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inikalinfekcnich a tropickych nemoci 1985 recombinant DNA technology
1. LF UK a Nemocnice Na Bulovce 1989 HCV was identified
(Alter, Houghton, Rice — 2020 The Nobel Prize)
1990 HEV was identified (Balayan)
2020/2021 1994 HFV, but existence of HFV as well as HF was
not confirmed later
1995 HGV was identified (later renamed on GBV-C)

Pivodee v 3 v Pivodee HDV (delta agens)

Celed” (Family) cC da adna a a Celed” (Family)

Velikost
Genom

Podet genotypii (GT) nejmént § Osm, ale GT 1, 2, 3 a 4 jsou nejdaleZitjsi
ypit

> 120 subtypii
2B Ink. doba (dny) 0 1560
15150
T4 m.mumm prenos
(vepH, kanci a jelenovits zviFata)

vzient

- vertikilng

0 %, d ai: Piechod do k e vitSing e Inhibuje HIV
nunokompe < chronicity s tec
imunokompromito

HBsAg anti-HCV ke anti- g anti-HEV 1gM
HBeAg a akutni infel BsAg a/nebo HEV RNA (z¢
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Fulminantni pribh
krajné vziené usuperinfek
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V prosinci 1994 publikovana zprava o prenosu HA akutni -
agens, ktery zptsobuje non-A, non-E hepatitidu
u opic

Virus-like particles o praméru 27-37 nm byly Haen ogesni
detekovany ve stolici francouzskych pacientt (dfive oznadovina jako

infekce divokym

a v jatrech a stolicich infikovanych zvirat o

Agens bylo oznaceno jako hepatitis French HE chr onlcka e
virus (HFV) a analyzou virového genomu (Hfvormafvioainfokce

Zjiéténa dVOJVléknlta' DNA e-minus mutantou)
St. po vakcinaci

(Journal of Gastroenterology and Hepatology 2001;16(2):124-131) proti HB

HC akutni nebo

chronicka

HB akutni

Existence tohoto viru pozdéji potvrzena nebyla!!

HE akutni




Virology of Acute Hepatitis A

Fecal HAV
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Source: AASLD, 2000

Acute HBYV Infection with Recovery
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Relapsing Hepatitis A

Fecal HAV

Viremia

Progression to Chronic HBV Infection
Typical Serologic Course

Acute Chronic
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Hepatitis E Virus Infection
Typical Serologic Course
Symptoms
ALT _1eG anti:HEV
o
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o« /‘
II/ // \\IgM anti-HEV

Virus in stool ﬁ_
/

Weeks after Exposure
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[ HEV in blood (of ~1-2 weeks duration)
[ HEV in stool (of ~3-4 weeks duration)
: Jaundice (of ~3-4 weeks duration)

19G anti-HEV

Start of symptoms

!

IgM anti-HEV

Titre of antibody or ALT levels (arbitrary units)

1 Time (weeks)
-4 -2 0 2 4 8 10

Odhadovana prevalence HDV infekce
(World Journal of Gastroenterology 2019;25(32):4580-4597)

Genotype 1

Genotype 1

Genotype 3
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O Intermediate
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O veryiow

O Insufficient data

Acute VH in CR reported to Epidat and to ISIN
(HC = acute HC + chronic HC firstly diagnosed together)
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Previous theory about HE prevalance

Geographic Distribution of Hepatitis E

Outhreaks ar Confirmed Infedtion in = 23% of Sporadic Mon-2BC Hepatitis

Vyskyt HE ve svété
(Journal Epidemiology, Microbiology, Immunology 2015;64(2):72-78)

s

skytviru hepatitdy E (HEV)
= endemické oblasti
= sporadicky viskyt
= bezvyskytu / nejsou data
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. -] v, v N
Vysky1' genotypu HEV ve sveté ., HepatitidaE, CR, 1996-2019, hisgena onemocnéni
(Hepatic Medicine:Evidence and Research 2014,6:45-59)
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Phylogenetic relationship of hepeviruses identified in
various hosts

Virology of HEV

Hepeviridae viruses infect

mammals, birds and fish More distant

% Avian w

A -
- o) '

Strains infecting humans
belong to the Orthohepevirus

N -
genus, species A
A 3 o

Species A comprises — ostly Asi rica ’

P p! | E Mostly Asia, Africa Ferret gl

= - » .
A gt2

~Only infect humans « Endemic in animal « Have only been «GT 7 identified in / /
* Faecal-oral spread species; eg, pigs and reported in wild boar patient regularly / h R

via contaminated wild boar consuming camel

water + Zoonotic infections in meat and milk
« Large outbreaks humans « Have since been Swedish

« Brief, self-limiting

«Never chronic

« High mortality in
pregnancy (25%)

+ High-income countries
« China: GT 4 most

common

+S. America: GT 3 only

EASL CPG HEV. J Hepatol 2018;doi: 101016/} jhep.2018.03.005 [Epub ahead of print]

identified in camels

EASL

006

Debing Y, et al. ) Hepatol 201665:200-12

moose
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Promyka mungo & promyka indickd RSV O & S 211 Wil

» ~20 million infections worldwide
— 3 million symptomatic cases and 70,000 deaths/year*
— WHO guidelines should be consulted for management of outbreaks
of acute HEV in resource-limited settings
« Brief, self-limiting, usually in young adults
» Never chronic Uy
— Acute-on-chronic liver failure possible
« High mortality in pregnancy (25%)

Recommendations

« Travellers with hepatitis returning from areas endemic for HEV/
GT 1 or 2 should be tested for HEV

Promyka mungo (Herpestes edwardsii, ang]. mongoose) + Pregnant women with HEV GT 1 or 2 should be transferred
e promykovita selma a vysszUJe se na jihu Asie. to aliver transplant unit if iver failure occurs
ovi i velké a rrudce Jedovaté hady. | .
Indové u s oblibou davaji détem a nechdvaiji ji prespdvat v
détskych pokojich (jako domdciho mazlicka,ale i jako ochranu -
pFed ady 3 “Data from 2005 EASI:
EASL CPG HEV.  Hepatol 201800 10,1016 hep 2018.03,005 [Epub ahead ofpin]

. ; ; o nsmission and disease progression in
HEV GT 3 and 4: epidemiology n transplanted individuals

Endemic in some developing countries, as well as most high-income
countries

HEV GT 3 are the most common cause of acute viral hepatitis in
many European countries

Estimated that =2 million locally acquired HEV infections/year N 4

— Most as a result of zoonotic infection HEV
« Primary hosts are pigs ‘ Solid organ transplanted individuals with HEV infection ‘

Fruits
.— Vegetables

Transplantation
of infected organs

50-60%*

HEV GT 3 and 4 tend to affect older males 40-50% [
— In an English study, male:female ratio was 3:1; median age, 63 years*
Chronic infection

Incidence varies between and within countries, and over time
Cirrhosis

— Multiple ‘hotspots’ of HEV infection in Europe
Death
Need for LTx

EASL EASL

Behrend: P, et al. J Hepatol 2014;61:1418-29

1. Dalton HR, et al. Eur J Gastroenterol Hepatol 2008;20:784-90;
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}jhep.2018.03.005 [Epub ahead of print]

Management of chronic HEV infection I.

Treatment of acute HEV infection

B Grade of evidence Ml Grade of recommendation

« Acute HEV infection does not usually require antiviral therapy*
* Most cases of HEV infection are spontaneously cleared

Recommendations
Decrease immunosuppression at diagnosis of

~ Some patients may progress to liver failure . chronic HEV infection in solid organ transplant B 1
- Ribavirin recipients, if possible
« Early therapy of acute HEV may shorten course of disease and reduce « Give ribavirin for 12 weeks in patients with persisting 2 .
overall morbidity HEV replication 3 months after detection of HEV RNA
Monitoring of HEV RNA
Recommendation W Grade of evidence Ml Grade of recommendation +Assess in serum and stool at the end of scheduled period B 1
R L. N N of ribavirin therapy
* Ribavirin treatment may be (_:c_msuiered n +Stop ribavirin if undetectable in both serum and stool C 2
cases of severe acute hepatltls or acute-on- Cc 2
chronic liver failure |
EASL

EASL CPG HEV. J Hepatol 2018;doi: 101016/} jhep.2018.03.005 [Epub ahead of prin{]

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}jnep.2018.03.005 [Epub ahead of print]
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Extrahepatic manifestations of HEV are

Management of chronic HEV infection II.

increasingly recognized

. L . . Organ system Clinical syndrome Notes
« Optimal treatment duration in patients who test HEV RNA positive
after 4 or 8 weeks of therapy and who are HEV RNA negative after I * o o ement | * ol Saops curological inury (n HEV GT 3)
12 weeks of therapy is unknown* E’uasvﬁ:lr‘;,a%ﬁ»a'{:rrar\le;nsdynag;onr‘n"e‘e‘”C) Most (>90%) cases in the immunocompetent
Opti . . . Guillain-Barré syndrome*
. ptimal therapeutic approach unknown in patients who show no Meningoencephalitis*

Mononeuritis multiplex

response to ribavirin and/or who relapse after retreatment*

Myositis
Bell's palsy, vestibular neuritis and
peripheral neuropathy

" P S ——— Membranoproliferative and « Mainly immunosuppressed GT 3-infected patients
Recommendations U - membranous < Renal funciion mproves and proteinuria levels
glomerulonephritis decrease following HEV clearance
« If HEV RNA s still detectable in serum and/or stool IgA nephropathy
Haematological Thrombocytopenia « Mild is common;

after 12 weeks, ribavirin monotherapy may be c 5
continued for an additional 3 months (6 months
therapy overall)

Liver transplant recipients who show no response to

Monoclonal immunoglobulin e
Cryoglobulinaemia Reported in 25% of cases of acute HEV in UK study
Aplastic anaemiat « Occurs mainly in association with renal disease

Haemolytic anaemiat

ribavirin can be considered for treatment with C 2 Acute pancreatitis « 55 cases worldwide. HEV GT 1 only; usually mild
’ i
pegylated interferon-a Q’;gggfdms,

Autoimmune thyroiditis"

EASL “There is good evidence to support a causal role for HEV and these associated conditions EASL
“Grade of evidence C - For the other extrahepatic manifestations, causality remains to be established; *Case reports only
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j jhep.2018.03.005 [Epub ahead of print] " - EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j jhep.2018.03.005 [Epub ahead of print]
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Epidemiology and public health burden’

Natural History of Chronic HBV
Infection

*  Worldwide =250 million chronic HBsAg carriers?®

* 686,000 deaths from HBV-related liver disease and HCC in 20134
Irmmune Contrl
(Nonreplicative)

HBsAg prevalence, adults (19-49 years), 2005

<2% Decreasing prevalence HBV DNA
2-4% in some endemic
5-7% countries, e.g. Taiwan’

‘ Possible reasons

. + Improved
Not applicable R ornic
status
ke « Vaccination

Effective treatments

HBeAg- HBeAb+

Increasing prevalence in

some European countries:**
Migration from high
endemic countries

1 Mos-Yrs Mos-Yrs
Infection
EASL Yim HJ, et al. Hepatology 2006;43:5173-S181.




CUNICAL CARE OPTION!

4 Phases of Chronic HBV Infection

Current Understanding of HBV Infection

ALT activity

HBV DNA

Inactive Reactivation

Carrier State

Immune
Clearance

Immune
Tolerant
Minimal

inflamma
and fibrosis

Chronic active Active
inflammation inflammation

L Optime

Yim HJ, et al. Natural history of chronic hepatitis B virus infection: what we knew In 1981 and what we know in 2005
Hepatology. 2006:43:5173-5181. Copyright © 19992012 John Wiley & Sons, Inc. All Rights Reserved

HBV Reactivation: Overview

Clinical syndrome characterized by an increase in HBV
DNA and ALT/AST with or without symptoms or jaundice

Occurs in pts with active (HBsAg+) and resolved (HBsAg-,
anti-HBc+) HBV infection

Wide clinical spectrum
Ranges from silent to acute liver failure (fibrosing cholestatic hepatitis)

Can occur during treatment with many immunosuppressive
agents
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CUNICAL CARE OPTION!

Subset of Agents Reported to Cause

HBV Reactivation

Class
Corticosteroids

Antitumor antibiotics

Plant alkaloids
Alkylating agents

Antimetabolites

Monoclonal antibodies
Others

Dexamethasone, methylprednisolone, prednisolone

Actinomycin D, bleomycin, daunorubicin, doxorubicin,
epirubicin, mitomycin-C

Vinblastine, vincristine

Carboplatin, chlorambucil, cisplatin, cyclophosphamide,
ifosfamide

Azauridine, cytarabine, fluouracil, gemcitabine,
mercaptopurine, methotrexate, thioguanine

Alemtuzumab, rituximab

Colaspase, docetaxel, etoposide, fludarabine, folinic
acid, interferon, procarbazine

Yeo W, et al. Hepatology. 2006432

Nova nomenklatura chronické HBV

infekce

cka HBYV infekce = dynamicky proces odraZejici interakce
mezi replikaci HBV a imunitnim systémem
* Ne vSichni pacienti s chronickou HBV infekei maji chronickou

hepatitidu B

1. HBeAg pozitivni chronicka HBYV infekce
(d¥ive ,,imunotolerantni faze*)
2. HBeAq pozitivni chronicka hepatitida B
3. HBeAg negativni chronicka HBV infekce
(d¥ive ,,inaktivni nosi¢stvi*)
4. HBeAd negativni chronicka hepatitida B
5. HBsAg negativni faze
(také ,,okultni HBV infekce*)

Natural History of HBV: New Nomenclature From EASL

HBsAg High interrlrif:iiate Low Intermediate Negative
HBeAg Positive Positive Negative Negative Negative
| HBV DNA S17IU/mL | 100 107IU/mL | <20001U/mL* | >20001U/mL | Undetectable* |
AT Normal Elevated Normal Elevated* Normal
| Liver disease | None/minimal | Maderate/severe None Moderate/severe None? |
Older term Immune immune reactive madive HBeAg neguﬂ_v? HMQ negert_i\_rs,
tolerant HBeAg positive carrier chronic hepatitis | anti-HBc positive

tsigns of ¢

ranic hepatitis. Persistently o

ntermittently.
rrhosis developed before HBsAg loss

k 0

Natural History of HBV and Treatment Indications

HBeAg Positive HBeAg Negative Resolved HBY

Parameter

Chronic/nfection  ChronicHepatitis  ChronicInfection  Chronic Hepatitis Infection
old Immune Immunereactive Inactive HBeAg negative HBsAg negative,
terminology tolerant HBeAg positive carrier chronic hepatitis anti-HBc positive
HBsAg High High/intermediate Low Intermediate Negative
HBeAg Positive Positive Negative Negative Negative
HBV DNA >107IUfmL 10%10 107 IUfmL <2000 IU/mL* > 20001U/mL Undetectable
AT Normal Elevated Normal Elevated' Normal
Liver disease None/minimal Moderate/severe None Moderate/severe None
BEEED Low Moderateto high Low Moderatetahigh None (HCC)
progression
Treatment Not indicated® Indicated Not indicated Indicated Not indicated®

*HBY DNA levels up ta 20,000 1U/mL can occur without signs of chranic hepatitis, "Persistently o intermittently. *Treatment is indicated in some

patients. *Prophylaxis for select cases,

EASL | Hepatel 201767370

Slide credit: clinicaloptior
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Evolution of Chronic HBV Therapy Over
Time

Nucleos(t)ide analogues (NA)

*famciklovir — analogue of deoxygunosin (Famvir ™)

Peginterferon alfa-2a *lamivudine (3TC, LAM) — analogue of deoxycytidin (Zeffix™)
*adefovir dipivoxil (ADV) — analogue of JAMP (Hepsera™)

Lamivudine Entecavir Tenofovir
*tenofovir —similar as ADV 2
TDF = tenofovir disoproxil fumarate (Viread™)

TAF = tenofovir alafenamide (Vemlidy™)

Interferon alfa-2b Adefovir Telbivudine

*entecavir (ETC) —analogue of deoxyguanin (Baraclude™)
*emtricitabine (FTC) — analogue of cytosinu (Emtriva™)
*clevudine (LFMAU) —analogue of pyrimidin (Levoril™, Revovir™)

*telbivudine (LdT) — analogue of L-deoxythymidin (Sebivo™)

Dlrationto Cum.ulative incide_nce _of HBV resistance for lamivudine (L_AM),

— adefovir (ADV), telbivudine (TBV), entecavir (ETV), tenofovir (TDF)
;'J;—Lr{-)am C and tenofovir alafenamide (TAF) in pivotal trials in nucleos(t)ide-
approd ch naive patients with chronic HB (Hepatology 2014;60:313A-317A)

-IFN
80

RISWithout: ClH: To HBsAg . o0
To HBeAg disappearance
disappearance X *
analogue - and HBsAg persistency so = —
(TDF, ETC, TAF) hs | very often to the -
end of the life " 0 roka
24 Wrok 5
HBV DNA HBV DNA .-n mﬂ .
antiviral therapy | >2 000 IU/mL| >2 000 IU/mL 0 I
depends of (>10# copies/mL) (>10* copies/mL) . om i o:zl '_’_' 00000 00
Vlrem Ia LAM ADV BV ETV TOF TAF

PeglFN vs Nucleos(t)ide Analogues

Cumulative incidence of HBV resistance to NAs in pivotal trials

in NA-naive patients with chronic hepatitis Bt PeglFN Nucleos(t)ide Analogues
80 1year Pro Con Pro Con
70 5 " 2 years = Finite course of = SQadministration = PO administration = Need for long-

3years therapy = Frequent AEs = Infrequent AEs term or indefinite
60 M 4 years = No resistance = Contraindicatedin = Safe at all stages of therapy
50 49 5years = Higher rate of patients with disease, including = Potential for
HBeAg loss in cirrhosis, in decompensated drug resistance
401 38 1yr pregnancy, with cirrhosis?
30 29 = Higher rate of acute hepatitis B, = Safe in immuno-
24 HBsAg loss with and who are compromised
20 18 17 short duration immunosuppressed populations
1 therapy* = Selected drugs
10 . 4 1 probably safe in
o 0 02052 00000 00 pregnancy
LAM ADV TBV ETV TDFt TAF *Particularly for HBeAg-positive patients with genotype A infection

“Evidence level I, grade of recommendation 1; Collation of currently available data — not from head-to-head studies;
#No evidence of resistance has been shown after 8 years of TDF treatment

EASL CPG HBV. J Hepalol 2017,67:370-98

EASL

tRecent case report of lactic acidosis in severe liver failure.

Lok AS, et al. Hep:
Hepatology. 2010
Hepatology

2007;45:507-538. Lok AS, et al. Hepatology.

3-747, Buster EH, et al. Gastroenterology. 2008
001-2006

0:661-662. Lok AS
9-467. Lange CM, et al




Indikace k pouziti antivirotik u pacientti st HBV. infekcil
(EASL 2017 Clinical Practice Guidelines)

HBeAq-pozitivni nebo HBeA-negativni chr: a HB
(jsou zvysené hodnoty ALT a je alespon minimalni histologickée
postizeni jater a HBV DNA > 2 000 [U/ml)
Véichni pacienti s cirh6zou a detekovatelnou HBV DNA

V prevenci prenosu infekce z matky na dité u téhotnych s vysokou
vir i (HBV_DNA > 200 000 1U/ml)

V. prevenci HBV. reaktivace u pacientii vyzadujicich imunosupresi
nebo chemoterapii
U pacientu s HBeAg-pozitivni chronickou HBV. infekei alni
biochemickou aktivitou. ale s vvsokou HBV DNA (dle drivéjSiho
oznaceni .imunotolerantni faze“), pokud jsou starsi 30 |et, nebo
pokud je v rodiné HCC nebo cirhéza
U pacientl se zavazné probihajici akutni HB — tj. s koagulopatii nebo
s protrahovanym prubéhem, by méli byt Ié¢eni nukleos(t)idovymi
analogy, pripadné je treba u nich uvazovat o transplantacil jater
Tenofovir (TDE) se doporucuje v téhotenstvi u pac. s chronickou HB
a pokrocilou fibrézou nebo cirh6zou. ale nepodava se béhem kojeni

Rrevence perinatalniho prenosu
HBV ulhyperviremickychimatek v.CR

Profylaktické podavani LAM, TBV nebo TDF v poslednim trimestru
u pacientek s vysokou HBV DNA'v séru (>200 000 1U/ml)
zvySuje u novorozence nnost pa a aktivni unizace proti HB

Prednost ma TDF - tento je indikovan u gravidnich Zen s hodnotami
HBV DNA v séru > 200 000 IU/ml od 24. — 28. tydne gravidity

Tedy:

U vSech téhotnych Zen s vysokou sérovou HBV DNA
(>200 000 1U/ml) by méla dle doporuéeného postupu
probihat profylaxe TDF, ktera zacina ve 24. — 28. gestaénim
tydnu a méla by pokracovat jesté 12 tydna po porodu

(DP diagnostiky a lécby HBV infekce CHS a CIS CLS JEP ze zari 201, )

HCV Infection Among Persons Who
Inject Drugs (PWIDs)

’ . L \nti-HCV Prevalence in PWIDs
No evidence of injecting drug use
'$ No eligible report (74 countries)

< 40% (16 countries)
40% to < 60% (24 countries)
60% to < 80% (25 countries)
2 80% (12 countries)

In most developing countries, injection drug use is primary
source of new infections

HCV treatment must be coupled with harm reduction measures to il
reduce total infections edit: clinicaloptions.cc
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Charakteristickym rysem tézkého pribéhu akutni HB je
zejména koagulopatie (INR >1,5)

Protrahovany prubéh akutni HB je vétsinou definovan
perzistenci symptomu nebo zietelného ikteru > 4 tydny

Byl prokazan priznivy vliv éasné zahajené terapie NA na
snizeni rizika vzniku akutniho jat. selhani, potieby TJ a na
snizeni mortality

Jsou prizniva data o Ié¢bé TDF, ETV i LAM, ale vhodnéjsi
jsou NA s vyssi genetickou bariérou k rezistenci (tj. TDF
nebo ETV). Lééba LAM pouze pokud neni mozné podavat
ETV nebo TDF

Délka lécby:
nejméné jesté 3 mésice po sérokonverzi HBsAg/anti-HBs
nebo
12 mésicu po sérokonverzi HBeAg/anti-HBe

(DP diagnostiky a Iééby HBV infekce CHS a CIS CLS JEP ze zéri 2017)

Estimated 70 Million Persons Living
With HCV

Prevalence
(Viremic)

0% to < 0.

roenterol Hepatol.
Slide credit: clinica ns.com

CUNICAL CARE OPTIONS

Worldwide Distribution of HCV Genotypes

n N. Clin Microbiol . ced with permission
r.asm.orglcg v 0 =1075590¢


http://www.clinicaloptions.com/
http://www.clinicaloptions.com/
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onic Hepatitis C Is a Progressive
Diseas

Nearly Everyone With HCV Can Now Be
Treated Successfully

FIBROTIC LIVER = Very high SVR rates; therapies highly tolerable

= All-oral therapy for almost every pt
= Treatment generally just 12 wks All-Oral
Therapy
—¥» Current
95+

Direct-
Acting
Antivirals

/2011

70+

2013

' 90+
ard Ribavirin
Interferon

1998
1991

= Few or no symptoms; can progress without
signs for decades!! ’

. . - . L IFN IFN
= Most pts asymptomatic until serious live 6 Mos

complications arisel? "

lorb Mortal Rep.

IFN/RBV IFN/RBV PegIFN PeglFN/ PeglFN/ DAA +  All-Oral
12 Mos 6Mos 12Mos 12 Mos RBV RBV+ RBV X

12 Mos DAA PeglFN
Slide credit: clini

Slide credit: clinicalc References in slidenotes.

Dostupné varianty IFN-free rezimi pro jednotlivé genotypy HCV
(Doporuéeny postup CHS CLS JEP z r. 2017)

Approved DAAs From Multiple Classes:
Basis of 2018 Combination HCV Regimens

kombinace genotypy HCV
Structural Domain Nonstructural Domain GT1 GT2 l GT3 GT4 GT5a6
sofosbuvirledpasivir ¢ rbaviin | o ne l ne ano ano
E2 P7T NS2 NS3  4A NS4B NS5A JUTR
sofosbuvirivelpatasvir + fibavirin | ano ‘ ano ano ano
ombitasviipartaprevir) + dasabuv < bavin® || ano ne ‘ ne ne ne
Protease Polymerase ombitasvir/paritaprevir() + ribavinn * ne ne ‘ ne ano ne
razoprevirielbasvir + ribavir ano ne ‘ ne ano ne
NS5A NS5B NS5B = i |
Replication NUC Non-NUC sofosbuvi + daclatasvir £ rbavirin [ e ano ‘ ano ano
Complex Inhibitors Inhibitors r
Inhibitors Sofosbuvir + Smeprevir £ ribavirin suboptimalni ne ‘ ne a0 ne

Dasabuvir

ir (DCV)

Elbasvir (EBR)
Ledipasvir (LDV)
Ombitasvir (OBV)
Velpatasvir (VEL)
Pibrentasvir (PIB)

(0SV)

EASL 2018 HCV Trpatment Guidelines

= Recommendations for treatment-nalvé patients al
with pegIFN/RBV * SOF or SOF + RBV, with or wi

SOF/VEL

HEV (Epclusa™)

Genotype

GLE/PIB

SOF/VEL/
(Maviret™) VO

(Vosevi™)

Yest

Yest
Yest

or
ithout cirrh

LDV/SOF
(Harvoni™)

patients previously treated
ut compensated cirrhosis

OBV/PTV/
RTV + DSV
(Viekirax™
+Exviera™)

EBR/GZR
(Zepatier™)

Yest

sofosbuvir+ledipasvir = HARVONI™ (Gilead)
sofosbuvir+velpatasvir = EPCLUSA™ (Gilead)
ombitasvir+paritaprevir = VIEKIRAX™ (AbbVie)
dasabuvir = EXVIERA™ (AbbVie)

(r) = ritonavir

grazoprevir+elbasvir = ZEPATIER™ (MSD)
asunaprevir = SUNVEPRA™ (BMS)

sofosbuvir = SOVALDI™ (Gilead)

daclatasvir = DAKLINZA™ (BMS)

simeprevir = OLYSIO™ (Janssen)
sofosbuvir+velpatasvir+voxilaprevir = VOSEVI™ (Gilead)
glecaprevir+pibrentasvir = MAVYRET™ (AbbVie) - US
glecaprevir+pibrentasvir = MAVIRET™ (AbbVie)-EU, Japan

Dostupné varianty IFN-free rezimi pro jednotlivé genotypy HCV
(Doporuceny postup CHS CLS JEPz ledna 2019)

Pangenotypové rezimy Genotypové-specifické rezimy
OBVIPTVIF
HCV SOFIVEL GLEPIB SOF/VEL/VOX SOF/LDV GZRIEBR Viekirax™
GT Epclusa™ Maviret™ Vosevi™ Harvoni™ Zepatier™ +
Dsv
Exviera™
1a_ [Ano Ano
b | Ano Ano
2 Ano Ano
3 Anc® Ano
4 Ano Ano
5 Ano Ano
6 Ano Ano

* V této indikaci je kombinace SOFIVELIVOX (¢inna, nicméné upfednostnéno

podani dvojkombinatnich retimi
Dosud neléteni bez CIH nebo s kompenzovanou CIH

Dosud neléceni i v minulosti leceni bez CIH
Dosud neléceni nebo v minulosti léceni s kompenzovanou CIH

b
‘

 Dosud nelécen bez CIH nebo s komp. CIH a HCV RNA < 800 000 1Uimi

Dosud nelééeni i v minulosti l6cen bez CIH nebo s komp. CIH a HCV RNA <800 000 Uiml

sofosbuvir+velpatasvir = EPCLUSA™
glecaprevir+pibrentasvir = MAVIRET™
sofosbuvir+velpatasvir+voxilaprevir = VOSEVI™
sofosbuvir+ledipasvir = HARVONI™
grazoprevir+elbasvir = ZEPATIER™
ombitasvir+paritaprevir = VIEKIRAX™

r = ritonavir (k potencovani uginku)

dasabuvir = EXVIERA™
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SVR12 a SVR24
Cilem antivirové lIécby je vyléceni HCV infekce,
tj. dosazeni trvalé eliminace viru. Eliminace viru
brani rozvoji jaternich i mimojaternich
komplikaci HCV infekce, véetné pokrocilé
jaterni fibrézy, CIH, dekompenzované CIH a
vzniku HCC.

Eliminaci infekce je mySleno dosazeni setrvalé
virologické odpovédi (SVR, sustained viral
response) = dosazeni negativity HCV RNA
v séru ve 12. nebo 24. tydnu po ukoncéeni
protivirové Iécby (ve zkratce SVR12 a SVR24).
SVR12 a SVR24 spolu koreluji v 99 % pripadu.

Dle dlouhodobych studii znamena dosazeni SVR
v 99 % pripadi trvalé vyléceni HCV infekce,
tedy u osob, které dosahly SVR, nedochazi k
pozdnim relapstiim a je dosazeno zastaveni
dalSi progrese onemocnéni.

Management of Pts With HCV
Who Achieved SVR

SVR associated with myriad clinical benefits
Mandatory to continue HCC surveillance post SVR in pts with F3/F4
fibrosis; ultrasound every 6 mos
Consider assessing AFP levels as well for these pts
Less evidence to support continued screening of FO-F2 but
remains a theoretical concern
Indefinite screening for varices not warranted if varices absent at
basel 1 more exam after SVR?
Surveillance of small varices if no other liver disease present
requires further study but advisable
Large varices require ongoing management and surveillance
Routine monitoring for fibrosis regression not the standard of care;
further studies may change this
For pts with ongoing risk for HCV infection after SVR, counsel and
test HCV RNA annually

[ ]
Slide credit: clinicaloptions.com

pavel.chalupa@bulovka.

rﬂ

17.12.2020

Pangenotypalni rezimy

Epclusa™ (Gilead)
= sofosbuvir + velpatasvir
Vosevi™ (Gilead) — vhodny pro pripady, kd
po IFN-free léébé nedoslo k SVR
= sofosbuvir + velpatasvir + voxilaprevir
Maviret™ (AbbVie) — EU, Japan
Mavyret™ (AbbVie) - US

= glecaprevir + pibrentasvir

Main extrahepatic manifestations in pts with HCV infection
(Therapeutic Advances in Infectious Dissease 2016;3(1):3-14)

Immune related extrahepatic manifestations
Mixed cryoglobulinemia
Cryoglobulinemic vasculitis
B-cell non-Hodgkin’s lymphoma
Sicca syndrome (Sjégren’s syndrome)
Arthralgia/myalgia
Autoantibody production (i.e. cryoglobulins, rheumatoid factor, and antinuclear,
anticardiolipin, antithyroid and anti-smooth muscle antibodies)
Polyarteritis nodosa
Monoclonal gammopathies
Immune thrombocytopenia
Inflammatory -related extrahepatic manifestations
Type 2 diabetes mellitus type 2
Insulin resistance
Glomerulonephritis (membranoproliferative)
Renal insufficiency
Fatigue
Cognitive impairment
Depression
Impaired quality of life
Polyarthritis/fibromyalgia
Cardiovascular disorders (i.e. stroke, ischemic heart disease)
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