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EASL Recommendations on Treatment of Hepatitis C 2018

Indications for treaiment: who should be treated?
Recommendations

age 1 et pregnant, haemodialysis patients,
incarcerated individuals} PA1).

« Patients with decompensated (Child-Pugh B or C) cirrho-

e All patients with HCV infection must be considered for

therapy, including treatment-naive patients and individ-
uals who failed to achieve SVR after prior treatment (A1).

ent should be considered without in
patients with significant fibrosis or cirrhosis (METAVIR
score F2, F3 or F4), including compensated (Child-Pugh
A) and decompensated (Child-Pugh B or C) cirrhosis, in
patients with clinically significant extra-hepatic mani-
festations (e.g. symptomatic vasculitis associated with
HCV-related mixed cryoglobulinaemia, HCV immune
complex-related nephropathy and non-Hodgkin B-cell
lymphoma), in patients with HCV recurrence after liver
transplantation, in patients at risk of a rapid evolution
of hver disease because of concurrent comorbidities
(non-liver solid organ or stem cell transplant recipients,
HBV coinfection, diabetes) and in individuals at risk of
transmitting Hen who have sex with men

with high-risk sexual practices, women of childbearing

sis and an indication for liver transplantation with a
MELD score 218-20 should be transplanted first and
treated after transplantation (B1).

¢ [f the waiting ime on a liver transplant list is more than

& months, patients with decompensated (Child-Pugh B
or C) cirrhosis with a MELD score 218-20 can be treated
before transplantation, although the clinical benefit for
these patients is not well established (B2).

o Treatment is generally not recommended in patients

with limited life expectancy due to non-liver-related
comorbidities (B2).

J Hepatol 2018; 69: 461-511
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People who inject drugs and patents receiving opioid
su bstitution therapy
Recommendations

PWIDs should be routinely and voluntarily tested for
anti-HCV antibodies and HCV EMNA PWIDs who are

HCV ENA-negative should be tested for HOW BNA annu-
ally and following amy high-risk injecting episode (A1)
PWIDs should be provided with appropriate access to
05T and clean drug injecting equipment as part of wide-
spread comprehensive  harm  reduction  pmograms,
including in prsons (A1)

All PWIDs who are infected with HOV have an indication
for antiviral therapy, as DAA-based therapies are safe
and effective in HOV-infected patients receiving 05T,
those with a history of ineding drug use and those
who recently injected drugs (A1),

HCV treatment should be offered to HOV-infected
patients n prison (B1 ).

Pre-therapeutic education should include discussions of
HCV transmission, risk factors for fbrosis progression,
treatmeent, reinfection risk, and ham reduction strate-
ges (Bl )

In patients on 05T, DAA-based anti-HCV therapy does
not require methadone or buprenorphine dose adjust-
ment (A1),

Harm reduction, education and counselling should be
provided to PWIDs in the context of HOV treatment to
prevent HOV reinfection following successful treatment
(B1).

Following SVE, monitoring for HOV reinfection ideally
through bi-annual, at least annual HOW ENA asse ssment
should be undertaken in PWIDs with an ongoing risk
behaviour (A1)

Retreatment should be made available, if reinfection i
identified during post-SVE follow-up (A1)

Ynotpebnsawwme WHbEKUNOHHbIE HAPKOTUKU
nuua JormkHbl ObiTb obecrneyeHbl AOCTYNOM K
3aMeCTUTENIbHOM  OnMOMOHOW  Tepanuun U
YMCTbIM OBopyagoBaHMEM ONS UHBEKLWUOHHOIO
ynoTpebrneHnsa HapKOTUKOB ..., B TOM 4uCIe B
TIOpbMaXx

Bcem ynoTpebnsowmm WHBEKLIMOHHbIE
HapPKOTUKN nuuam, uHdunumpoBaHHbiM HCV,
nokasaHa npotusoBupycHagqa tepanua Mg
IleyeHne pormkHO ObITb NpegnoxeHo HCV-
NHPULUMPOBAHHBIM NauMeHTam B THOpbMe

J Hepatol 2018; 69: 461-511
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Table 3. HCV DAAs approved in Europe in 2018 and recommended in this document.

Posology

Product Presentation
Pangenotypic drugs or drug combinations
Sofosbuvir Tablets containing 400 mg of sofosbuvir
Sofos huvi Tablets containing 400 mg of sofosbuvir and 100 mg of velpatasvir
Sofosbuvirfvélpatasiiy/ Tablets containing 400 mg of sofosbuvir, 100 mg of velpatasvir and 100 mg of
................... voxilaprevir
Glecaprevir|pibrentasvir Tablets containing 100 mg of glecaprevir and 40 mg of pibrentasvir
Genotype-specific drugs or drug combinations
Sofosbuvi r Tablets containing 400 mg of sofosbuvir and 90 mg of ledipasvir
Paritaprevirjombitasvir/ Tablets containing 75 mg of pariaprevir, 12.5 mg of ombitasvir and 50 mg of
ritonavir ritonavir
Dasabuvir Tablets containing 250 mg of dasabuvir
Grazoprevir/elbasvir Tablets containing 100 mg of grazoprevir and 50 mg of elbasvir

One tablet once daily
One tablet once daily
One tablet once daily

Three tablets once daily

One tablet once daily
Two tablets once daily

One tablet twice daily {morning and
evening)
One tablet once daily

DAA direct-acting antiviral: HCV. hepatitis C virus.

<> -drugs not registered in the Russian Federation

J Hepatol 2018; 69: 461-511



The choice in Russia is poorer than in Europe,

RV -y L oo o R e R R Lt WM P IAREIRRGI 5l
% i i e Y et Sy i 2 kT o ' VA
R Nl s 5 o s
3 T e

"—"“

but this is a choice from what is available!



EASL Recommendations on Treatment of Hepatitis C 2018

If cirrhosis can be reliably excluded by means of a non-
invasive marker in treatment-naive patients, the combi-
nation of glecaprevir and pibrentasvir can be adminis-
tered for 8 weeks only (A1).

Generic drugs can be used, provided that quality controls
are met and guaranteed by the provider (A1).

Possible drug-drug interactions should be carefully
checked and dose modifications implemented when nec-
essary (Al).

Given the high SVR12 rates expected with these regi-
mens across all groups of patients if adherent, checking
SVR12 12 weeks after the end of treatment is dispens-
able (B1).

Patients with high-risk behaviours and risk of reinfection
should be tested for SVR12 and yearly thereafter when-
ever possible (B1).

In patients with advanced fibrosis (F3) or compensated
cirrhosis (F4), post-SVR surveillance for the diagnosis
of HCC and linkage to care must be provided when treat-
ment for HCC is available (A1).

[KeHeprKM MOryT UCMonb30oBaTbCsa Mpu
YCNOBUWN, 4YTO  KOHTPOSib  KadecTBa
obecneunmBaeTcs WM rapaHTUMpylOTCH

NOCTaBLLNKOM

J Hepatol 2018; 69: 461-511



Criminal Code of the Russian Federation

3AKOHDBbI 1 KOAEKCBHI

YTOJIOBHBIN
KOTEKC

POCCHHCKOY ®EJEPAIIUH

TEKCT C UBMEHEHUSIMH U JIOIIOJTHEHHSIM U
Ha 20 mas 2018 roga

Ctatbsa 238.1. OOGpaweHue danbcuhUMpoBaHHbIX,
HeaoOOpoKavYeCTBEHHbIX W He3aperMcTpupoBaHHbIX
NleKapCTBEHHbIX CpPeAcTB, MeAULUMHCKUX U3fenuim u
obopoTt danbcucpuumMpoBaHHbIX Guonornyecku

aKTUBHbIX 000aBOK
(BBegeHa PegepanbHbiM 3akoHOM OT 31.12.2014 N 532-03)

Article 238.1. Circulation of counterfeit, substandard
and unregistered medicines, medical devices and

turnover of counterfeit dietary supplements
(introduced by Federal Law dated December 31, 2014 N 532-F2)
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Recommendations

& Patients with decompensated (Child-Pugh B or C) cirrho-
515 should be treated in experienced centres with easy
access to lver transplantation and close monitoring dur-
ing therapy is required, with the possibility of stopping
therapy with evidence of worsening decompensation
during treatment (A1),

» Patients with decompensated (Child-Pugh B or C) cirrho-
sis, without HCC, awaiting bver transplantation with a
MELD score <18-20 should be treated prior to liver
transplantaton Treatment should be initiated as soon
as possible in order to complete a full treatment course
before transplantation and assess the effect of SVE on
liver functon, because significant impovement in liver
function may lead to delisting in selected cases (A1),

& Protease inhibitors-containing regimens are contraindi-
cated in patients with decompensated (Child-Pugh B or
C) cirrhosis (A1)
sis, without HCC, awaiting bver transplantation with a

pre <18-20 can be treated with sofosbuvir and

‘lm' genotypes 1, 4, 5 and 6), or withsofosbuvir

and all genotypes ), with daily weight-based

1,000 or 1,200 mg in patients <75 kg or =75 kg,

res piectively) for 12 weeks (A1),

rhosis without HOC awaiting liver transplantation with a
MELD score <18-20 treated with sofgshpyir, and ledi-

pasvir with ribavirin, o with sofosbuyir an€yelpatasyid

with ribavirin, ribavirin can be started at the dose of 600
mg daily and the dose subsequently adjusted depending
on tolerance (B1).

& Patients with decompensated (Child-Pugh B or C) cirrho-

poor tolerance to ribavirin on treatment shoukd psoen
the fixed-dose combination of sg syt ;m&

[ genotypes 1,4, 5 or 6), or the fixed-dose combination of

Eu.lﬁ_as_lzlu_v_ir_iall genoty pes ), for 24 weeks
without ribavirin (A1

The higher risk of adverse events reported in patients
with decompensated drrhosis awaiting liver transplan-
tation necessitates appropriately frequent clinical and
laboratory assessments during and after HOV therapy
(B1).

Patients with decompensated cirrhosis without HCC
awaiting liver transplantation with a MELD score = 18-

20 should be transplanted first, without antiviral treat-
ment, HOV infection should be treated after liver trans-

plantation (B1).

Patents with decompensated cirrhosis without HCOC
awaiting liver transplantation with a MELD score = 18-
20 can be treated before transplantation if the waiting
time on the transplant list exceeds 6 months, depending
on the local situation (B2).

> -drugs not registered in the Russian Federation

J Hepatol 2018; 69: 461-511
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Treatment of special groups
HBV coinfection

Recommendations

o Patients with HBV-HCV coinfection should be treated
with the same anti-HCV regimens, following the same
rules as HCV monoinfected patients (B1).

« Patients coinfected with HCV and HBV fulfilling the stan-
dard criteria for HBV treatment should receive nucle-
oside/nucleotide analogue treatment according to the
EASL 2017 Clinical Practice Guidelines on the manage-
ment of hepatitis B virus infection (A1).

« Patients who are HBs antigen-positive should receive
nucleoside/nucleotide analogue prophylaxis at least
until week 12 post anti-HCV therapy and be monitored
monthly if HBV treatment is stopped (B1).

« In patients who are HBs antigen-negative but anti-HBc
antibody-positive, serum ALT levels should be maoni-
tored monthly, HBs antigen and HBV DNA should be
tested if ALT levels do not normalise or rise during or
after anti-HCV therapy, and nucleoside/nucleotide ana-
logue therapy should be initiated if HBs antigen and/or
HBV DNA are present (B1).

« HBs antigen-negative, anti-HBc antibody-positive
patients undergoing anti-HCV treatment should be mon-
itored monthly for ALT and tested for HBs antigen and
HBV DNA in case of ALT elevation (B1). J Hepatol 2018; 69: 461-511




Occult hepatitis B virus infection

e Definition: Presence of HBV DNA in the liver (with detectable or
undetectable HBV DNA in the serum) of individuals testing HBsAg negative

by currently available assays.

When detectable, the amount of HBV DNA in the serum is usually very low (< 200 [U/ml)

International workshop on occult hepatitis B virus (HBV) infection (OBI). J Hepatol 2008; 49: 652—-657.



Natural history of chronic HBV infection

HBeAg- HBeAg- HBeAg- HBeAg- HBSAQ.
positive positive negative negative ne atise
chronic HBV chronic chronic HBV chronic aase
infection hepatitis B infection hepatitis B P
t 4
HBsAg+ HBsAg -
€ |
e HBeAg+ Se HBeAg -/anti-HBe+ ]
BV DNA SONL > 2000 1U/ml
. <2000 IU/ml
2x10811 |U/ml N <200 IU/ml

2x10°° U/ ml

e

moderate or severe liver moderate or severe livet
minimal or no liver necroinflammation . . necroinflammation 1 | .
necroinflammation or minimal or no liver = minimal or no liver
fibrosis . . necroinflammation ) . l € = necroinflammation
cirrhosis cirrhosis .
HBV-nHpeKkyms XpoHun4yeckumm HBV-nnpekyma PeaKktneauus . JlaTeHTHasn
6e3 renatuTa renaTtur bes3 renatuTa XpOHMYeckoro renatuta = HBV-uHdpekums .
-

Based on : EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection. J Hepatol 2017; 67: 370 —398.
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cause af kvor disoase, ranging from acute to chronic
hepatitis, cirrhosis, and hepatooalular carcinoma.

Although estimates vary regarding the prevalenca
of HEV-HCV co-infoction, @ is common in geographic
araas where both infections are endamic and in popu-
latins at high risk for both sinuses because of thair
common routes of tansmission (12, 13k The prava
lenice af HEY co-infedsan in 2 U.S. Vatarans Aftirs pa-
tignt cohorts with chronic HCY infection was as high as
A7% to 5T [ 14-1T)

Hepatitis B wirus reactivation (HEV-K) is dafined as
an abrupt inorease in HAY roplication in 2 patiant with
inactiva ar resolvad HBY infoction (18] Although HEV.R
Wiary DoCul spontarsoushy, ® s more frequant in pe-
ticnts with immunodefidency dse to HIY (19, autaim-
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EASL Recommendations on Treatment of Hepatitis C 2018

Simplified treatment of chronic hepatitis C with
pangenotypic drug regimens in patients without
cirrhosis and in patients with compensated (Child-
Pugh A) cirrhosis

e If cirrhosis can be reliably excluded by means of a non-
invasive marker in treatment-naive patients, the combi-
nation of glecaprevir and pibrentasvir can be adminis-
tered for 8 weeks only (A1).

e Generic drugs can be used, provided that quality controls
are met and guaranteed by the provider (A1).

e Possible drug-drug interactions should be carefully
checked and dose modifications implemented when nec-
essary (A1),

e Given the high SVR12 rates expected with these regi-
mens across all groups of patients if adherent, checking
SVR12 12 weeks after the end of treatment is dispens-
able (B1).

e Patients with high-risk behaviours and risk of reinfection
should be tested for SVR12 and yearly thereafter when-
ever possible (B1).

e In patients with advanced fibrosis (F3) or compensated
cirrhosis (F4), post-SVR surveillance for the diagnosis
of HCC and linkage to care must be provided when treat-
ment for HCC is available (A1).

Recommendations

A sensitive molecular method with a lower limit of
detection =15 1U/ml should be used to monitor HCV
RNA levels in serum or plasma (A1)

¢ In low- or middle-income countries and in specific set-
tings in high-income countries, a qualitative HCV RNA
assay with a lower limit of detection =1,0001U/ml (3.0
Log,oIU/ml) can be used to provide broad affordable
access to HCV diagnosis and care (B1).

¢ Measurement of HCV core antigen levels in serum or
plasma by EIA can be used as an alternative to HCV
RNA level measurement to monitor treatment efficacy
when HCV RNA assays are not available andfor not
affordable (A1).

e In patients treated with an IFN-free regimen, HCV RNA
or HCV core antigen levels should be measured at base-
line and 12 or 24 weeks after the end of therapy (to
assess SVR12 or SVR24, respectively) (A1).

e In some parts of the world, given the high SVR12 rates
expected with DAA-based regimens, checking SVR may
be dispensable, except in patients with high-risk beha-
viours and risk of reinfection (B2).
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YuyutbiBag BbiCOKME nokasatenn YBO12,
oXugaemble MNpuM  3TUX pPexmmax BO BCeX
rpynnax naumMeHTOB, €Cfi OHWU NpuBEPXEHbI
nedvenuto, npoeepka YBO u4epes 12 Hepenb
Nocrie OKOHYaHUA neyvyeHnsa HeobsizaTenbHa

B HekoTOpbIX YacTax Mupa, y4nTbiBasi BbICOKUE
nokasatenn YBO12 npu mncrnonb3oBaHUM CXeM
Ha OCHOBe rrrgd, npoBepka YBO
Heobs3aTerbHa, 3a UCKMIYEHNEM NaLMeHToB C
PUCKOBaHHbLIM nosegeHnem n PUCKOM
penHdekunm

J Hepatol 2018; 69: 461-511
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Treatment of HCV Infection
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IFN, interferon-a; PegIFN, peginterferon-a; RBV, ribavirin; DAA, direct-acting antiviral; PI, protease inhibitors;

SVR, sustained virological response



Coneclusion

* Russian specificity impacts on the use of EASL Recommendations on Treatment
of Hepatitis C in real clinical practice
* Poccuuckaa cneuucuka HaknaabiBaeT OTNEYaTtok Ha  UCNonb3oBaHUe

pekomeHaauun EASL no neveHuto renatuta C B peanbHOW KNUHUYECKOW NpaKTUKe

« Only serious work on harmonization of domestic standards with the best
international ones will allow to solve the problem of controlling HCV infection in
Russia

« Tonbko cepbe3Has pabota NO NPUBEAEHUI0 B COOTBETCTBUE OTEYECTBEHHbIX
CTaHOapToB C NyYWMMWU MeXAyHapoAHbiMM o6pasuamu NO3BONUT NPUGNU3UTCA K

peLwenuio 3agavm no koHtpono Haa HCV-uHgekuven B Poccun



