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e Revisar un caso clinico.
* Conocer la magnitud del problema en el mundo y en Chile
* Viatrasmision, historia natural, y laboratorio.

* Objetivos erradicacion de la WHO 2030




e 41 anos.

e Hombre, Soltero, HSH.
* Antec:
e Sd. Metabdlico: Obesidad, R. insulina, H. graso, DLP
> Manga Gastrica 2015: 114 - 74 > 80 kilos.
* Dr: Metformina 850/ Sin hierbas.
* OH:5combinados 3 v /sem
* Hepatitis previas No,

* Trasfusiones No.
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* Historia: Previamente bien, asintomatico. No hay otros farmacos ni viajes recientes.

Primeros dias Marzo/19 CEG marcado y progresivo, asco....médico

e Ex. Fisico: anicterico, sin estigmas de DHCr, afebril. Higado sensible 2 cm BRC.

| 7/3/19Curicé 25/3/19

15/3/19 Eco abodminal:

Sints CEG/aSCO e Higado forma y ecogenicidad
Lab conservadas.
VB fina. Vesicula sin calculos.

AST/ALT 418 / 954 158/ 297 Rifiones, bazo y pancreas OKk.
Bili /FA 0,9/ n 0,8/ n
TP 87% 100%
Hto/ BI/Glic 40% / 4.900/ 77
VIH (-)
Serol HBsAg +.

IgM HAV neg.

Anti HCV neg
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Sints Bien (6 sems) ¢
Lab a
AST/ALT 211/ 340

* Ind: Reposo relativo. Bili /FA 0,9/n

* Evoluciona bien, Menos decaido, afebril, Sin vomitos. TP 95%

e Control con suscrito....6 sems evolucidn. Oligosintomatico. vIH ()
Serol IgM Anti core VHB +

VDRL neg

Dg y plan.
* Hepatitis Aguda por virus hepatitis B
* Prondstico: bueno.
e 95-98% curacion y eliminacion virus.
e Accion: Notificacion ENO
* Control 4-6 sems con p hepaticas y seguimiento proximos 6
meses......cronico??
* Estudio pareja/s—> si negativo vacunar.....
* NO es GES, hasta que sea cronico. ( >6 meses HBsAg +)
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Virus DNA, fmlia hepadnavirus—> Baruch Blumberg, 1965

Distribucion variable: 0,1 - 15% segun areas geograficas.
10 genotipos : Chile >F

» distribucion varia (> progresion c-d-f; y > rpta IF a-b)

Transmision: parenteral, percutanea o sexual.
Tpo incubacion: 45-180 d (x: 60-90d)

Cronicidad depende de edad adquisicion y estado inmunitario.
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Bith 1$6mo 7-12mo 14yrs >5yrs
Age at Infection




VHB no es un virus citopatico> Dafio mediado por inmunidad.

Pérdida de HBsAg tras infeccion—> “curacion funcional”....pero

reactivacién en IS puede ocurrir = Curacion definitiva puede “no ocurrir

nunca”.

Vacuna ....Desde 80’s vacuna sintética...... muy efectiva. > 95%
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Most common routes for acute hepatitis B transmission in Europe

[Heterosexual transmission M ]
Other

LW Transmission among MSM

[ & Injecting drug use

Nosocomial transmission @]

EUROPA: Komatsu H, et al . World J. Gastro 2014; 20; 8998-9016
MSM: Men who have sex with men.
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Total Anti-HBc

AnthHES Table4.2 Interpretation of HBV serological tests

HBsAg Total anti-HBc |IgM anti-HBc | Anti-HBs | Interpretation

- - - - Never infected and no evidence of
immunization, needs vaccination

~ + + — Acute infection

20 24 28 3
Weeks after exposure

- - Chronic mfection

_ + - - Exposure with occult HBV, false

sitive (r: “hronic infecti
- Aveces dificil hepatitis Ag vs Hepatitis Crdnica positive (rae) or chronic infection

reactivada que en 3/4 puede tener IgM +. - N - y .Expm’:um a clearance of HBV
) ) infection from the blood, with occult
- Aguda: CV baja < 25.000 Ul en 96%; IgM Anti core HRV

titulos alto ( > 1:1.000 en 78% vs < 1:1.000 en 70% cr; , - : S S
y PM 195 v/s 7S en Cr. < titulos HBsAg y HBeAg); IgG Modified from Weinbaum CM, et al. MMWR Recomm Rep. 2008:57:1-20

anti core idem:
Puri P. J Clin Exp Hepatol 2013

- Pero dificultad es mas frecuente en paises alta endemia

_ VHB. L — G




Primary HBV infection
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Any age, -~

o’il“ha deGo 4
~90% infants
particularly infants <25% early childhood
of HBeAg negative <5% adults
mothers ,5%
Acute HBV infection/ Fulminant Chronic HBVY infection
acute hepatitis B hepatitis B

J

Immune tolerance phase

!

HBsAg -
IS potente ;
Immune active phase / HBeAg positive chronic hepatitis HBeAg - P Puede sufrir
— Reactivacion
/ l HBeAg HBV DNA . .
seroconversion <10 IU/mL* Ej TXMO, (Ej. |S)
HBeAg negative | 4= | |nactive carrier state 4 ) ALT: Normal Rituximab
chrenic hepatitis — = 15~40% :
e ‘\\ Muchos afios Bx: normal
» “a
HBsAg Hepatocellular anti-HBc positive
clearance carcinoma
v v
> Cirrhosis <
Erlichman J. Viral Hepatitis in Children. 2010.
=
i

Lok A, et al. J Hepatol 2017;67:847-61;
7 Trasplante y/o muerte
y

EASL CPG HBV. J Hepatol 2017;67:370-98
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De las infecciones mas frecuentes en el mundo.
* Mundo:

* 3,2% poblacion (248 millones): son portadores crénicos (infeccién crénica) (WHO)—>

Y4 moriran
de complicaciones VHB.

» Cada afio: 780.000 VHB fallecen - complicaciones de la cirrosis o hepatocarcinoma

* Transmision perinatal da cuenta de >ria infecciones ( > 60%)
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* Aun hoy... S6lo 50% paises del mundo tienen
054

vacuna universal para RN.

048 _
PAISES ‘ * 13 paises no chequean status VIH/VHB/VHC en
194

PAISES donantes Bco sangre

050 * 39% reutilizacion de agujas en paises

PAISES

'} 44
2.!-.:4; subdesarrollados

Acceso 12/5/19. https://vaxopedia.org/2018/01/10/vaccines-statistics-and-numbers/
https://www.who.int/news-room/fact-sheets/detail/blood-safety-and-availability

https://www.who.int/medical devices/Sun_pm SW
BRSOy T . P



https://vaxopedia.org/2018/01/10/vaccines-statistics-and-numbers/
https://www.who.int/news-room/fact-sheets/detail/blood-safety-and-availability
https://www.who.int/medical_devices/Sun_pm_SAF_2_ALLEGRANZI.pdf
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GRAFICO N° 2. TASAS DE INCIDENCIA DE HEPATITIS B. CHILE 1997-2018*
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; ’ ;’:I’jd VHB Notificacion . . .
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Tasa de modenca 1,0 1,1 1,1 1.5|1,8|1,5 14| 1,5/1,2 1,6 1.8 2,.2|3,0|6,5|6,3 6.1/6.2 6.8 57 6.1 64 60
(*) Afios 2016,2017y 2018 datos provisorios
Fuente: Base de datos ENO.DEIS. MINSAL. Dpto. Epidemiologia, MINSAL, Chile.

Chile: (18 mill/habs)

* Incidencia: aprox 1.200 casos nuevos /afio (80% serian agudos)—> Sub-reportado.....x 3-5?
* Prevalencia: 15-20.000 VHB Cr?—> 0,1%

* Bco Sangre donantes: 0,03% +. (178.000 DBS)

https://diprece.minsal.cl/wrdprss minsal/wp-content/uploads/2017/10/1.-Situacion-
epidemiologica-HB-HC-2017.pdf
* ZapataR, et al. Ann Hepatol 2014
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https://diprece.minsal.cl/wrdprss_minsal/wp-content/uploads/2017/10/1.-Situacion-epidemiologica-HB-HC-2017.pdf
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Treatment:

= Sustained, affordable supply of
antiviral therapy integrated with
other programs (e.g. ART for HIV)
* Monitoring and follow-up for
patients on therapy, including
renal function and HBV viral load
* Surveillance and monitoring
where this can be provided (serial
LFTs, U&Es, fibroscan)

Diagnosis:

= Roll-out of screening integrated
with HIV VCT

* Improved antenatal screening
programs for PMTCT

= Development of rapid point-of-
care tests

* Enhanced molecular testing to
detect drug resistance

Sterile practice:
» Safe blood and tissue products

= Clean needles — for clinical practice,

but also tattoos, piercing etc
* Attention to other potential

transmission routes e.g. scarification,

circumcision

Safe sex:
* Education alongside safe sex messages
for other STI's

= Condom provision

= Focus resources on high risk groups
(partners of HBV carriers, sex workers,
MSM)

https://www.who.int/en/news-room/lz

Each year, hepatitis B virus and hepatitis C virus cause nearly 1.5 million deaths worldwide—more than HIV, tuberculosis,

Vaccination:

* Advocacy for birth dose vaccine for
all babies for PMTCT

= Delivery of recombinant HBsAg
vaccine integrated within EPI

* Improved vaccine coverage with
catch-up campaigns for high risk
groups (HCWs, MSM)

* Enhanced efforts from the research
community to develop therapeutic
vaccinations

Education:

= Campaigns to encourage screening
= Research to understand beliefs and
behaviour

* Education to reduce stigma and
discrimination

= Enhancement of compliance with
therapy

* Helping mothers to protect their
children — testing and vaccination

and malaria.




* Hepatitis B 2 patologia de alta prevalencia e incidencia mundo: En Chile de < frecuencia aun.
e Efectos migracion...embarazadas 2012-2016: 2-3/afio
e —22017:21 casos y —>2018: 48 casos VHB (85% extranjeras)
* En Chile >mecanismo + frecuente de contagio—> sexual: horizontal (adultos jovenes)
* Hepatitis Aguda VHB: Cuadro clinico / ALT > 400 Ul/L / HBsAg + IgM Anti core B
* Tasa cronicidad = 3-5% (salvo en nifios e inmunocomprometidos)
* La hepatitis cronica por VHB genera comorbilidad relevante: %> DHCR/HCC
* Existen terapias prolongadas que logran “controlar” la infeccion.
* Lo mas relevante
e |dentificar y manejar casos

* Prevencidn—=> vacuna.
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Anti-HBe

H BSA-Q- ---------------- HBsAg -
HBeAg -
ALT HBV DNA
<10 IU/mL*
ALT: Normal
Bx: normal
O 20 40 60
Years anti-HBc positive
Fase 1 Fase 2 Fase 3 Fase 4
HBeAg-positive HBeAg-positive HBeAg-negative HBeAg-negative
chronic HBV infection chronic hepatitis B chronic HBV infection chronic hepatitis B
(inmunotolerancia) (Hepatitis Cr activa) (Portador Inactivo) (Hepatitis Cr activa)

Reactivacion (ej. IS)

Lok A, et al. J Hepatol 2017;67:847-61;
EASL CPG HBV. ) Hepatol 2017;67:370-98



Sélo 8,6% infectados VHB estan Dg..y 0,7%

han sido tratados....acceso?. (WHO 2017)
Tto: varia segun guias de manejo: AASLD
2018, EASL 2017, APASL 2016.; WHO 2015,
Chile 2013......

Muchos aun quedan afuera....y progresan
en la enfermedad a cirrosis y a HCC.

Registered Treatments of CHB

Lamivudine Entecavir Tenofovir DF TAF

| | I I

Adefovir dipivoxil | | Telbuvidine; Innovative antivirals
Clevudine &

(South Korea) immunotherapeutics

Indications for treatment

* Primarily based on the combination of 3 criteria
— HBV DNA, serum ALT and severity of liver disease

Recommendations B Grade of evidence [ Grade of recommendation

Should be treated

« Patients with HBeAg-positive or -negative chronic hepatitis B* | 1

» Patients with cirrhosis, any detectable HBV DNA, regardless of | 1
ALT level

+ Patients with HBV DNA >20,000 IU/mL and ALT >2x ULN, (-2 1
regardless of severity of histological lesions ’

May be treated

« Patients with HBeAg-positive chronic HBV infectiont i 2

>30 years old, regardless of severity of liver histological lesions

Can be treated

» Patients with HBeAg-positive or -negative chronic HBV infection
and family history of HCC or cirrhosis and extrahepatic
manifestations*

11} 2

*Defined by HBV DNA >2,000 IU/ml, ALT >ULN and/or at least moderate liver necroinflammation or fibrosis; Bx o ARFI o Fibroscan p

Defined by persistently normal ALT and high HBV DNA levels; o9 E AS L
+Even if typical treatment indications are not fulfilled

EASL CPG HBV. J Hepatol 2017;67:370-98

The Home ot Hepatalogy



