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ELIMINACION DE LA HEPATITIS C: OBJETIVO GLOBAL

* La OMS ha planteado como objetivo la eliminacion de la hepatitis C como
problema de salud publica en el aflo 2030%2

90% Reduccion de Reduccidn de la mortalidad
nuevas infecciones por hepatitis virales

* Mas de 140.000 pacientes se han tratado y curado en Espana desde 2015

OMS: Organizacion Mundial de la Salud.

1. WHO. Global health sector strategy on viral hepatitis 2016-2021. Towards ending viral hepatitis. Disponible en: www.who.int/hepatitis/strategy2016-2021/ghss-hep/en/. Ultimo acceso: nov2019. 2. Secretaria
General de Sanidad y Consumo. Ministerio de Sanidad. Plan estratégico para el abordaje de la hepatitis C Crénica. Actualizacidn linea estratégica 2. Junio 2017. Disponible en:
http://www.mscbs.gob.es/ciudadanos/enflLesiones/enfTransmisibles/hepatitisC/PlanEstrategicoHEPATITISC/docs/actualizacionEstrategiaTerapeuticaJunio2017.pdf. Con acceso: nov 2019.



DOCUMENTO DE LA AEEH SOBRE LA ELIMINACION DE LA HEPATITIS C EN ESPANA

Gastroenterol Hepatol. 2019;42(9):579-592
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NUMERO DE PACIENTES CON HEPATITIS C TRATADOS
EN LA COMUNIDAD DE MADRID (2015-2020)

ANO Valor
2015 8.593
2016 4.712
2017 5.626
2018 3.075
2019 1.906
2020* 690

Total 24.602

* ok ok ok

*Hasta el 7 de octubre

Fuente: Registro de Utilizacion de Agentes Antivirales para el virus de la hepatitis C (RUA-VHC). Comunidad
Servicio Madrileio de Salud. Consejeria de Sanidad. Comunidad de Madrid de Madrid



Outline of HCV Long-Term Complications
Natural History of Hepatitis C
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Maasoumy B, Wedemeyer H. Best Pract Res Gastroenterol Hepatol. 2012;26:401-412.



Benefits of Achieving SVR

- - T~ Extrahepatic

Smith-Palmer J, et al. BMC Infect Dis. 2015;15:19. Negro F, et al. Gastroenterology. 2015;149:1345-1360.
George SL, et al. Hepatology. 2009;49:729-738.




Curacion de la hepatitis C

La infeccidn practicamente siempre se cura

La enfermedad NO siempre se cura



Diagnostico “tardio” de la hepatitis C
Concepto
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Late presentation of chronic viral hepatitis
for medical care: a consensus definition

Stefan Mauss'?, Stanislas Pol™®, Maria Buti™, Erika Duffell®, Charles Gore”, leffrey V. Lazarus®,
Hilie Logtenberg-van der Grient”, lens Lundgren®, Antons Mozalevskis™®, Dorthe Raben™'"", Eherhard Schatz'’,

Stefan Wiktor =, Jlrgen K. Rockstroh 213 and an behalf of the Eumpsan consensus woorking group on late

presentation for Viral Hepatitis Care

Definicién de diagnodstico tardio: ALD/LSLD. Consenso EASL (2015)
= estadio de fibrosis hepatica > F3 (elastometria, FIB-4, APRI, Fibrotest, biopsia)

= Cirrosis descompensada

= Diagndstico de hepatocarcinoma.......

sin tratamiento antiviral previo
BMC Medicine 2017, 15: 92 - 99



Late presentation in PWID in Spain

= 1,115 patients (217 with HBV, 898
with HCV were included with 2018
data from 9 tertiary centers in
Spain.

= Advanced liver disease was
detected in 14.7% of HBV cases and
in 25.3% of HCV cases.

= |njecting drug use was the most
frequent reported mode of
transmission of HCV infection (26%
and 59% had an unknown mode of
transmission.

= Qverall, 25% of PWID presented late
for HCV care.

Source: Picchio et al. Abstract at INHSU 2019.

Late presentation of chronic hepatitis B
and C virus in people who inject drugs

in Spain despite unrestricted access to
HBV and HCV therapy

sction with hepatitis B and C virus (HBV and HCV) can prog
rhosis and lead to liver disease, i

or-related death. Antiviral agents against HBV are very effective in
viremia and direct acting antivirals (DAAs) for HCV have sustained virologic

ated before the onset of advanced liver disease (ALD). The aim of this study is
2 the prevalence of late presentation of chronic hepatitis in people who inject
drugs (PWID) ir

We conducted a retrospective cohort study through clinical history revision of patients
seeking first time care with a liver specialist at nine tertiary Spanish hospitals with
available 2018 data. Late presentation includ i

as by either APRI score >1.5, FIB-4 >3.2,
kPa or biopsy =METAVIR stage F3) with no previous antiviral treatment. Prevalence of
ALD at first consultation, mode of transmission and risk factors were analysed.

s

1,115 patients chronically infected were identified: 217 with HBV and 898 with HCV.
Advanced liver disease was detected in 14.7% (n=32) of HBV cases and in 2
for HCV (Figure 1). Injecting drug use was the most frequent mode of transm
infection (25.9%; n: and 58.5% (524) had an unknown mode of transmission. 77.1%
(n=168) of the HBV cases had an unknown mode of transmission and none reported cases
due to injecting drug use (Table 1). Overall, 24.9% of PWID presented late for HCV care.

Late presentation with HBV and HCV is common in Spain despite unrestricted access to
antiviral therapy. To improve outcomes and reach the elimination goal adopted by WHO,
strategies PWID ar ial. The high of unknown modes of
transmission could contribute to an underestimation of the real number of PWID presenting
late with viral hepatitis.
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Viral hepatitis patients and late presentation risk factors

= 2,351 patients infected with HBV and

HCV were included (544 HBV, 1,804
HCV) with available 2019 data from
11 centers

ALD was detected in 12.7% of HBV
cases and 29.5% for those with HCV
infection. LSLD was reported in
10.8% of HBV cases and 10% of HCV
cases.

58% and 64%of the cases were male
for HBV and HCV, respectively.

Half of HBV cases were in non-
Spanish (45%) compared to 12% of
those with HCV.

Source: Buti, M Picchio C et al. AASLD 2020.

Hepatitis B virus (HBV) (n= 544)

Hepatitis C virus (HCV) (n= 1,804)

Sex Sex
Male 315 (58.0) Male 1,152 (63.9)
Female 229 (42.0) Female 650 (36.0)
Missing 0 (0) Missing 2 (0.1)
Nationality Nationality
Spanish 244 (44.9) Spanish 1576 (87.4)
Non-Spanish 293 (53.9) Non-Spanish 218 (36.0)
Missing 7 (1.3) Missing 10 (0.5)
Late presentation to care* Late presentation to care*®
Yes 103 (18.9) Yes 532 (29.5)
No 441 (81.1) No 1,272 (70.5)
Advanced liver disease (ALD)** Advanced liver disease (ALD)**
Yes 69 (12.7) Yes 467 (25.9)
F3 fibrosis 18 (3.3) F3 fibrosis 156 (8.7)
F4 fibrosis 51 (9.4) F4 fibrosis 311 (17.2)
No 400 (73.5) No 1,242 (68.9)
Missing 75 (13.8) Missing 95 (5.3)
Late stage liver disease (LSLD)*** Late stage liver disease (LSLD)***
Yes 59 (10.8) Yes 181 (10.0)
HCC 10 (1.8) HCC 45 (2.5)
Decomp. Cirrhosis 13 (2.4) Decomp. Cirrhosis 78 (4.3)
Liver complications” 52 (9.5) Liver complications” 138 (7.6)

No 485 (89.1)

No 1,623 (90.0)

*Late presentation to care includes those with ALD and LSLD, of which, 26 HBV and 116 HCV patients

classified in both categories

**ALD is defined as significant fibrosis (= F3 assessed by either APRI score > 1.5, FIB-4 > 3.25, Fibrotest >

0.59 or alternatively transient elastography (FibroScan) > 9.5 kPa or liver biopsy = METAVIR stage F3) with

no previous antiviral treatment.

***| SLD is clinically defined by the presence of decompensated cirrhosis (at least one symptom of the
following: jaundice, hepatic encephalopathy, clinically detectable ascites, variceal bleeding) and/or
A Jaundice, hepatic encephalopathy, clinically detectable ascites, variceal bleeding, "other"



Post treatment follow-up of patients after SVR
EASL Guidelines 2020

 Patients with no to moderate fibrosis (METAVIR score FO— F2) with SVR and no
ongoing risk behaviour should be discharged, provided that they have no
other comorbidities (Al).

 Patients with advanced fibrosis (F3) or cirrhosis (F4) with SVR should undergo
surveillance for HCC every 6 months by means of ultrasound, because the risk
of de novo or incident HCC is reduced but not abolished by SVR (Al).

* |[n patients with cirrhosis, surveillance for oesophageal varices by endoscopy
should be performed if varices were present at pre-treatment endoscopy, or if
the platelet count falls below 150,000 and elastography increases to more
than 20 kPa (A1).

Update EASL HCV guidelines J Hepatol 2020



Post treatment follow-up of patients after SVR
EASL Guidelines 2020

* Following SVR, monitoring for HCV reinfection through bi-annual or, at
least, annual HCV RNA assessments should be undertaken in PWIDs or
men who have sex with men with ongoing risk behaviour (Al).

* Retreatment should be offered without stigma or delay to those
patients who are reinfected (A1l).

e Untreated patients with chronic hepatitis C and those who definitively
failed several prior treatment courses (incurable patients) should be
regularly followed (A1).

Update EASL HCV guidelines J Hepatol 2020



Post treatment follow-up of patients after SVR
EASL Guidelines 2020

* Patients with no to moderate fibrosis (METAVIR score FO- F2) with SVR and no
ongoing risk behaviour should be discharged, provided that they have no
other comorbidities (A1)

» Patients with advanced fibrosis (F3) or cirrhosis (F4) with SVR should undergo
surveillance for HCC every 6 months by means of ultrasound, because the risk
of de novo or incident HCC is reduced but not abolished by SVR (A1)

Update EASL HCV guidelines J Hepatol 2020



Considerations after SVR in patients
with mild/moderate liver disease

Consideration Key Points and Recommendations

= Alcohol use associated with liver fibrosis progression and HCC risk with
chronic HCV infection; less evidence in post-SVR setting
Alcohol use » Recommendations:

— Counsel avoidance of significant alcohol use in all pts and abstinence for
pts with advanced liver fibrosis or cirrhosis

= Fatty liver disease can cause fibrosis/cirrhosis; diabetes associated with
unfavorable liver-related outcomes
Obesity = Recommendations:
— Counsel lifestyle modifications, glycemic control

AASLD/IDSA Guidelines. September 2017.
Jacobson IM, et al. Gastroenterology. 2017;152:1578-1587
Update EASL HCV Guidelines 2020.



Post-SVR Monitoring for HCC

Which Patients Need It?



HCC Risk After IFN-Based Treatment

e Long-term follow-up study of people with HCV infection and Ishak score 4-6 fibrosis
(N = 530) treated with IFN
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van der Meer. JAMA. 2012;308:2584.



Fibrosis Stage and Incidence of HCC in Pts Achieving SVR:
Retrospective US VA Study

* Retrospective cohort study of de novo HCC incidence in pts achieving SVR on IFN-based
therapy in VA Healthcare System 1999-2010 (N = 10,738)
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Persistence of HCC Risk After SVR

= Pooled analysis of people with bridging fibrosis or cirrhosis and SVR after HCV
treatment with IFN (N = 1000)

— After median follow-up of 5.7 yrs, n = 51 with HCC, approximately 1% annual risk
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HCC occurrence in DAA vs IFN treated patients

» Systematic review and meta-regression of 26 studies on de novo HCC occurrence after SVR
in IFN- vs DAA-treated patients
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Indefinite HCC Surveillance

HCC Surveillance Recommendations
FO-F2 F3 F4

Same as for those never
infected with HCV

EASLEI None Ultrasound every 6 mos

Guideline/Guidance

AASLD/IDSA (HCV) Ultrasound every 6 mos

None
(incidence < 1.5%/yr)

AASLD/IDSA (HCC)®!

AASLD/IDSA Guidelines. September 2018. 2. EASL Guidelines. 2020. 3. Marrero. Hepatol. 2018;68:723.



Post treatment follow-up of patients after SVR
EASL Guidelines 2020

* In patients with cirrhosis, surveillance for oesophageal varices by endoscopy
should be performed if varices were present at pre-treatment endoscopy, or
if the platelet count falls below 150,000 and elastography increases to more
than 20 kPa (A1).

Update EASL HCV guidelines J Hepatol 2020



Impact of SVR on portal
hypertension (short term)
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Impact of SVR on portal
hypertension (long term)

226 patients with CSPH + SVR (6 months and 2 years after EOT)
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CONCLUSIONES

» El nUmero de diagndsticos tardios continua » La evidencia disponible apoya el cribado
siendo muy elevado en Espafia y esto tiene indefinido de CHC en pacientes con fibrosis
importantes consecuencias clinicas y avanzada/cirrosis con periodicidad semestral.

epidemioldgicas.

» Al menos uno cada cuatro nuevos diagnésticos ™ A pesar de que los pacientes con RVS

se da en pacientes con enfermedad hepdtica experimentan una reduccion de la hipertension
avanzada. Una elevada proporcién de ellos portal, al menos la mitad de ellos contintan
pertenece a colectivos vulnerables. con CSPH dos afios después de la eliminacidn

de la infeccion.

» La eliminacion de la hepatitis C solo sera posible en el entorno de 2024 si se
sigue avanzando en politicas de cribado y mejora de la continuidad
asistencial



