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H Bepxtreiar TNC Xpovixg NTTRTLTLOXKC C NONn X110 TNV
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H avrammokpion otn Bgpartreia (SVR) YEIWVEL TNV
emimmtwon Tou HKK og XHC ug Tpoxwpnuévn iviwaon

Hepatocellular carcinoma
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A1eBvc TTOAUKEVTPIKN MEAETN, 530 aoBeveic, 1990-2003,
Quaueon F-UP:8,4 £1n,10-emg emmitrtwon HKK (SVR vs non-SVR)

Van der Meer et al, JAMA 2012;308:2584-93



H avrammokpion otn Bgpartreia (SVR) YEIWVEL TNV
emimmtwon Tou HKK og XHC ug Tpoxwpnuévn iviwaon
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Figure 5. Risk of developing hepatocellular carcinoma (HCC); 96% in sus-
fained viral response (SVR) vs. 83.5% in non-responders (NR) at 5 years.

Fernandez-Rodriguez et al, Am J Gastroenterol 2010;105:2164-2172
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SVR 2XETIZETAI ME MEIQ2H 5-ETOY2 KINAYNOY
QANATOY KAI HKK

»  SVR o¢ Bgparreieg pe Bdon tnv IFN odriynoe o€ oT1aTIOTIKA GNUAVTIKA 0QEAN vs no SVR
o 62% -84% peiwon TG BvnTéTNTAC aTTé OAA T QiTIa, 90% peiwon TG LT, 68%-79%

Meiwon HKK
5-Yr Kivdbuvog Bavdtou atrd 6Aa ta 5eTtA¢ Kivouvog HKK Bdaoel SVR
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»H aBpoioTikn 18-e1A¢ BvnToTNTA (ATTO OAQ TA QiTIA) O€F

dlapépel o€ anti-HCV(+) HCV-RNA(-) (12.4%) kai anti-HCV (-)
aoBeveic (12.8%), evw gival onuavTikad uwnAoTepn o€ anti-HCV
(+) HCV-RNA (+) aoBeveic (30.1%), p<0.001 (neAétn REVEAL)

Lee MH et al, J Infect Dis 2012;206:469-477

»H aBpoioTikr) 10eth¢ BvntoTnTa 530 anti-HCV (+) acBevwyv
UE TTpoXwpPNMEVN ivwon/kippwaon ATav 9% yia 6o0oug ETTETUXAV
SVR vs 26% xwpic SVR (p<0.001) (4 @opEC MIKPOTEPN
OvnrotnTa)

Van der Meer et al, JAMA 2012:308:2584-93




TNV TEAEUTHLX OEKXETLX PLWVOULME EVX LOAOYLKO «OotLpO»,
TNV OLVNTLKN €KPLCwOoN MLXC LOYEVOUC AOLMWEEWC, TNC
xpoviog nmraTiTdxg C

TOUTO EXEL KOTXOTEL EV DUVAMEL EPLKTO, AOYW TNC EVPELXC
xpnong o1mo 10 2014 Kkuplwg KXL METX, Twv DAAs oTn
DeEpXTTELX TNC LOYEVOULC XUTNC AOLMWENC

»AVO(LIE'VETO(L AOLTTOV, OUVETTXKOAOLON MELWOT TWV XTTWTEPWYV
ETTILTTAOKWY TN¢C Xxpovixc HCV AolpwENC kuplwg 0OTOoULC
KLpPWTLKOUC XOOEVELC, OTTWC TN PNEN TNC KVTLPPOTTNONC KKL
TNV xvxTrtogn HKK, oAAX KXl Twv  €EEWNTIXTIKWYV
EKONAWOEWYV (METKPOALKWV)

‘OMWC, TTOANEC ONUOOCLEVLOELC XVXEPEPOLV XVEENYNTN XLENON
TWV TTEPLOTXTIKWYV ME HKK, HETXEL KLppWTLKWY XOOEVWYV ME
HCV ueTat TNV oAokAnpwon Bepxtreixg pe DAAs



>ﬂpé1‘l’€t KXL TTWC VX TTepoxkoAovBouvtxt ol xoBevelg pe XHC
METX XTTO €TTITLXN BepxTrELlX nE DAAS?

>ﬂp€'1TEL VX OUVEXLOTEL N ETTLTPNON YIX TNV TTLOXVOTNTX
xvxTrTogng HKK?

> Etvaxt cugEnuevn n ouxvotntx HKK otoug koBeveilc xvtoug,
TTpokXAoLV Tx DAAs HKK?

>Y1'rd(pxouv ECWNTIXTLKEC eEkONAWCELC TNC XHC oL oTroleC eTTLONC
O TTPETTEL VX TTXpXKOAOLOBOLVTXL?




To TpoBANua 1NC Xxp. HCV Aoipwénc oto yéAAoV Kal
0 TTapAywyv Bepatreia: EANGOQ

(a) Total Infected Cases (Viremic) - Greece (b) Liver-related Deaths - Greece

160,000 1,200

140,000 1.000

120,000

100,000 i B
80,000 B0

60,000 400

40,000

20,000 )

Yy f@m m*ﬁ“ﬁ’mm’t’@ ey '@m & m@mfﬁ“@@
@@“f&@f&f@@@@@@@@@@ﬂ?@ @@@@“@@@fﬁ@fﬁ@@@@@@@
= Base Case =—Increased Efficacy Only =—Increased Efficacy & Treatment = Base Case =——Increased Efficacy Only =—Increased Efficacy & Treatment

(c) Total HCC Cases - Greece ':d) All Cirrhosis - Greece
1.400 25,000
1,200
20.000
1.000 . _—\__
800 15,000
800 10,000
400
5.000
200
,(:-.@-,3:5.3,@ " qf,bn? NI R T R P o 1 LI L, m" %"5’
CEEE ) r@‘%ﬁ@&*é”@@@ rﬁ‘-‘ @@@“@@“@@“@@@@@r&@@r&%
m— Bass casg = |ncreased Efficacy Only  ===|ncreased Efficacy & Treatment = Bace case =|ncreasad Efficacy Only =—=|ncreased Efficacy & Treatment

B — Gane et al, J Viral Hepat 2015;22 (S1):46-73



ETTiTTwwon Tng pRENC TN avTLppOTTNONG LETX XTTO
ETTLTLXN avTLLKN aywyn (SVR) o€ KLppwTLKOVC XOOEVELS HE

CHC A 1270 F'xAAoL xaBeveig e HCV
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Nahon P et al, Gastroenterology 2018;155:1436-50



EmiBilwon o€ kippwTikoLg axgBeveic ue CHC peTa x1ro

avgkr'_\ oaywyn ue DAAs
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Mowiun sp@avion/utmmrotpotn HKK os HCV Kippwon yetd DAAS trx

366 KippwrTikoi acBeveic uttd DAAS
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Fig. 2. Proportion of patients who developed HCC after DAA therapy.
According to overall study population, patients without history of HCC {occur-
rence), and patients with history of previous HCC (recurrence ).

Conti F et al, J Hepatol 2016;65:727-33




Emmimmtwon HKK peT& 1o exvritkn acywyn ue DAAs

1270 F'xANoL xaBeveig e HCV

1009 M— oo XVTLPPOTTOVMEVHN Kippwaon,
= —— SVR-IFN 2006-2012
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Nahon P et al, Gastroenterology 2018;155:1436-50



Erinrrwon HKK HET& xX1r0 axvTilkn xywyn ue DAAs
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Supplementary Figure 4. Crude incidence of HCC as a
function of SVR status in DAA patients.

W et al, Gastroenterology 2018;155:1436-50



‘OMQ2..

oL oBevelc vtto DAAS vs xuTwV TTOL EAxPxV IFN

NTOV MEYXAUTEPOL OE NALKLX, ELXXV OL TTEPLOCOTEPOL
TTOAXLX DTTEPTXON KKL TTLO TTRPOXWPENHEVI NTINTLK VOO0

(PT, cABoupuivn, xoAepuBpivn)
EVUW TTOANOL ELXXV KL ZA, 100 1
TTIXPXYOVTEC OL OTTOLOL
TTpodLxOeTouv g€ xvxtrTugn HKK

—— DAAs [IPTW weights)
—— SVR-IFN [IPTW weights)
= Mon-3VRE (IPFTW weights)

80

Global P-value: P = .014
60 1 DAAs versus SVR-IFN: P = .77

40 - After correction of
confounding factors

20 1

Cumulative incidence of HCC (%)

Nahon P et al, Gastroenterology 2018
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» MeTtx-axvxAvon 26 epyxolwyv ywx Tnv de novo epdpxvion HKK
METX XTTO Oepaxtreix koxt SVR cxaBevwyv pe XHC pe IFN- vs DAA

Waziry. J Hepatol. 2017;67:1204.

By Average Follow-up By Average Age
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A e IFN: HCC epndovion DAAs:HCC eudévion
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Fig. 2. Forest plots of HOC occurrence and recurrence. HCC occurrence following (A) [FN, (B) DAAs, and HCC recurrence following (C) IFN and (D) DAAs.




Nagaoki. PLoS One. 2017;12:e0182710.

Mix cxpeon ovykpion IFN vs DAAs

= Avookornnon aocBevwv pe XHC ywpic totoptkd HKK peta amo
entitevén SVR pe Beparmeia eite pe peglFN/RBV (n = 244) vs
DAA (n = 154), matched one-to-one by propensity score

< 10 FIB-4 < 3.25 < 10- FIB-4 2 3.25
2 0 2 0
c 8- O g.
()] Q
T 0 S 0
£ 6] 2 61
O 0 P=.796 O 0 P=.675
(&) (®)
I 4 I 4
()] Q
2 0 DAA 2 0 L —— PeglFN/
&8 2; ‘ PeglEN/ ® 27 ——— DAA RBV
= T e 3 H
0 -1 g 0 i

§ 0] === RBV § o =

0 24 48 7296 120 144 0 24 48 72 96120 144

Mos Mos

When using the same time scale, risk still looks similar when controlled for
disease severity - reassuring



Kanwal. Gastroenterol. 2017;153:996.
AvaAluvon o€ VA: Kivovuvoc HKK JETX &XTTO
Oepatreix ue DAA

= Avadpoputkn peAetn US Betepavwy pe XHC peta amo Beparmneia pe
DAAs (N = 22,500)
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H enintwon tou HKK iva moAU xapnAotepn peta ano SVR...
Ta DAAs 6gv mpokaAouv Kapkivo
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AvaAvon o€ VA: kivouvvocg HKK pe Boxon tnv 0
LOTOAOYLX

1. Kanwal. Gastroenterol. 2017;153:996. » H UﬂO(pEr] KIPPWOEWG ELVXL O

2. Maan. Gastroenterol. 2017;153:890. BO(O-LKOTEPOQ TTIXPXYOVTHXG

Klvduvou yix HKKI]
HCC Incidence

Characteristic per 100 Person-
Yrsiil

> O 0€elkTNng FIB-4 ptropel v
XpNoLUoTToLNOEL TTpLV TNV

SVR EVXPEN trX YLX KXKOOPLOUO TOU
" Without 3.45 klvdUvou HKK peté SVR
= With 0.90
SBtzStiI;ne cirrhosis > Tox vPnAoTepx TToocooTx HKK o€
- With 1.82 xoBeveig petax oxtto DAA vs IFN
= Without 0.34 OVOXETLCETAL ME NALKLX KL
E— ETTLARPUVMEVN NTTXTLKN
=>3.25 2.16 AELTOLPYLX
= 1.45-3.25 0.45
= <1.45 0.30 » TTooooT xvxmrTuENg HKK, HETX

X110 SVR petx IFN o€
TIPOXWPNMEVN Lvwon/Kippwon:
1.1 to 1.39%!]




1.loannou et al J Hepatol 2018;68:25, 2.Li et al Hepatology 2018;67:2244.
AvaAvon VA: kivovvoc axvamrtoenc HKK oovxAoyx UE TO
€Ld0o¢ TN¢ Bepatreixg HCV

HCV SVR Patient HCC HCCper Crude HR Adjusted* Risk
Treatme S 100 HR Reduction
nt Patient-Yrs
IFN No 23,883 2348 1.07 1 1
only(]

Yes 11,988 303 0.28 0.25 0.32 68%
DAA + No 1772 116 1.73 1 1
IFN[

Yes 2763 59 0.6 0.34 0.48 52%
DAA No 2039 165 5.19 1 1
onlyf]

Yes 19,909 280 0.92 0.18 0.29 71%

Adjusted for cirrhosis, decompensated cirrhosis, age, sex, race/ethnicity, body mass index, HCV genotype, HCV viral load,
HIV coinfection, HBV coinfection, type 2 diabetes mellitus, alcohol use disorders, substance use disorder, platelet count,
serum bilirubin, serum creatinine, serum albumin, serum AST/ALT ratio, blood INR, blood hemoglobin levels.

" [eploocotepa neplotatikd HKK peta amo DAAs —mtio Bapld acBeveic

nicaloptions.com

" To odelog tou SVR mapopoto pe DAA vs IFN
* [apopola anoteAéopata kat otnv kooptr) ERCHIVES [2!



http://www.clinicaloptions.com/

Apx oL KLppwTikol xoBevelg pe XHC, tTTou vtTtoBXAAOVTXL
o€ Oeputrelx ue DAASs, TtxpouvalxCouv BEATIWON TNC
eTTLALLLONC KXL MELWOT TOUL KLVdLVOL epdrvionc HKK.

O KLvOLVOC OMWC OEV EEXAELDETAL, XVTLOETH TTRPXMEVEL

VPYNAOC, KXOWC oL XOOEVELC XLTOL EXOLV CLUXVHX MEYXAN
NALKLX KXL XPKETX ETTLRXPULMEVN NTTXTLKN AELTOLPYLX KXL

YUXUTO B TTPETTEL VX OLUVEXLCOULV VX ETTLTNPOUVTXL TTOAU
OLUOTNUOTLKX




Recommendations

e Patients with no to moderate fibrosis (METAVIR score
FO-F2), with SVR and no ongoing risk behaviour should
be discharged, provided that they have no other comor-

bidities (A1).
e Patients with advanced fibrosis (F3) or cirrhosis (F4)

with SVR should undergo surveillance for HCC every 6

months by means of ultrasound (A1).

e In patients with cirrhosis, surveillance for oesophageal
varices by endoscopy should be performed if varices
were present at pre-treatment endoscopy, though index

variceal bleed is seldom seen in low-risk patients after
the achievement of SVR (unless additional causes for
ongoing liver damage are present and persist) (A1).

EASL Recommendations on Treatment of Hepatitis C
J Hepatol 2018



Ermitnenon ywx HKK cxo@evwyv pe XHC peTo
x110 SVR

KATEYOYNTHPI 2Y2TAZEIZ A ENITHPHZH INA HKK
EZ OAHTIEZX

F3 F4

AASLD/IDSA , ,
(HCV) Onwg o€ VYLELG ) :

U/S kaBe 6 pnve
EASL Kapio U/S kaBe 6 pivec
AASLD/IDSA caia U/S kaBg 6 prveg
(HCC)B! H i (emimtwon 3%- 5%/£t0oc)

< 1.5%/€t0¢)

1. AASLD/IDSA Guidelines. September 2018. 2. EASL Guidelines. 2018. 3.
Marrero. Hepatol. 2018;68:723.




1. Kanwal. Gastroenterol. 2017;153:996. 2. Zangneh. Clin
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ICER for Surveillance (Ultrasound Every 6
Mos)
vs No Surveillance, per QALY

HCC Incidence
per 100 Person-Yrs!1]

Characteristic

SVR

= Without 3.45 --

= With 0.90 --
Cirrhosis status

= With 1.82 $40,803

= Without 0.34 $187,000
FIB-4

=>3.25 2.16 $32,016

= 1.45-3.25 0.45

=<1.45 0.30 } $133,977

Towg n emttipnon post-SVR mPEMEeL va MEPLOPLOTEL OE KLPPWTLKOUG aicBeveic N o€
ooou¢ FIB-4 > 3.25

\ Slide credit: clinicaloptions.com
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Mpwwun vtrotpoTtn HKK petx a1ro Oepaxtreiox ue DAAs??




R iR SR T Mpwiun utrotpott HKK o¢

HCV Kippwon yetd DAAS trx

HCC treated before starting DAA
treatment (n = 98)

| - IEEEEET,

HCC under complete response before starting
DAA treatment (n = 86)

[

HCC under complete response before starting
DAA treatment (n = 73)

—

HCC under complete response without
"non-characterized nodules”
before starting DAA treatment (n = 65)

Confirmed HCC radiological assessment after
starting DAA treatment (n = 58)

I
¥ v

HCC recurrence HCC complete response
- (n=16) (n=42)

mFUP: 5.7 unveg,
27.6% utrorpoty HKK

Reig M et al, J Hepatol 2016;65: 719-26



1. Conti. J Hepatol. 2016;65:727. 2. Yang. J Hepatol. 2016;65:859.

Mopouowx vroTpoTn HKK KXt o€ XANEC EpYXOLEC

» N = 344 duxdoxikol xabeveig » N =81 axobeveic OLT ywx HCV-
Me XHC trou Tmipotv DAAS! related HKK!]

100- Multivariate Analysis: OR of HCC (95% Cl1)100-
Child-Pugh Class: 4.18 (1.17-14.8)
801 i 30+
< Prior HCC: .02-35.74) <
= £
£ Zoo; = 50
S %401 S S1o-
g S 29.0 & g‘ 28.0
O O
I
20+ 0-
3.2
n/N =O . 9/285 n/N =
Prior HCC No Prior Pre-OLT No Pre-

HCC DAA OLT DAA




MBxvol pnxxviouot

1. Meitwon 2. Etvort Tt DAAS
XVOOOAOYLKNC TIPOVEOTTAXOMXTLKX?
ETILTAPNONC > TIpo&youv TNV
- HCV dLeyeipel Tnv XVATITUEN KXL TN
XVOOOAOYLKR XTTXVTNON oLxoTmopx Tou HKK

> Tox €LdLKX YL Tov HCV-
T-AEUPOKUTTXPX
TTXPXYOUV KUTTOKLVEC
(oTTw ¢ kot n IFN) ue
XVTLVEOTTAXO MO TLKN
opxon, evxvTtL Tou HKK

Llovet. Nat Rev Gastroenterol Hepatol. 2016;13:561.

Slide credit:
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'EXEL oNUXOLX TO TTOTE Bx d00€el xywyn ne DAA w¢
TTpoc Th Bepatreix Tov HKK?

b AvoO\UUn ™G ulg avauevoueva XUENMEVNC UTrOTpOTrng HKK
HCC peta oo Bepatreiox ue DAAs (N = 58),111 ue Bon tn
XPOVIKKX XTTOOTXON METXEDL Bepatreixg yix To HKK ket Tnv XHC

Time Between HCC and

DAA Treatment!?

—
o

0.8
0.6 >1.5% <4 mos (n=11)

0.4

—
N

HCC Cumulative Recurrence

0

O 2 4 6 8 10 12 14
Mos After Initiating DAA Therapy

= O kivbuvog umoTtpoTn¢ ival peyaAUTeEPOC o€ 0oouc Aapfavouv Beparmeia pe DAA
o€ oUVTOMO XPOVLIKO dtaotnpa petd tn Beparmneia touv HKK. Eivart moAv mibavo va

npounnpxe HKK orav gekivnoe n aywyn pe DAA
' Reig. ] Hepatol. 2016;65:719 2. Tsai. J Hepatol. 2017;66:464.




MoocooTt vroTpoTNE HKK peta axto HCV DAA Bepareix
o€ xo0eveilc pe TTANpn Lpeon HKK (complete response)

»  AVXOPOMLKN TTOAUKEVTPLKN HEAETN O€ XOBEVELG XTTO TN B.AMEPLKI METX XTTO
TTANpN toeon HCV-ouvoxeTiCopevou HKK (lxvouaxprog-AekeufBprogc 2017, N = 793)

aHR (95% Cl)

HCC
T Overall Early
Recurrence Recurrence 1.0
(]
5 _ (S}
Time 0.90 (0.70-  0.96 (0.70- £0.8
dependent 1.16) 1.34) =
exposure* ' ' § 0.6 DAAuntreated (n =
DAA start time after HCC CR S ated (n = 128)
O
" <6 mos 0.90 (0.67- 1.04 (0.74- T 0.4
= > 6 mos 1.21) ° 0.2
0.90 (0.64- 2
1.27)
Median 10.4 mos of follow-up, adjusted for age, sex, site, CP, AFP, 0 10 20 30 40 50
tumor burden, HCC therapy. Study excluded those with recurrent
HCC within 30 days of cure. Mos Since HCC Complete Response

- Stratified by receipt of DAA therapy.
Aev napatnpeitatl avénon vtotponnc tov HKK pe Oepaneia pe DAA peta

 Anen iaan(ﬁcbscn HCV-cuc)ﬁstt opevou HKK
\ ingal. Gastroenterol. 2019;[Epub]. Singal. AASLD 2018. Abstr 92.




Mpwwin vrotpotn HKK peta oo Oepamreix ue DAAs??

» Elvat TTlOatvi N TTpUdLUn UTTOTPOTTH, ELOLKKX OE€ XTEAWG
OepxtrevBev HKK

» AvTLOeT, N uou<po>$g\>c'>.vw( vTroTpoTr HKK d€v
PXLVETKL VX XTTOTEAEL LOXLPN TILOXVOTNTX, OEV
XTTOKAELETXL OMWC N EUPARVLON VEWV ECTLWV O€
KLpPWTLKOUC XTOEVELC, OTTOTE MIAXME YLX
KETTLTITWON/ENPXVLON» KXL OXL «LTTOTPOTIN» TOL HKK

» 'OAOI Ol AZOENEIZ ME XHC (eLOLkX Ol KLppWTLKOL)
TIPETTEL TTPO BepxTTELlXC pE DAA
> Nox €Xouv TTpOOdXTN XELOTTLOTN XTTELKOVLON
o 'OTaxv vTrxpxet dtxyvwon HKK, TIPQTA OEPATIEYOYME

TON HKK, TTEPIMENOYME 4-6 MHNEZ KAI 2TH 2YNEXEIA
AINOYME DAA

- ZTENH TTAPAKOAOYOHZH META TH OEPATIEIA ME DAAs
gwg TOV TIpWTO XpOVo KXBe 3 PNVEC)




AvEnueEvVN eTTimTwon emxvxuoAvvong ue HCV oe PWID

OL xoBevelg pe xpovix NTTXTLTOX C TTOU KXVOULV XpNOoM
XTTXYOPEVHMEVWV OLOLWYV TIXPOLOLXTOLV XLENMEVN TTLOXVOTNTX
ETTRVXMOALVONC KXTTO TOV LO, ELOLKX 00Ol KXVOLV EVOOPAERLX XpNnom
(PWID), OTTw¢ €TTLONG KXL XUTOL TTOU €XOULV ETTLKLVOUVI TEEOULXALKN
OLUTTEPLPOPKX.

>TOUC XOOEVELC XLTOUC, OCUVIOTRTXL

OULVEXLON TNC YUXLXTPLKNG/PUXOAOYLKNC TTxpXKoAoLONoNC,

EVTXEN O€ X) TTIPOYPHMMXTX UTTOKXTXOTKRKONG ME XTTO TOU OTOMXTOC
EL OLVXTOV PXPMXKX,

KXxOwc KL B) O€ TTPOYPXMMXTX KOLVWVLKNG ETTXVEVTXRENG

>Toug xagBeveic xvToug ouvioTxTl HCV-RNA eTnoilwg kxBwcg kit
eTTiTNpnon Ywx HKK, xv elvaxt KLppwTLKOL 1] &V EXOUV KXL XAANO
TTXPXYOVTX KLVOUVOU, TT.X. KXTXXPNON XLOULALKNG XAKOOANG




AvEnuevn eTrimTwon emxvuoAvvong ue HCV age PWID

% 10 - Age |
S 5 (per 10 years) !
c _ ] |
E g _ Post-treatment i
@ , follow-up (per 1 year) !
o |
o |
S5 |
s Study population !
@ 44 - ¢ . (vs. OAT/no recent I
5 34 drug use) i
T _ |
£ 2 OAT/recent drug use | ©
2 1 |
= No OAT/recent I ®
00 | | , drug use :
Recent QAT Recent :
drug use Sy N=25 injecting D.|5 1I Dl:’ Jlr é‘
(study N = 33) igt E?Lgm”f:ﬁ; Adjusted rate ratio
HCV ':::S: :‘;;‘i‘:i';::”““ Study-level factors associated
based on recent drug use & OAT status with HCV reinfection rate

Hajarizadeh B et al, J Hepatol 2019;in press



Oodnylec TpotroTroinong TpoTrov Twnc

Etvakt yvwoTto oOT1L oL oxoBevelg Me xpovix nmotitiox C,
TTXPOLOLXCOUV ULENMEVN €eTTiTITwon 2A |l KXL KXPOLXYYELXKOU
KLVOUVOUL/ XONPpWUXTLKNG VOTOU

OXIVETKL OTL TIXPXTNPELTHL BEATLWON TOL YAUKXLMLKOU TTPOPIA KL
MELWON TOU KOPOLXYYELXKOU KLVOUVOUL OTOUC XOBOEVELC xuTOULC, OL
OTTOLOL OMWC O TTPETTEL VX !kOAOULOOULV EVV LYLELVO TPOTTO CTwNG
ME (XOKNOT KXL TTPOCEKTLKN OLXTPpOdn ME TTEPLOPLOMO ALTTWV KOXL
LOXTXVOP XKWV CUNTTEPIAXMPBXVOUEVOL TOU XAKOOA.




H ettimrtwon tou 2A/1000 oxvOpwTTOETN ATV
20.6 (95% Cl 19.6-21.6) o€ un BeputrevBevtec xoBevelg
19.8 (95%Cl 18.3-21.4 pyetax x1mo Bepxtreix ue PEG-IFN
9,89 (95% Cl 8.7-11.1 pyeTx 110 OepxtreEiex e DAAs, p<0.001
13.3 (95% Cl 12.2-14.5 o€ SVR }
19.2 (95% Cl 17.4-21.1 xwpic SVR P<0.0001
H HEYXAUTEPN MELWON TNC ETIITITWONC TIXPXTNPNONKE TE KLPPWTLKOUC
xoOevelc peTX x1TO SVR ne DAAs

Butt AA et al, Clin Infect Dis 2020:;70:1153-60



Meiwon emmirrwong 2A oe xoBeveic e XHC peTa x1mo Bepxrreix

1.0 1.0
Panel A Panel B
g 09 T 09
3 .
? @
3 3
£ 0.8 £ 0.8
= =2
0 o
= =
(o] o
> 0.7 2 0.7
5 3
8 2
2 06 S 06
(o Untreated vs. DAA treated: P<0 001 a Untreated vs. Treated with SVR: P=0001
* Untreated vs. PEG/RBV treated: P=061 Untreated vs. Treated no SVR: P=037
DAA vs. PEG/RBV treated: P<0.001 Treated with SVR vs. no SVR: P<0.001
0.5 05
0 1 2 3 4 5 6 7 b 9 10 0 1 2 3 4 5 6 7 8 9 10
Time in years Time in years
— Unireated DAA —  PEG ——  Unireated — Treated with SVR —— Treated no SVR
Years i 2 | 3] 4 5 | 6 | 7 1 8 ] 0 |10 Years 1 2 | 3 [ 45678 ]9 1
Untreated | 14502 | 11934 | 9821 | 8085 | 6582 | 5369 | 4295 | 3358 | 2636 | 1989 Untreated 14592 | 11934 | 9821 | 6085 | 6682 | 6369 | 4296 | 3368 | 2636 | 1989
DAA 11429 | 4634 | 1167 | 504 | 306 | 46 | 0 | 0 | 0 | 0 [ Treated SVR+ | 11672 | 6839 | 2706 | 2098 | 1815 | 1444 1188 | 957 | 755 504
PEG 3754 | 3605 | 3439 | 3265 | 3025 | 2740 | 2415 | 2029 | 1687 | 1375 Treated SVR- | 3511 2600 | 1690 | 1661 | 1576 | 1342 1228 | 1073 | 933| 791
Figure 2. Kaplan-Meier curves (these curves exclude prevalent DM). Abbreviations: DAA, directly acting antiviral agent; DM, diabetes mellitus; PEG, pegylated interferon;
RBV, ribavirin; SVR, sustained virologic response.

Butt AA et al, Clin Infect Dis 2020:;70:1153-60



ETTLITTOON KXPOLOXYYELXKWY CUUPBXUXTWY O0€ XOODEVELC
pue XHC kol OepxTreia

Incidence rate (95% CI) per 1000
Events, n patient-years of follow-up P value®

For all evaluable persons (unadjusted)

Untreated 1959 v4.5-26.8)
Treated overall 957 } 5.3-17.4) <.0001

For all evaluable persons (adjusted)”

Untreated 1959 25.4 (24.27-26.53)
Treated overall 957 16.51 (15.46-17.56) <.0001
For all evaluable persons (adju sted}b
Untreated 1959
Treated with PEG + RBV 739 .0002
Treated with DAA 218 <.0001
For those treated
SVR 528
No SVR 429 <.0001
By FIB-4 score at baseline
Treated
<1.25 284 16.8 (14.9-18.8)
1.26-3.25 472 15.5 (14.2-16.9) .35
=3.25 180 @ 5.9-21.3) 31
Untreated
<1.25 641 22.5 (20.8-24.2)

1.26-3.25 936 (25.3-28.8) 0003
-3.95 293 9.5437.2} <.0001

DAA, directly acting antiviral agent against hepatitis C virus; PEG, pegylated interferon; RBV, ribavirin; SVR, sustained virologic
response. Butt AA et al, Gastroenterology 2019;

=
P \alue compared with he Lalve i the figtigu of hat aroud. 156987996

\\\




SUMTTEPXOMNXTLKX, Ol XOO€EVELC ME Xpovix NTIXTLTOX C METX KTTO
eTTLTLUXN OepxTTELTIKN XVTLMETWTILON (SVR) pe DAAs, TtxpouvotxCouv
BeATiwon TNg emmpiwong kxt hetwon Tng emmimmrwong HKK, TTuAoiog

VTTEPTXONC, PNENC TNC XVTLPPOTINONG, eudavione A Il n/kat
KXPOLOXYYELXKWY CUMPBXVTWYV

Eoikx ywx Tov HKK, 0 KlvduvoC MELWVETKL ONMXVTLKX, OEV
ECXAELPETHL OMWC KXL YUXUTO, Ol (XOOEVELC ME TIPOXWPNUEVN
lvwon/kippwon (F3 kxt F4) ocuvioTXTXL OTTWG ULTTORBXAANOVTHL O€
emmiTnpnon ME U/S KL €PpyXoTnpLXKO €EAEYXO (KUPLWC €ENEYXO
OULVOETLKNC LKKVOTNTXC TOL NTTXTOC) KXOE 6 MNVEC

>€ xoBevelg pe LoTtoplk0 HCV-HKK n mrxpotkoAovOnon Bo TrpeTTeEL
TOUAXXLOTOV TOV TTPWTO XPOVO VKX YIVETXL KXO€E 3 UNVEC YLX TOV
EAEYXO TNG vTToTpOoTING TOL HKK




Ol xOB€EVELC ME TTUAXLX LDTTEPTXON KXL TTXPOLOLX KLPOWYV O0LTOPXYOU
O TTPETTEL VX TTXPXKOAOULOOUVTXL EVOOTKOTILKX BXOT 00NyLWYV

OL €evepyolL XPpNOTEC OKTTRYOPEUMEVWYV OULOLWV OB TIPETTEL VX
VTTOBXAAOVTXL ETTLTTAEOV €TNOLWCG O€ TTpocgoloplopo HCV-RNA, Aoyw
XUENMEVOL KLVOUVOUL ETTXVXMOALVONG, €V B TTPETTEL VX YLVETKL
TIPOOTTXOELX EVTXENC OE€ TIPOYPHRMMXTX LTTOKXTXOTHONG, LOXVLKX
ME OTTO TOU OTOMXTOC OKELXOMXTX KXOWC KXL PUXOAOYLKNG/
PUXLXTPLKNC LTTOOTNPLENG KXL KOLVWVLKNG ETTRVEVTXENC

ETTLITAEOV, AOYW XUENMEVNC ETTLTITWONG ZA KOL KXPOLOXYYELXKWYV
CULMBXVTWY, YIVETXL KKOOONYNON YLX TILO UYLEWVO Tpotro TwNC,
TTXpxkoAovBnon ookXxxpouv/HbAlTc kxBwg KXL YlX  TOXKTLKN
KXPOLOAOYLKN TTXpXKOAoLONoON o€ TIPOUTTIXPXOV
KXPOLOAOYLKO /OLXPNTOAOYLKO LOTOPLKO
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H avrammokpion otn Bgpartreia (SVR) YEIWVEL TNV
emimmrtwon Tou HKK og XHC ug mpoxwpnuévn iviwaon

100 -
= 80
@
E
o Mon SVRs
-g 60 -
5 5.85%
ke
S 40 p < 0.001
o 1
[
E 20
Lo b ] 1)
27 cyre  1-24%
0d _—
0 2 4 3] 8 10 12
time (years)
Patients aft risk:
SVRs 103 86 49 28 12 5 3
Mon SVRs 204 151 73 28 8 5 3

| \ Cardoso et al, J Hepatol 2010;52:652-7



Xpovia nmraTitida C: emrtnpnon HKK

» Ol KIpPpWTIKOI aoBeveic TTou emiTuyxavouv SVR
TTPETTEI VO TTapauEivouy dla Biou UTTO TTITRPNON YIA
HKK kaB¢e 6 prijvec pe U/S...

» Hemtmipnon yia HKK pe U/S kGBe 6 prveg
OUVIOTATAI VIO TOUG QOBEVEIC JE TTPOXWPNMEVN iVWwonN
(Metavir otadio F3 ) F4) (class |, level C), 600 kai Toug
aoBeveic TTou eTéTuXav SVR aAAG €xouv ivwon F3/4
(class I, level C)

EASL reccomendations on trx of Hepatitis C,2018
AASLD, IDSA, IAS of USA recommendations for testing, managing and
treating hepatitis C, Dec 2014




Achieving SVR is protective against HCC
development

Retrospective analysis of 1371 HCV-treated patients with a
median follow-up of 10 years: all patients

30
— Did not achieve SVR
$ —L_ Achieved SVR L
v 20
[
()
-_8 _|_I—|_|_‘_‘_H_ > P<0.0001
'5 10 _
@) _|_|_
I _I—I— P I N TR T TR N TR N N N T N
0 | o W T
0 5 10 15 20 25

Time (years)

Purevsambuu T et al. / Hepato/ 2014;60:552 abstract 0125



SVR significantly reduces risk of developing
HCC even in cirrhotic patients

Retrospective analysis of 1371 HCV-treated patients with a
median follow-up of 10 years: patients with fibrosis stage F4

30
- F4, did not achieve SVR
< - F4, achieved SVR o
v 20
< P=0.0009
=
o L1 1 1 1 1 |
S 10 M
8 : . | 1 |
T _ll_
—_
O —l

0 2 4 6 8 10 12 14 16 18 20 22 24

Purevsambuu T et al. / Hepato/ 2014;60:552 abstract 0125




Conclusion

People Who Never Had People Who Have Had

HC HC

» de novo HCC is not » HCC recurrence rate may
caused by DAAs, but may be higher with DAAs than
occur more than with IFN with IFN
because DAA patients are , Treat HCC (including
sicker, especially OLTx) before treating
decompensated HCV

» Consider limiting - Treat HCV after
surveillance after SVR to observation period of
those with cirrhosis 3-6 mos to confirm no

HCC recurrencel'!

> Discuss with patients—
image before treatment

> Close surveillance
1. Marrero. Hepatol. 2018;68:723.

Slide credit: clinicaloptions.com
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Additional Considerations for Maintaining

Liver Wellness After SVR

Reinfection risk

Alcohol use

Obesity

Pts who inject drugs and those with high-risk sexual
exposure at greatest HCV reinfection risk
Recommendations: for pts with ongoing risk for HCV

infection

— Counsel and educate on risk reduction
— Test HCV RNA annually

Alcohol use associated with liver fibrosis progression and
HCC risk with chronic HCV infection; less evidence in post-

SVR setting

Recommendations:
— Counsel avoidance of significant alcohol use in all pts and
abstinence for pts with advanced liver fibrosis or cirrhosis

Fatty liver disease can cause fibrosis/cirrhosis; diabetes
associated with unfavorable liver-related outcomes

Recommendations:
— Counsel lifestyle modifications, glycemic control

nes. September 2017. 0|

pRlogy. 2017;152:1578-1587.
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