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EASL HCV Treatment Algorithm for TN/TE Patients 
Without Cirrhosis or With Compensated Cirrhosis

 *Child-Pugh A; †TE to pegIFN + RBV, pegIFN-α + RBV + SOF or SOF + RBV; ‡In TN patients infected with GT3 with CC, treatment with G/P can be shortened to 8 weeks, but more data are needed to consolidate this recommendation; § If 

resistance testing is formed, only patients with the NS5A Y93H RAS at baseline should be treated with SOF/VEL + RBV or with SOF/VEL/VOX, whereas patients without the Y93H RAS should be treated with SOF/VEL alone.

CC, compensated cirrhosis; EASL, European Association for the Study of the Liver; G/P, glecaprevir/pibrentasvir; GT, genotype; pegIFN, pegylated interferon; RAS, resistance-associated substitution; RBV, ribavirin; SOF, sofosbuvir; TE, 

treatment experienced; TN, treatment-naïve; VEL, velpatasvir.

1. EASL. J Hepatol 2020 Nov;73(5):1170-1218. doi: 10.1016/j.jhep.2020.08.018. Epub 2020 Sep 15. 2. Maviret (GLE/PIB) US Prescribing Information.

GT 1a, 1b, 2, 

4, 5, and 6

GT 3

Treatment recommendations for HCV-mono-infected or HCV/HIV coinfected adult (aged ≥18 years) and adolescent

(aged 12–17 years) patients with chronic HCV without cirrhosis or with CC* including TN and TE†

Without cirrhosis 8 weeks 12 weeks 8 weeks 12 weeks

With compensated 
cirrhotic

8 weeks 12 weeks 12 weeks 12 weeks

Without cirrhosis 8 weeks 12 weeks 12 weeks 12 weeks

With compensated 
cirrhotic

8–12 weeks‡
12 weeks with
weight-based 

RBV§
16 weeks

12 weeks with
weight-based 

RBV§

Treatment-naïve Treatment experienced
G/P SOF/VEL G/P SOF/VEL



* Patients who consumed more than 2 drinks/day. 
CC, compensated cirrhosis; PMOS, post-marketing observational study; PWUD, people who use drugs; TN, treatment naive.

Optimal Efficacy of DAAs in Real-World 
Historically Underserved Patients
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Pooled analysis of the effectiveness of G/P in pati ents with HCV GT1–6 without cirrhosis or 
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Aghemo A, et al. Infect Dis Ther 2021; 10:2203–2222.



Real World Studies Confirm the Efficacy of 
Sofosbuvir/Velpatasvir

Mangia et al Liver International 2020



Real World Studies Confirm the Efficacy of 
Sofosbuvir/Velpatasvir/Voxilaprevir

Degasperi E et al. J Hepatol 2019



Sofosbuvir/Velpatasvir/Voxilaprevir is Highly 
Effective Without Rbv In DAA Failures

El Kassas M et al. J Hepatol 2023



Are there any cases when treatment is unsafe or harmful?

Are there any cases when treatment efficacy is impaired?

Do We Still Have Any Open Question?



Decompensated Cirrhosis is Associated with Reduced SVR Rates

Ridurejo A, et al. J Med Virol. 2020;92:3545–3555..



Protease inhibitors are contraindicated in CTP B & C
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Liver decompensation associated with DAA use in FAE RS database or literature to 8 January 2019

63 cases among 
~72,000 dispensed 
medications in 2018

PI-containing regimen Baseline liver function

13/63 18/63 11/63 21/63

Many patients had signs/symptoms of 
CTP B or C disease (or other serious 

liver problems) and should not have been 
prescribed a PI-containing regimen



Impact of 
Hepatic 

Impairment on 
GZR PK

(Non-HCV)

CP-A ↑ 70%

CP-B ↑ 5-fold

CP-C ↑ 12-fold
SMPC Zepatier

Disease Severity Impacts the PK of PIs
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SOF/VEL 12 wk SOF/VEL+RBV 12 wk SOF/VEL 24 wk

ASTRAL -4: SOF/VEL ± RBV in HCV Patients with 
Decompensated Liver Disease

Charlton M, et al., NEJM 2015

Breakthrough, n ― 1 1 ― ― ― ― 1* 1 ― ― ―

Relapse, n 11 2 7 5 1 3 6 1* 4 ― ― ―

Lost to follow up, n 1 ― 3 1 ― 3 ― ― ― ― ― ―

Death, n 3 3 3 2 2 ― 1 ― 1 ― ― 1



HCC is Associated with Reduced SVR Rates

Prenner S, et al Journal of Hepatology 2017 vol. 66 1173–1181 & Chen CY et al, Liver International. 2021;41:1265–1277.  



HCC is Associated with Reduced SVR Rates

Ji F et al, Journal of Hepatology 2019 vol. 71 473–485



High Rates of HCC Recurrence post DAA Therapy



DAAs do not Increase the Risk of HCC Recurrence

Sapena V, et al. Gut 2022;71:593–604.



Improved Survival of HCV Patients Who Received
DAAs After HCC Treatment

Cabibbo G et al, J Hepatol 2019



Improved Survival of HCV Patients with HCC Who Receiv ed DAAs

Dang F et al, Hepatology 2020

Overall Mortality Liver related Mortality



Antiviral Therapy in The Setting of HCC

Modified from: Reig M and Cabibbo G, J Hepatol 2021 

Reduced viral response in patients with MELD>15

 Identify the determinants for BCLC-D stage (i.e. liver disfunction vs ECOG-PS/tumor burden)

 Reduced viral response in decompensated cirrhosis (DAA)

 Reduced response in active HCC (DAA)







DAA Therapy During HCC Treatment is Possible



DAAs As The Key To HCV Elimination

No Age Limit
Safe in Organ Trasplant
Safe in decompensated cirrhosis
Safe in the Liver Transplant waiting list
No formal contraindications to treatment



What does elimination mean? Impact targets

90% reduction in new cases of

of chronic HBV and HCV infection
65% reduction in deaths from  

chronic HBV and HCV

From 6-10 million infections to 900,000 

infections 

From 1.4 million deaths to under 

500,000 deaths 



Interventions 2030 targets

1. Service  

coverage
1. Three dose hepatitis B vaccine 90%

2. HBV PMTCT 90%

3. Blood and injection safety 100 % screened donations

90% reuse-prevention

devices

4. Harm reduction 300 injection sets/PWID/yr

5. Treatment 90% diagnosed

80% eligible treated

2. Impact A. Incidence reduction 90%

B. Mortality reduction 65%

HEPATITIS STRATEGY, 2016:
ELIMINATION BY 2030



Blach S et al, LGH 2022

Updated HCV Epidemiology in 2020



DAA and HCV Elimination Worldwide

Blach S et al, LGH 2022





Accesso a Tutti i pazienti



HCV Elimination : Data From 2019

Razavi H et al, Liver International2020



HCV Elimination in Italy: Lessons to be Learnt

To Achieve HCV elimination Italy must treat 41300 Pts pe r year

Razavi H et al, Liver International 2020



Decreasing Number of HCV Treatments in Italy

Kondili L et al, Journal of Infectious Diseases 2023







D’Ambrosio R et al, Liver International in press



D’Ambrosio R et al, Liver International in press



Test di screening:

• Ricerca Ab su prelievo venoso (94,5%)

• Ricerca Ab su sangue capillare (5,5%)

• Ricerca Ab su saliva (0,05%)

Modelli organizzativi:

• Screening con chiamata attiva: Servizio di prevenzione 
territoriale/ASL/MMG (lettera, messaggio SMS, fascicolo 
sanitario elettronico FSE, contattati dal MMG)

• Screening opportunistico: in occasione di accesso alle 
strutture sanitarie (PS, ospedale, ambulatori, centri 
prelievi, ecc.); in occasione di somministrazione dose 
vaccino COVID-19/tamponi

• Accesso libero, autoprenotazione online, open day 
dedicati

Courtesy of Sabrina Valle 

Lo screening nazionale gratuito per l’HCV

Dati preliminari – Rendicontazione al 31/12/2022

Popolazione generale ‘69-89

Totale soggetti screenati:

N. 488.571



Identificati n. 892 soggetti con infezione attiva da  HCV

Lo screening nazionale gratuito per l’HCV

Risultati preliminari – Rendicontazione al 31/12/2022

Popolazione generale ‘69-89

ESTENSIONE
= INVITATI/ 

TARGET

COPERTURA = 
TESTATI/ 
TARGET

ADESIONE = 
TESTATI/ 
INVITATI

POSITIVI test 
ricerca Ab (%)

ADESIONE 
AL TEST DI 
CONFERMA 

(%)

POSITIVI test 
di conferma

(%)

DETECTION 
RATE (%) = 

INF. ATTIVA/ 
TESTATI*1000

SOGG. CON INF. 
ATTIVA AVVIATI AL 
TRATTAMENTO (%)

18,0 4,1 22,9 0,7 86,2 29,1 1,8 32,7

Courtesy of Sabrina Valle 



Temporal Trends of Waitlisting for LT in Italy

Manzia et al DLD 2022



Decreasing Hospitalization Rate of patients with HCV-i nduced liver disease

Trend of Hospitalizations for HCV Liver Cirrhosis Trend of Hospitalizations for HCV Liver Cancer

Years: 2012-2015 2015-2019 Years:  2012-2015 2015-2019

Hospitalizations for HCV and HCV-related diseases in the last decade: data analysis of records of hospital discharge (SDO) at national level

Mennini FS, Sciatella P, Simonelli C, Marcellusi A, Kondili LA. EASL 2022 presentation (submitted manuscript)  


