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Primele 10 cauze de deces prin boli infectioase
In lume (2000)

Boala Decese pe an
Infectii de tract respirator inferior ~ 3.5 milioane
HIV/AIDS ~ 3.0 milioane
Boli diareice ~ 2.2 milioane
Tuberculoza ~ 2.0 milioane
Malarie ~ 1-3 milioane
Pojar ~ 888,000
Hepatita B ~ 500,000-750,000
Tuse convulsiva ~ 355,000
Tetanus neonatal ~ 300,000
Hepatita C ~ 250,000

WHO. Hepatitis B. 2002. Maynard JE, et al. In: Viral Hepatitis and Liver Disease.
New York: Alan R. Liss, Inc. 1988. CDC. Epidemiology & prevention of vaccine-
preventable diseases. The Pink Book. 8th ed. CDC. MMWR. 2001;50:RR-11.




Prevalenta globala estimata a HCB in 2015:

257 Milioane
15m 21m
Europe Eastern 39m

Mediterranean  Southeast Asia

115m

Western Pacific

Americas

WHO. Global hepatitis report, 2017.



Mumie din Coreea cu VHB

 Virusul descoperit in
ficatul mumiei Handong
din Coreea de Sud

e copil de acum 500 ani

* Prima descoperire a VHB
Intr-un corp mumificat

e Se studiaza genomul
virusului de acum 500 ani

 Pentru a vedea daca
au survenit modificari
semnificative ale VHB
In timp

Source: Seoul National University
http://www.sciencedaily.com/releases/2007/07/070725093556.htm



VHB: Cauza semnificativa de morbiditate si
mortalitate in lume

« > 2 miliarde au fost infectatilll

4 milioane cazuri acute pe an!ll

« 1 milion decese pe anlll

« 350-400 milioane purtatori cronicilll

* 25% dintre purtatori decedeaza prin hepatita
cronica, ciroza hepatica sau cancer hepaticlll

« Aproape 75% din purtatorii cronici sunt asiaticil?]
Al doilea cel mai frecvent carcinogen, dupa tutun!3l

* Determina 60%-80% din cazurile de cancer hepatic
primitivid

« VHB de 100 ori mai infectios ca HIVI4

1. WHO. Hepatitis B. 2002. 2. Maynard JE, et al. In: Viral Hepatitis and Liver Disease. New York: Alan R.
Liss, Inc. 1988. 3. CDC. Epidemiology & prevention of vaccine-preventable diseases. The Pink Book. 8th
ed. 4. CDC. MMWR. 2001;50:RR-11.



Vaccinarea VHB: Efectul asupra Incidentel si
Mortalitatii HCC*
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*Vaccinare nationala in Taiwan, implementata in lulie 1984.
Chang MH, et al. N Engl J Med. 1997;336:1855-1859.



Epidemiologia VHC

Global Prevalence of HCV Infection
World Health Organization

Anti-HCV
Prevalence
>10%
5-10
2.5-49
1-2.4
<1
No reports

- 170-200 milioane persoane infectate in intreaga lume
- Romania: 3,23-5,6%,; genotip 1b

Gheorghe L et al. 2010; Voiculescu M et al. 2010; Centrul national de Supraveghere si Control al bolilor transmisibile.
Rezultatele studiului sero-epidemiologic de prevalenta pentru infectia cu virus hepatitis B si virus hepatitis C, Romania, 2013




Progresia infectiel cronice VHB

5% - 10%

Hepatita 30%

cronica B ]

(HCB)

hepatic (HCC)
10%-15% in 5 ani \

Cancer

Ciroza Deces

? /
Insuficienta
hepatica

Fattovich G, et al. Gastroenterology 2004;127:S35-50
Torresi J, et al. Gastroenterology 2000;118:S83-S103.



2 cal cheie catre HCC la pacientii cu hepatita B

Evolutia la ciroza Integrare genomica a

!

VHB

= Activarea genelor

= Necroza si

regenerare promotoare tumorale

= Supresia genelor
supresoare tumorale

\ /

Zamor. J Gastrointest Oncol. 2017:8:229. Zhao. Nat Commun. 2016;7:12992.

= Microclimat fibrotic




HEPATITA B ESTE O BOALA
CARE SE POATE TRATA

totusi

HEPATITA B RAMANE IN MARE PARTE:

Subdiagnosticata
Subtratata



Iceberqul VHB

2 milioane persoane au infectie cronica
VHB in SUA

A 50,000 primesc tratament

i 150,000 sunt diagnosticati si
indeplinesc criteriile de
. . . 300’000 sunt tratament
¢ POpUIatHIe CllnlCe diagnosticati
reprezinta varful 500,000 sunt potentq
. . eligibili pentru tratament
icebergulul

e Subiectii In tratament
reprezinta varful varfului

« Studiile populationale ne
permit sa priviM
iIcebergul in ansamblu

1.4 milioane nu stiu ca au infectie cronica VHB

Cohen C, et al. J Viral Hepatitis. 2011;18:377-383. Graphic reproduced with permission.



HEPATITA C

“One of the most beautiful histories of medicine

since smallpox, polio and tuberculosis”

Christian Trepo



Istoricul tratamentului infectiel cronice VHC

94-100%*
—0Q0p**
100 95-98%
67-79%*
80
54-63%
$ 60
- 45-47%
o 38-43%
a 40 31-35%
— (o)
20 13-19%
o N
IFN 24wk IFN 48wk IFN/RBV IFNa/RBV IFNa/RBV pIFNa/RBVpIFNa/RBYV + 3 2 DAAs
(daily) 3times/wk 24 wk 48 wk 48 wk 48wk BOCor TVR DYAVAS +RBV
48 wk + RBV  12/24 wk>7
19921 2001-2013%3 > 12 wk*

2014 and beyond
*In patients with HCV genotype 1 only; ** In treatment-naive patients; fIncludes treatment-naive and -experienced patients

BOC, boceprevir; IFN, interferon; RBV, ribavirin; SVR, sustained virologic response; TVR, telaprevir

1. Adapted from Manns MP, et al. Gut 2006;55:1350-9. 2. Tran TT. Am J Manag Care 2012;18(14 Suppl.):S340-9.
3. Goralczyk AD, et al. BMC Gastroenterology 2013;13:148. 4. Feld JJ, et al. N EnglJ Med. 2014;370:1594-603.

5. Sulkowski M, et al. N EnglJ Med. 2014;370(3):211-21. 6. Afdhal N, et al. N EnglJ Med. 2014;370:1889-98.

7. Afdhal N, et al. N EnglJ Med. 2014;370:1483-93.



Tripla terapie cu inhibitori NS3/4A de prima
generatie

« Telaprevir 3 tb x 2/zi, 12 sapt + PR (24-48 sapt)
 Boceprevir 4 tb x 3/zi, 24-48 sapt + PR (28-48 sapt)




Organizarea genomului VHC

PROTEASE Inhibitors (Pl)
Block active site viral enzyme
-PREVIR

LOW BR
1st Gen.1st wave (GT1):

TELAPREVIR *
BOCEPREVIR *

1st Gen.2nd wave (all GTs except 3)

SIMEPREVIR *
ASUNAPREVIR
PARITAPREVIR/ritonavir *
VANIPREVIR (MK-7009)
DANOPREVIR

HIGHER BR
2nd Generation. Pangenotyping
less effective for GT3:

MK-5172 (Grazoprevir-GRZ)

ACH-2684

BR= barrier to resistance. * Approved

NS5A Inhibitors (NS5AI)
Block Replication complex,
particle assembly & release
-ASVIR

LOW BR

1st Gen. (GT1 and GT4. Other
genotypes variable)
DACLATASVIR *
LEDIPASVIR *

OMBITASVIR (ABT-267) *

Slighlty HIGHER BR
2nd Gen. (Pangenotyping)

MK-8742 (Elbavir-EBR)
GS-5816

ACH3102
SAMATASVIR (IDX719)

NO STRUCTURAL >

4:‘ NS“, NS5A | NS5B }7 3‘UTR

NS5B
Nucleos(t)ide Inhibitors
(Nucs or NI)

Block active site.
Inhibits RNA elongation
-BUVIR

NS5B
Non-Nucleos(t)ide Inhibitors
(Non-Nucs or NNI)
Allosteric site.
Change tridimensional
structure
-BUVIR

HIGH BR
Pangenotyping (less SVR GT3)

SOFOSBUVIR *
MERACITABINE
ACH-3422
IDX21437
IDX21459

LOW BR

Narrow genotyping coverage
DASABUVIR (ABT-333)*
DELEOBUVIR
BMS-791325 (Beclabuvir)
PPI-383

GS-9669

TMC647055

ORAL IFN-free treatment (+/- Ribavirin)
VIEKIRAX: OMBITASVIR-PARITAPREVIR-

ORAL IFN-free treatment (+/- Ribavirin)
HARVONI: LEDIPASVIR+SOFOSBUVIR

ritonavir +
EXVIERA: DASABUVIR




Molecule DAA In dezvoltare in 2013

The Hurricane of HCV Drug Development

Preclinical




Caracteristicile medicatiel anti-VHC

RVS > 90%

— Obligatoriu

]

— Auta
)

Fara interactiuni medicamentoase

Putine pastile

= Bonus




Eliminarea VHC in SUA pana in 20297

Tratati Nu vor
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Razavir H, et al. Hepatology. 2013;57:2164-2170.



Studiul REVEAL

Studiu de cohorta prospectiv, pe termen lung (Taiwan)
Perioada medie de urmarire: 11 ani

Analiza CH'?: n=3582 — 365 cazuri (10%)

Analiza HCC3: n=3653 — 164 cazuri (4,5%)

lloeje UH et al. Gastroenterol 2006; 130(3): 678-86; 2lloeje UH et al. J Hepatology 2005; 42(suppl 2):
180. Abstract 497; 3Chen CJ et al. JAMA 2006; 295(1): 65-73



Incidenta Cumulativa a Cirozei (%)

REVEAL-HBV: Incidenta Cumulativa a Cirozei

40 -
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15 ~

Toti pacientii (N = 3582)

lloeje. Gastroenterology. 2006;130:678.
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REVEAL: Nivelul inalt al DNA-VHB se asoclaza
cu Incidenta crescuta a HCC

‘ Toti participantii (n=3,653)

.16 i Baseline HBV DNA Level
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REVEAL-HBV: Progresia bolii la pacientii cu ALT
persistent normal la intrarea in studiu

Progresie de la infectie cronica VHB

S
O . . . .

< 0.6+ asimptomatica la hepatita cronica — AgHBe pozitiv, HBV DNA > 10 copii/mL
S — AgHBe negativ, HBV DNA > 10* copii/mL
S 0.5- — AgHBe negativ, HBV DNA < 10* copii/mL
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Chen. EASL 2008. Abstr 644.



REVEAL-HBV: Implicatii asupra tratarii
infectiel VHB

* Nivelul viremiel reprezinta cel mai important predictor
al evolutiel

* Reducerile spontane ale nivelului DNA VHB au impact
favorabil asupra prognosticului

» Este rezonabil sa presupunem ca reducerea
farmacologica a DNA VHB ar avea efect similar

« ALT minim crescute sau chiar normale nu protejeaza
Impotriva unei evolutii nefavorabile

Chen. JAMA. 2006;295:65. lloeje. Clin Gastroenterol Hepatol. 2007;5:921.



Haimen City Cohort: Nivelul DNA-VHB si
mortalitatea prin boala hepatica

e Studiu de cohorta prospectiv, pe 10 ani, in Haimen
City

« cohorta de 83.794 subiecti realizata intre 1992-1993

« 2354 subiecti inclusi in analiza de mortalitate VHB

- 448 [ 2354 decese:
- 231 HCC
-85 CLD
- 132 decese de alta cauza

Chen G, et al. AASLD 2004. Poster 1362



Distributia supravietuirii

Haimen City Cohort: Nivelul DNA-VHB la
baseline se asociaza cu mortalitatea HCC

1.00 -

0.96 -

0.92 -

0.88 -

0.84 ~

| HBV DNA <103

HBV DNA >103 — <10°
RR=1.8 (0.5-5.8)

HBV DNA >10°
RR=9.9 (3.2-31.0)

0.80 -,

Supravietuire (ani)

Chen G, et al. AASLD 2004. Poster 1362



Haimen City Cohort: Nivelul inalt al DNA-VHB
creste riscul relativ de mortalitate prin HCC si CLD

Baseline HBV DNA (copii/mL)
Non 1 12 1.2 (0.6-2.3) = High (>105)
on Hep (n= ,
p ( ) 1 (05—18) | LOW (>103_<105)

13.4 (1.9-97.1)
LD (-85 F
5(0.2-11.8)
— 9.9 (3.2-31.0)
HCC (n=231) ToeaE

5 10 15
Risc relativ* (95% CI)

Cauza de deces

o

*Reference HBV DNA <1.6x103 copies/mL, adjusted for age and sex
Chen G, et al. AASLD 2004. Poster 1362



Clearance-ul AgHBs — Creste supravietuirea

Supravietuirea la pacientii cu si fara seroconversie
AgHBs

Studiu retrospectiv pe 309 pacienti cirotici pe o
perioada de urmarire de 5.7 ani

100 Cu clearance
- AgHBs
e\‘i 80 —
Iob) P<0.001
§ 60 —
= Fara clearance
5 40 — AgHBs
o
-
N 20-
[ [ [ [ [ [ I
0 2 10 12 14

6 8.
Timp (ani) _
Fattovich et al. Am J Gastroenterol 1998



VHC: RVS se asocliaza cu reducerearisculul de
deces si HCC |la 5 ani in toate populatiile

* RVS cu terapie IFN s-a asociat cu beneficiu semnificativ vs fara RVS

 Reducere cu 62-84% a mortalitati de orice cauza, reducere cu 90% a

transplantului hepatic, reducerea cu 68-79% a HCC

Riscul la 5 ani de deces de orice cauza
dupa RVS
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Hill AM, et al. AASLD 2014. Abstract 44.
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TABLE 1. SUMMARY OF RECOMMENDATIONS ON TESTING
FOR CHRONIC HEPATITIS B AND C VIRUS INFECTION

WHO TO TEST FOR CHRONIC HBV INFECTION

Testing approach | Recommendations*
and population

General 1. Insettings with a 22% or 25%* HBsAg seroprevalence in the general population,
population testing It is recommended that all adults have routine access to and be offered HBsAg
serological testing with linkage to prevention, care and treatment services.

General population testing approaches should make use of existing community-
or health facility-based testing opportunities or programmes such as at antenatal
clinics, HIV or TB clinics.

Conditional recommendation, low quality of evidence

Routine testing in | 2. In settings with a 2% or >5%%"' HBsAg seroprevalence in the general

pregnant women population, it is recommended that HBsAg serological testing be routinely offered
to all pregnant women in antenatal clinics?, with linkage to prevention, care and
treatment services. Couples and partners in antenatal care settings should be
offered HBV testing services.

Strong recommendation, low quality of evidence
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Focused testing in | 3. Inall settings (and regardless of whether delivered through facility- or community-
most affected based testing), it is recommended that HBsAg serological testing and linkage to
populations care and treatment services be offered to the following individuals:

¢ Adults and adolescents from populations most affected by HBV infection’
(i.e. who are either part of a population with high HBV seroprevalence or who
have a history of exposure and/or high-risk behaviours for HBV infection);

Adults, adolescents and children with a clinical suspicion of chronic viral
hepatitis* (i.e. symptoms, signs, laboratory markers);

Sexual partners, children and other family members, and close household
contacts of those with HBY infection®;

Health-care workers: in all settings, it is recommended that HBsAg serological
testing be offered and hepatitis B vaccination given to all health-care workers
who have not been vaccinated previously (adapted from existing guidance on
hepatitis B vaccination®)

Strong recommendation, low quality of evidence

Blood donors . In all settings, screening of blood donors should be mandatory with linkage to
Adapted from care, counselling and treatment for those who test positive.
existing 2010
WHO guidance
(Screening
donated blood
for transfusion
ansmissible
) §
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WHO TO TEST FOR CHRONIC HCY INFECTION 0

Testing approach | Recommendations*
and population

Focused testing 1. Inall settings (and regardless of whether delivered through facility- or community-

in most affected based testing), it is recommended that serological testing for HCV antibady (anti-

populations HCV)" be offered with linkage to prevention, care and treatment services lo the
following individuals:

* Adults and adolescents from populations most affected by HCV infection’
(i.e. who are either part of a population with high HCV seroprevalence or who
have a history of exposure and/or high-risk behaviours for HCV infection);

* Adults, adolescents and children with a clinical suspicion of chronic viral
hepatitis (i.c. symptoms, signs, laboratory markers).

Strong recommendation, low quality of evidence

Note: Periodic re-testing using HCV NAT should be considered for those with
ongoing risk of acquisition or reinfection.

General 2. In settings with a 22% or >5%* HCV antibody seroprevalence in the general
population testing population, it is recommended that all adults have access to and be offered HCV
serological testing with linkage to prevention, care and treatment services.

General population testing approaches should make use of existing community- or
facility-based testing opportunities or programmes such as HIV or TB clinics,
drug treatment services and antenatal clinics®,

Conditional recommendation, low quality of evidence

Birth cohort . This approach may be applied to specific identified birth cohorts of older persons
testing at higher risk of infection® and morbidity within populations that have an overall
lower general prevalence.,

Conditional recommendation, low quality of evidence




LIVE(RO) 1
Formarea personalului medical din Romania
pentru screeningul populational al infectiilor
cronice cu virusuri hepatitice B/C/D

Contract de finantare nr: POCU/308/4/9/120640
Beneficiar: INSTITUTUL CLINIC FUNDENI BUCURESTI
Partener 1: Universitatea de Medicina si Farmacie ,Gr. T. Popa”
Partener 2: Institutul National de Sanatate Publica

Proiect cofinantat prin Fondul Social European, Programul Operational
Capital Uman 2014-2020



Axa prioritara 4: Incluziunea sociala si combaterea saraciei

Operatiunea: Cresterea numarului de persoane care beneficiaza de
programe de sanatate si de servicii orientate catre preventie, depistare
precoce (screening), diagnostic si tratament precoce pentru

principalele patologii

Durata de implementare proiect:

64 de luni, 1ulie 2018 - octombrie 2023



OBIECTIVUL GENERAL propus prin proiect este
optimizarea accesului pacientilor la servicii medicale de
calitate prin imbunatatirea nivelului de pregatire medicala
dedicata depistarii, transmiterii pentru stadializare si
tratament a pacientilor cu boli hepatice cronice generate de
virusuri hepatitice B/D/C, a specialistilor ce activeaza in
institutii publice medicale sau in contract cu CNAS din
toate regiunile de dezvoltare ale Romaniei (Sud, Sud-Est,
Sud-Vest, Nord-Est, Centru, Vest, Nord-Vest si Bucuresti-
lIfov).



GRUPUL TINTA al proiectului este format n total din 330
specialisti in furnizarea de servicii medicale in domeniul
prevenirii, depistarii precoce, diagnosticului si
tratamentului hepatitelor virale selectati dupa cum
urmeaza:

-297 specialisti din regiunile mai putin dezoltate (Nord-Est,

Nord-Vest, Vest, Sud-Vest Oltenia, Centru, Sud-Est si Sud-

Muntenia), reprezentand 90% din totalul grupului tinta

-33 specialisti din regiunea dezvoltata Bucuresti-lifov,

reprezentand 10% din totalul grupului tinta



Obiectiv: Testarea pentru hepatite B, C, D a 300.000 de persoane
In perioada 2019-2023

Zona geografica: regiunile N-E, S-E, S si S-V ale tarii

Criterii de includere:

A. Varsta minima=18 ani impliniti, fara limita superioara de
varsta si cu act de identitate in care sa fie mentionat CNP-ul

B. Domiciliul intr-una din regiunile vizate de proiect:

- Proiect 1 — Sud-Vest Oltenia sau Sud Muntenia

- Proiect 2 — Sud-Est sau Nord-Est



Localizarea grupului tinta va fi interpretata EXCLUSIV din
perspectiva domiciliului legal al persoanei care beneficiaza de
servicil de sanatate orientate catre prevenire, depistare precoce
(screening), diagnostic si directionare catre tratament al
pacientilor cu boli hepatice cornice secundare infectiilor virale
cu virusuri hepatitice B/D si C, cu exceptia persoanelor care nu
au acte de identitate pentru care domiciliul este considerat locl

mentionat in declaratia pe proprie raspundere

Exceptie: persoanele care nu au acte de identitate, dar locuiesc
In acest teritoriu vor reprezenta grup tinta eligibil daca se
constata ca locuiesc In regiunile de dezvoltare mentionate, In

baza unel declaratii pe proprie raspundere



C. Cel putin 50% din beneficiari fac parte din grupuri vulnerabile

Grupuri vulnerabile: categorii de persoane care sunt in cel putin

una din urmatoarele situatii:

Persoane sarace:

angajati, mai ales necalificati (la intrarea in interventie media
venitului pe cap de familie mai mica decat salariul minim pe
economie)

Someri (inregistrati in evidentele Serviciului Public de
Ocupare)

Inactivi — nu au un loc de munca si nu sunt inregistrati in

evidentele Serviciului Public de Ocupare



- Neasigurati
- Persoane beneficiare ale venitului minim garantat (VMG), ASF

(alocatieil de sustiere a familiel)

Persoane care lucreaza pe cont propriu in agricultura

Persoane din mediul rural

Persoane din sau care au fost anterior in centre de plasament
Persoane care au parasite sistemul de protective a copilului
Persoane fara adapost

Persoane de etnie roma

Persoane cu dizabilitati, inclusive persoane invalide si cu nevoi

complexe



Persoane care au copii cu dizabilitati

Persoane din familii monoparentale

Persoane care sufera de dependent de alcool, droguri si alte
substante toxice

Persoane victime ale violentel domestice

Persoane victime ale traficuluil de fiinte umane



Criterii de excludere

Varsta neeligibila

Domiciliu intr-o regiune neeligibila

Pacienti diagnosticati cu hepatita virala B sau C pana la data
Inceperii screening-ului

Gravide sau persoane lipsite de libertate



Markeri serologici ai infectiel

Marker Interpretare [

AgHBs
AgHBe Infectivitate inalta

Anti-HBc (IgM) Infectie recenta

(le, £ 6 luni)

Anti-HBc (IgG) Expunere la VHB

1. CDC. Hepatitis B questions and answers for health professionals. Reviewed October 31, 2018. 2. Kwak. World J Hepatol.
2014;6:860.

3. Bonino. J Hepatol. 2003;39 Suppl 1:S160. 4. Park. World J Gastroenterol. 2015;21:3953. 5. Lazarevic. World J Gastroenterol.
2014;20:7653.



Istoria Naturala a VHB si Indicatii de Tratament

AgHBe Pozitiv
Infectie cronica Hepatita cronica

terminologie Imuna reactiv

Parametru

ALT
Boala hepatica Moderata/severa

Progresia bolii Moderata la inalta

EASL. J Hepatol. 2017;67:370.



Istoria Naturala a VHB si Indicatii de Tratament

Parametru

Vechea
terminologie

AgHBe Negativ

Infectie cronica

Purtator
Inactiv

Hepatita cronica

Hepatita cronica
AgHBe negativa

Infectie VHB
rezolvata

AgHBSs negativ,
anti-HBc pozitiv

AgHBs

Scazut

Intermediar

Negativ

AgHBe

Negativ

Negativ

Negativ

HBYV DNA

< 2000 IU/mL*

> 2000 IU/mL

Undetectable

ALT

Normal
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Schimbarea paradigmei la pacientii
Imuno-toleranti

“This review challenges the notion that the immune-tolerant
phase is truly benign and considers the possibility that
events during this phase may contribute significantly to

cirrhosis, HCC, and the premature death of 25% of HBV
carriers worldwide. Thus, earlier treatment than
recommended by current guidelines should be considered.”

Kennedy. Viruses. 2017;9:96.



Schimbarea paradigmei la pacientii
Imuno-toleranti

“While current guidelines advise against starting
antiviral treatment for immune-tolerant CHB

patients, some new data suggest treating such
patients may reduce the risk of liver fibrosis
progression and hepatocellular carcinoma.”

Wong. Clin Mol Hepatol. 2018;24:108.



Markeri serologici ai infectiel VHB

 AgHBSs negativ
e antiHBs pozitiv

e antiHBc negativ



Markeri serologici ai infectiel VHB

 AgHBSs negativ
e antiHBs pozitiv
e antiHBc negativ

Subiect vaccinat



Markeri serologici ai infectiel VHB

 AgHBSs negativ
e antiHBs pozitiv

e antiHBc pozitiv



Markeri serologici ai infectiel VHB

 AgHBSs negativ
e antiHBs pozitiv
e antiHBc pozitiv

Infectie VHB vindecata



Markeri serologici ai infectiel VHB

 AgHBSs negativ
 DNA-VHB pozitiv

Infectie VHB oculta



Markeri serologici ai infectiel VHB+VHD

Coinfectia VHB-VHD: 5% din cei cu VHB
Obligatoriu de testat!
Anticorpi antiHD (IgM+1gG)

RNA-VHD



AgHBs

« AgHBs a fost prima proteina a VHB descoperita

« “Antigenul Australia”, descoperirea de premiu
Nobel, care a identificat VHB acum peste 40 ani

 In prezent reprezinta markerul fundamental pentru
diagnosticul infectiei VHB

Blumberg et al. JAMA 1965



AgHBs

 AgHBs calitativ:
 Marker diagnostic pentru infectia VHB
 Marker prognostic pentru rezolutia bolii

« AgHBs cantitativ:
» Reflecta istoria naturala
* Prezice raspunsul sustinut la terapia IFN
* Ghid pentru optimizarea duratei terapiei cu NUC

Moucari et al. Expert Rev Anti-infect Ther. 2009



AgHBS:
Marker prognostic pentru rezolutia bolii

Clearance-ul AgHBs
 Scaderea decompensarii hepatice
« Scaderea HCC
» Cresterea supravietuirii

Studil moleculare

 Niveluri extrrem de scazute ale cccDNA la
pacientii care elimina AgHBs

Moucari and Marcellin Liver Int. 2011



AgHBs se coreleaza cu cccDNA intrahepatic

P=0.0001
P=0.004 ' B

Putem utiliza AgHBs seric ca
Indicator al numarului de celule
Infectate din ficat

<0.5-<15 15-<35 235 HBsAg (ug/mL)
Low High

Werle-Lapostolle et al, Gastroenterology 2004
Volz et al. Gastroenterology 2007



Ghiduri
Clearance-ul AgHBs reprezinta “endpointul ideal”

* Ghidurile AASLD, EASL si APASL recunosc
Importanta clearance-ului AgQHBs

* Rol chele in istoria naturala a infectiel cronice
\Vigl=!

« Ghidul EASL (J Hepatol 2009)

« “... Se asociaza cu o remisiune completa si
definitiva a activitatii HCB si o ameliorare a
evolutiei pe termen lung”



Markeri serologici ai infectiel VHC

« Anticorpi antiVHC

* RNA-VHC



Managementul VHB la pacientii care urmeaza
medicatie Imunosupresoare

» Determinare AgHBSs si anti-HBc (total sau IgG) inainte de Iinitierea
terapiel Imunosupresoare, citotoxice sau imunomodulatorii

« AgHBs(+) sl anti-HBc(+): tratament profilactic cu AN
« AgHBs(-) si anti-HBc(+): tratament profilctic cu AN sau
monitorizare ALT, DNA-VHB si AgHBs

* In caz de monitorizare, determinati DNA-VHB la fiecare 1-3
luni; tratati cu AN la primul semn de reactivare (cresterea

DNA-VHB, seroreversie AgHBS)
« Pacienti care primesc tratament anti-CD20 (rituximab) sau cu
transplant de celule stem: profilaxie anti-VHB

 Profilaxia preferata: entecavir sau tenofovir, in timpul si 6-12 luni
dupa tratamentul imunosupresor

Terrault. Hepatology. 2018;67:1560.



Prevenirea transmiterii perinatale VHB:
de ce este atat de importanta?

* Riscul de progresie catre infectie cronica este invers
proportional cu varsta la infectare

100
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S (o)}
o o

cronica (%)

N
o

Progresie catre infectie

- B =~

Nou-nascuti Copii Adulti imunocompetenti

11. Lok AS, et al. Hepatology. 2009;50:661-662.



Prevenirea transmiterii perinatale VHB:

« HBIG + vaccinare VHB
« HBIG + prima doza de vaccin in primele 12 ore

 Eficacitate: 95%

e Cauze de esec:

 Intarzierea administrarii HBIG si primel doze de
vaccin

« Schema incompleta de vaccinare
« Mama AgHBe pozitiv si/sau DNA-VHB ridicata

12. Lok AS, et al. Hepatology. 2009;50:661-662. 13. Mast EE, et al. MMWR Recomm Rep.
2005;54(RR-16):1-31.



Transmiterea perinatala VHB este legata de
nivelul DNA-VHB matern

« Toti nou-nascutii au primit HBIG + prima doza de vaccin VHB in
primele 12 ore si doze suplimentare la 2, 4 si 6 luni

20 |
* P =.039 I P=.031
© |
3 15 I
£ !
7 '
oz 10 ;
S 6.6 ,
= |
= I
= |
o/77 : 0/73 0/18
AgHBe+ AgHBe- <5log 5-8 log > 8 log
Status AgHBe matern DNA-VHB matern (copii/mL)

*Transmitere perinatala = AgHBs pozitiv la 9 luni

14. Wiseman E, et al. Med J Aust. 2009;190:489-492.



Toate femeile cu infectie VHB nou diagnosticata
In timpul sarcinii

« HBIG + prima doza de vaccin in primele 12 ore de la
nastere

« Schema completa de vaccinare

* Determinare AgHBs si antiHBs la 9-15 luni de la
nastere

18. Lok AS, et al. Hepatology. 2009;50:661-662.



Toate femeile cu infectie VHB nou diagnosticata
In timpul sarcinii

* Trimiteti la specialist pentru evaluare

« Evaluarea replicarii VHB si a bolii hepatice
 AgHBe/anti-HBe, DNA-VHB
« Teste hepatice, ecografie

- Evaluarea nevoii de tratament antiviral
* Pentru controlul bolii hepatice la mama
* Pentru prevenirea transmiterii la fat



Gravide cu DNA-VHB ridicat si care nu sunt In
tratament antiviral

« Ar trebui recomandata terapie antivirala pentru a
reduce riscul transmiterii perinatale?

 Da; toate studiile au aratat beneficii si fara a dauna
fatului

e Care ar trebui sa fie pragul nivelului DNA-VHB matern
pantru initierea terapiei antivirale?

* > 8log,, IU/mL: Da
* 6-8 log,, IU/mL: Poate
* <6l0g IU/ML: Nu



Algoritm pentru managementul VHB in timpul
sarcinii

Gravide cu infectie VHB

Trimestrul 1: evaluate Boala activa/ciroza: luati in
replicarea VHB si boala — considerare initierea terapiei cu
hepatica tenofovir
|

Sfarsitul trimestrului 2: DNA-VHB
cantitativ si ALT

DNA-VHB < 106 lU/mL* DNA-VHB > 106 lU/mL*
| I
Monitorizati; Luati in considerare initierea tratamentului cu
nou-nascutul tenofovir, lamivudine sau telbivudina la
primeste HBIG + sapt 28-321

vaccin la nastere 1
Nou-nascutul

primeste HBIG +
vaccin la nastere

TSe prefera Tenofovir daca tratamentul > 12 sapt sau in caz de alaptare la san
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Table8. Recommendations Addressing Screening, Treatment, and Monitoring of Pregnant Hepatitis C Virus-infected Women and Postpartum Issues

Recommendation Rating

All pregnant women should be tested for HCV infection (see recommendations for initial HCV testing and follow-up), ideally at the initiation of lib, C
prenatal care.

For women of reproductive age with known HCV infection, antiviral therapy is recommended before considering pregnancy, whenever practical |, B
and feasible, to reduce the risk of HCV transmission to future offspring.

Treatment during pregnancy is not recommended due to the lack of safety and efficacy data. lib, C

HCV RNA and routine liver function tests are recommended at initiation of prenatal care for HCV-antibody-positive pregnant women to assess |, B
the risk of MTCT and degree of liver disease.

All pregnant women with HCV infection should receive prenatal and intrapartum care that is appropriate for their individual obstetric risk(s) as B
there is no currently known intervention to reduce MTCT.

In HCV-infected pregnant women with pruritus or jaundice, there should be a high index of suspicion for intrahepatic cholestasis of pregnancy |, B
with subsequent assessment of alanine aminotransferase ALT, aspartate aminotransferase AST, and serum bile acids.

HCV-infected women with cirrhosis should be counseled about the increased risk of adverse maternal and perinatal outcomes. Antenatal and I,B
perinatal care should be coordinated with a maternal-fetal medicine (ie, high-risk pregnancy) obstetrician.

Breastfeeding is not contraindicated in women with HCV infection, except when the mother has cracked, damaged, or bleeding nipples or in |, B
the context of human immunodeficiency virus coinfection.

Women with HCV infection should have their HCV RNA reevaluated after delivery to assess for spontaneous clearance. B

Abbreviations: HCV, hepatitis C virus; MTCT, mother-to-child transmission.




