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Primary Disease Leading to Liver Transplantation in Europe
N=119803 (1983-2015)
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Acute hepatic failure : 9043 I Cancers : 19766 B CholestaticCong dsease : 11879
Cirthests : 67208 B Metabolic dsease : 6870 B Other disease : 5047
Detaik of Ofhwr Man Diseases :
Cther liver diseasas-unprecised 48
Benign liertumors or Polyoystic dis 1658
Budd Chian 1020
Parastic diseasa a
Hepatopulmonary syndrome 18
TPNinduced chokstaas 1
Hr 1
Mcroangiopathy 1

Smdl brsee syndrom 1




| E_LEA I

e b
ol ot

Cirrhosis as Primary Disease in Europe
N =67,208 (1988-20158)
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36.9%
Alcoholic cirrhosis : 22574 Autoimmune Cirrhosis: 2754

I Cryptogenic (unknown) cirrhosis : 5259 Il Other cirrhosis : 2619
I Frimary hiliary cirrhosis | 5661 M Secondary biliary cirrhosis : 909

B Viral+Alcoholic cirrthosis : 2617 Virus related cirrhosis: 24815
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Hepato-Biliary Cancer as Primary Disease in Europe
N = 18,754 (1988-2015)

Bl Carcinoma biliary tract : 376 Cholangiocellular carcinoma : 500 [l Hepatocellular carcinoma ; 17252
Metastases: 612 Bl Other cancers : 1014
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Patient Survival i Number of LT Per Patient
N = 120,116 (1988-2015)
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Pytanie sprawdzajace 1

a) cholangiocarcinom& Sa i yl 20l tadaley 6ailllyASY R2 LN
onkologicznych
b) wWwIN2 6l RT SYAS R2 aO0KSYllUsg fSOISYAl AYYdzy2adz
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c) af {2K2ft 26l YINR{1216 6nRiINRoOo& 2Said 2SRy&ay I ylI
d) podstawowym schematem leczenia immunosupresyjnego we wczesnym okresie po transplantacji
g NG NP opeedn&zd) dacrofimusi pochodna kwasmykofenolowego



Tabela 1. Przyczyny pogorszenia czynnosci przeszczepionej watroby

Zakrzep tetnicy watrobowej (HAT) lub jej Usg dopplerowskie, angio-CT
zwezenie (HAS)

Powiktania zétciowe: zaciek, zwezenie USG, cholangio-NMR, ECPW
Odrzucanie ostre, przewlekte Wywiad, biopsja watroby, DSA
Zakazenie CMV, EBV CMV-DNA(PCR), EBV DNA(PCR)

Nawrét HCV, HBV, PSC, PBC, AIH, NAFLD HCV RNA(PCR), HBV DNA(PCR), panel wzw,
autoprzeciwciata, I1gG, biopsja watroby,
FibroScan
Hepatotoksycznosc lekow: IK, PSIiinnych Wywiad, stezenie IK, PSI w krwi petnej,
substancji (alkohol) INTERAKCIE, stezenie alkoholu etylowego we
krwi
Cholestaza czynnosciowa
Posocznica Posiew krwi, CRP, prokalcytonina, antygeny
grzybicze

Badania jak w diagnostyce przyczyn wstrzasu

Nowotwory: nawrét, de novo, przerzuty USG, MRI, CT, AFP, Cal9-9, kolonoskopia,
gastroskopia, ECPW

E. NowackaCieciura
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Odrzucanie przeszczepu

nadostre ostre przyspieszone ostre przewlekte
minuty 24 godz dni, tygodnie lata



Ostre odrzucanie przeszczepu

Objawy v brak objawow
v niespecyficzne - stany podgorgczkowe,
- dolegliwosci bolowe w prawym podzebrzu
- rozbicie
- powiekszenie watroby
rOZpozna nie - odrzucanie komorkowe
v’ biopsja watroby ocena indeksu aktywnosci odrzucania RAI (rejection activity index)
RAI 4-5 — odrzucanie o niewielkim nasileniu, RAl 6-7 o umiarkowanym,
RAI 8-9 0 znacznym
- odrzucanie zalezne od przeciwciat- gromadzenie ztogow sktadowej 4d
|ecze nie dopetniacza, obecne przeciwciata przeciwko antygenom HLA dawcy DSA

v zwiekszenie podstawowej immunosupresji

v wlewy metylprednizolonu
v' w odrzucaniach zaleznych od przeciwciat lub sterydoopornych: ATG, OKT3, immunoglobuliny,

bortezomib, immunoglobuliny, plazmaferezy



Powiktania zotciowe
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Nawrot choroby podstawowej
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able 5. Service coverage indicators for the core intervention
.'.l §

ector Strategy (GHS5) o

.

of the Global Health

n viral hepatitis: 2015 baseline and targets

Indicator 2015
baseline

Targets

m b
90%

1 Hepatitis B vaccination HEFPB3 coverage B4% 90%
2 HBVPMTCT HEP wvaccine birth dose 39% 50% 90% ¢
coverage
3 Blood safety Donations screened with 97% 95% 100%
quality assurance
Injection safety Proportion of unsafe 5% 0% 0%
injections
4  Harm reduction Syringes-terresties e, 200 300
distributed/PWID/year
Testing services % HBV-infected diagnosed 9% 30%
% HCV-infected diagnosed 20% 30% 90%
Treatment % diagnosed with HBV on 8%" —= 809"
treatment
% diagnosed with HCV 7%" —€ 80942

started on treatment

HEPB3: three doses of hepatitis : - ion of mother-to-child LTSN

PWID: personwho injects drugs
Source: WHO, including commissioned work, United Nations, UNICEF and one published study (73)

-3

B

Interventions to prevent the mother-to-child transmission of HBV

Less than 20% of persons living with HBV infection are eligible for treatment with antinucleosit)ides available today.

5 miillion treated for HEV and 3 million treated for HCV [cumulative targets)

Of those eligible for treatment

.

-




Figure 6. Targets for reducing new cases of and deaths
from chronic viral hepatitis B and Cinfection
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Wskazania do LTx (Polskajo 2015 roku

wskazani

HCV izolowane

475

HCV + HCC

114

HBYV izolowane

185

HBV + HCC

29

HCV + HBV

83

HCV + HBV + H(

17

HCC izolowane

74

inne

1557

OF 021 6

252¢

HCV izolowane

HCV + HCC
| HBYV izolowane

' HBV + HCC

//HCV+ HBV

HCV + HBV + H

\HCC alone

inne

HCV + HBV 35,74% resp HCV 27,24% i HBV 12,41%

W. Lisik
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NS3/4A Protease Inhibitors NS5A Inhibitors NS5B Polymerase Inhibitors

Leczenie WZW C
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LT WL rate per 100,000 US population
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A Overall B Decompensated cirrhosis C HCC

Interferon Pl DAA Interferon Pl DAA 5 Interferon

Year of wait-list registration

HCV ———- NASH

Year of wait-list registration

Decompensated Cirrhosis — — — Hepatocellular Carcinoma

Flemming J.Aat al Hepatology
2017,65:3,8041.2



Recommended regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype
1, 4, 5, or 6 Infection in the Allograft Without Cirrhosis

RECOMMENDED DURATION RATING

Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)? I, A "
Da!ly flxed—dosg co.rr_wblnatlon of ledipasvir (90 mg)/sofosbuvir (400 mg) with 12 weeks LA £
weight-based ribavirin

.(l AASLD 2018

Treatment-Naive and -Experienced Patients
With Genotype 1, 4, 5, or 6 Infection in the Allograft
With Compensated Cirrhosis

RECOMMENDED DURATION RATING
Recommended regimen for:

Treatment-Naive and -Experienced Patients

With Genotype 1, 4, 5, or 6 Infection in the Allograft
and Decompensated Cirrhosis?

RECOMMENDED DURATION RATING

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) with low initial
L - 12 weeks
dose of ribavirin (600 mg, increase as tolerated) '

@ Includes CTP class B and class C patients.



Recommended regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype
2 or 3 Infection in the Allograft Without Cirrhosis

'A RECOMMENDED DURATION RATING . 8
! “
s Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)? I, A "
- . .
Daily daclatasvir (60 mg)® plus sofosbuvir (400 mg) with low initial dose of ribavirin (600 ‘
- mg, increase as tolerated) 12 weeks I, A o AASLD 2018
N !
~ . Recommended and alternative regimens listed by evidence level and alphabetically for: \ : (
.

JTreatment-Naive and -Experienced Patients N .
.f With Genotype 2 or 3 Infection in the Allograft -,
With Compensated Cirrhosis

RECOMMENDED DURATION RATING

Daily daclatasvir (60 mg)? plus sofosbuvir (400 mg) with low initial dose of ribavirin (600
mg, increase as tolerated)

Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)°®

12 weeks I, A

Da!ly flxed—dosg co.n_wblnatlon of sofosbuvir (400 mg)/velpatasvir (100 mg) with 12 weeks e
weight-based ribavirin

@ The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 3A/4 inducers and inhibitors, respectively. Please refer to
the prescribing information and the section on HIV/HCV coinfection for patients on antiretroviral therapy.
b This is a 3-tablet coformulation. Please refer to the prescribing information.
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Useof direct-actingantiviral agentsin hepatitis Cvirus- infected liver transplant

candidates
ChiranjeeviGadiparthi World J Gastroenterol 2018 January 21; 24(3): 315-322

Y.
"a n 4 N

LT is imminent based on MELD Pre-emptive treatment following
score or MELD exception LT is recommended

Pre-transplant treatment is
recommended

HCV-infected patients J
waitlisted for liver . { MELD = 20 and/or LDLT
transplantation '

Pre-transplant treatment is
preferred

Decompensated cirrhosis
(CTP Class BfC) MELD = 20 and
Treatment based on \ GFR = 30
regional donor availability

Individualized approach:
Treatment based on
patient preference

Individualized approach:
MELD = 20 and Pre-emptive treatment following
GFR < 30 LT or with DAA agents approved
for use in renal failure

Figure 1 A pragmatic treatment approach in hepatitis C virus-infected liver transplant candidates. HCV: Hepatitis C virus; MELD: Model for End-Stage Liver
Disease; LT: Liver transplantation; CTP: Child-Turcotte-Pugh; GFR: Glomerular filtration rate; LDLT: Living donor liver transplantation.




Pros and Cons: Usage of organs from donors infected with hepatitis
C virus - Revision in the direct-acting antiviral era

Audrey Coilly, Didier Samuel*®

Joumal of Hepatology 2016 vol. 64 | 226-231
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Pytanie sprawdzajgce 2
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Czynniki ryzyka reinfekcji HBV

pacjenci wysokiego ryzyka pacjenci niskiego ryzyka

AHBeAglodatni Al 1. %
AHBeAgijemni, ale ~ Az] 2A Yy HBY O
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Al LI2GGASNRI 2yND fS{22L
przed przeszczepieniem
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GlobulinaantyHBs w profilaktyce nawrotu HBV po przeszczepieniu
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Figure 2. Rates of confirmed antiviral resistance.
Not head-to-head tnals, different patient populations and frial designs

Yr1 Yr2 Yrd Yr4 Yrs Yré

Drug
Generation

ADV

2nd
LdT 4._%

0.2% 0.5% 1.2%

ETV
a {
TOF 0% 0% 0% 0%

ADV adefovir: ETV entecavir, LAM, lamivudine; LdT, telbivudine,




Table 6. Circumstances Where a Certain First-line Anti-HBV Agent May Be Preferred Over Others

Setting

| Decompensated cirrhosis

Renal insufficiency

Pregnancy, woman of child-bearing age planning pregnancy

in the near term

Woman of child-bearing age wishing to eradicate virus prior

to pregnancy

HIV coinfection
Younger patients

Anti-HBV Agent

Entecavir preferred

Tenofovir may be appropriate

Entecavir preferred (with dose modification)

Tenofovir preferred

FPeginterferon alfa-2a or peginterferon alfa-2b

Tenofovir plus emtricitabine or lamivudine

Interferon-based therapy



Table 9. Commonly Encountered Mutations and Susceptibility to Nucleo(s)tide Analoguest#euim 2009 g

Amino Acid Lamivudine Adefovir Telbivudine Entecavir Tenofovir
Substitution

Wild type

M204|

L180M +
M204V

N236T

A1B1TN

L180M + M204V/|
+ 1168T £ VIT3L
+ M250V

L180M+ M204V/ £
T184G £ S2021/G

Medium gray, susceptible; light gray, intermediate/reduced susceptibility, dark gray, resistant.



Table 10. Options for Treatment Modification in the Case of a Suboptimal Response Based on Known Data
on Cross-Resistance

Nucleo(s)tide

Analogue

Lamivudine

Adefovir

Telbivudine

Entecavir

Tenofovir

MNAA, not applicable.

AASLD Recommendations

[Lok 2009]

Add tenofovir or adefovir

Switch to tenofovir plus emtricitabine

Add lamivudine
Switch to tenofovir plus emtricitabine

Switch to or add entecavir

Add tenofovir or adefovir

Switch to tenofovir plus emtricitabine

Switch to tenofovir or tenofovir plus

emitricitabine

EASL RecnmmendatinnleASL HBV]

Switch to tenofovir

Add adefovir if tenofovir not available

Switch to entecavir or tenofovir if patient was nucleos(t)ide analogue
naive before adefovir
Switch to tenofovir and add nucleoside analogue if patient had

previous lamivudine resistance

Switch to or add tenofovir

Add adefovir if tenofovir not available

-Switch to or add tenofovir

Add adefovir if tenofovir not available

Add entecavir, telbivudine, lamivudine, or emtricitabine




HBV Treatment Landscape in 2017

‘

Peginterferon alfa-2a

Lamivudine Entecavir

Interferon alfa-2b Adefovir Tebivudine

r f » { arhivity )
Both HIV and HBV activity First line for HBY monoinfection
Always check HIV prior using : Entecavir, TDF, Peg IFN, TAF

Emtricitabine : both HIV/HBV activity but not yet FDA
approved for HBV treatment tenofovir Exalidex ( TXL) :

( 60x for HBV, 200x for HIV)
tenofovir disopoxil fumarate (TDF) , tenofovir alafenamide (TAF)




Prophylaxis and treatment of hepatitis B infection in the setting
of liver transplantation

Delia D’ Avola and José Ignacio Herrero

Before liver transplantation

Previous treatment

——(

s ™
Positive HBV-DNA Positive HBV-DNA

Effective High viral load Low viral load Negative HBV-DNA
L (>10*copies/ml) ) (<10* copies/iml)

™y

é Combination of two ) )
. Add other nucleot(s)ide analogs One nucleot(s)ide
Continue treatment nudeot{slide analog {*} or one of high genetic analog (*) Follow-up
barrier

b

After liver
transplantation Two nucleot(s)ide analogs +
P Add Ig Ig (withdrawal depends on Two nucleot(s)ide analogs ADFAAM +nl:'mgdarm le Long-term LAM +ig
the virological and or one of high genetic TEL/ETC/TOE + 12 (consider (consider withdrawal in 1-6
(consider withdrawal) serological status of the barrier+ long -term Ig wi:dﬁ-:d in 5::{ months) months)

recipient)

(*) The only two drugs approved for use in patients with decompensated liver cirrhosis in Spain are lamivudine and adefovir.

Fig. 1. Proposed prophylactic and treatment protocol of hepatitis B before and after liver transplantation (lg: anti-hepatitis B hyperimmune immunoglo-
bulin; ADF: adefovir; LAM: lamivudine; TEL: telbivudine; ETC: entecavir; TDF: tenofovir).

Rev Esp EnFerM DiG (Madrid)
Vol. 103. N.° 3, pp. 142-149, 2011




Rozpoznawanie nawrotu HBV

Asurowica krwi
I ponownieHBsAgH, HBeAgt+
i DNA HBV +
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Management of hepatitis B virus infection after liver

transplantation

Miguel Jiménez-Pérez, Rocio Gonzalez-Grande, José Mostazo Torres, Carolina Gonzalez Arjona,

Francisco Javier Rando-Munoz

Table 1 Risk of de novo hepatitis B in recipients of anti-HBc-
positive organs

AntiHBc™
AntiHBs

> 40% 13%

High risk Intermediate

Recipient status Naive

No prophylaxis
With prophylaxis

risk

AntiHBc
AntiHBs”
10%

< 2%

AntiHBc™
AntiHBs”™

<2%
<2%
Low risk Intermediate

risk

World J Gastroenterol 2015 November 14; 21(42): 12083-12090
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A0-803 k R Zaysdtego alkoholu przez 10
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1 can of regular beer 1 glass of wine 1 shotglass of spirit 2.5 shotglasses of sake é LJ2 6 é é l y 7\’ 1{\! tym 1011@/@% f dZ
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