;39(6):1327-1337. doi: 10.3892/ijmm.2017.2964.



[IporHocTHU4eckoe 3HavdeHMe onpeaeneHms
a/ibdpadeTonpoTemHa U OCTEUNOHTMHA AA
paHHEN AnarHocTmkm MUK

Se (%) | Sp(%) | PPV (%) | NPV (%) - 9596 Cl

0,57-0,70
(20 Hr/MI)
OITH 80,0 78,6 74,6 83,3 0,82 0,77-0,88
(75 Hr/mi)
ADPIT+OIMH 85,5 74,3 72,3 86,6 0,85 0,80-0,90

Mauios C.H. u ap. 2019 T.



il
KomOunnanua APII+OIIH nasa
panHed JUArHOCTUKH ' TIK

 Iloporosoe
3HaUYEeHUeE J1J1d

A®II 20 ur/mi

 Iloporosoe
3HaYEHUE JJIA

OIIH 100 ur/mna

AFP

elevation

14
(9,1%)

No elevation = 25 (16,2%)

Majos C.1., 2018






