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Follow-up del paziente a rischio di sviluppo di HCC 



The Evolution of HCV Care and Treatment Implementation

Consistently high overall SVR rate in most patient populations

Minimal on-treatment monitoring

Consistently low rate of adverse safety events and drug 

to drug interecations

Shorter durations of therapy  (up to 8 weeks!!)

Simple
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Pan-genotypic, high genetic barrier and antiviral activity

No need for Ribavirn 

Effective



Stage of liver disease at the time of treatment

DAAs treatment and liver

Co-factors of liver damage
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HCV eradication induced by DAAs reduces the risk of HCC

Ioannou GN et al , J Hep 2018

• 62354 pts treated in the Veteran Affairs national Health Care System from 1999 to 2015 
[IFN only 58%; DAA+IFN (7.2%); DAA35%) and were followe-up until 15 June 2017

• Incident cases of HCC  diagnosis at least 180 days after DAA start during a mean 
follow-up of  6.1 years

• 3271 incident cases of HCC, with lower 
incidence for SVR pts (0.43x100 pt/y vs 
1.14)

• Overall SVR was associated with a 61% 
reduction in HCC risk:  IFN only AHR 0.32, 
DAA+IFN AHR 0.48; DAA AHR 0.29

• Analysis limited to 2 years f.u.: IFN AHR 
0.56, DAA+IFN AHR 0.48; DAA AHR 0.28

• HCC incidence was higher in DAA treated 
pts (1.32x100 pt/y) vs  DAA+IFN  and IFN 
(1.06 & 0.81 x100 pt/y), but

there was no significant association between HCC risk and treatment after adjusting for 
major confounding





Zhang BH, Yang BH, Tang ZY. Randomized controlled trial of screening for hepatocellular carcinoma. J Cancer Res Clin
Oncol. 2004;130:417-22.



Annual Incidence of HCC in untreated patients with cirrhosis
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Report dei trattamenti con DAAs

Valutazione della efficacia (SVR-12) 

Trattamenti avviati al 10/01/2020 

Trattamenti Valutabili x SVR % SVR-12 % Relapse %

Totale    2134 1997 93.6% 1964 98,35% 33 1,65%

AIFA 1 2 3 4 5 6 7 8 9 10 11

Pz valutati 678 1 55 322 2 16 298 612 6 6 2

Relapsers 18 0 1 1 1 0 4 7 0 1 0

% 2.65% - 1.82% 0.31% 50.0% - 1.34% 1.14% - 16.67% -

Cirrosi + F3 F0-F1-F2 CRIO e Linfomi
IRC / trap. Fegato e 
altri organi

Pz valutati 1002 910 55 28

Relapsers 20 11 1 1

% 2.00% 1.21% 1.82% 3.57%



Facciamo un po’ di conti…

Pts at 
risk

%
year

HCC n./y US n./y US 
Screening 
Efficiency

(untreated)

US 
Screening 
Efficiency

(after DAA)

F4-Cirr 678 3-5 30 1356 2.2% 1.1%

F3 322 1.5 5 644 0.8% 0.4%

Paradosso:

dopo la SVR l’impegno delle strutture si mantiene elevato, ma si
riducono i casi di HCC diagnosticati

 Per mantenere efficenza nella sorveglianza sarà necessario sviluppare
strumenti che permettano di diversificare i programmi di screening in 
base al rischio individuale



The role of Age

U.S. Cancer Statistics Working Group. United States Cancer Statistics: 1999–2014 Incidence and Mortality Web-based 
Report. Atlanta: U.S. Department of Health and Human Services, Centers for Disease Control and Prevention and National 
Cancer Institute; 2017.



The role of Sex

Centers for Disease Control and Prevention (CDC). Hepatocellular carcinoma - United States, 2001-2006. MMWR Morb
Mortal Wkly Rep. 2010;59:517-20.



The role of Cirrhosis Stage

Incidence of Hepatocellular Carcinoma in Patients With HCV-Associated Cirrhosis Treated With Direct-Acting Antiviral 
Agents. Calvaruso, Vincenza Craxì, A. et al. Gastroenterology, Volume 155, Issue 2, 411 - 421.e4



Treatment Failures

Incidence of Hepatocellular Carcinoma in Patients With HCV-Associated Cirrhosis Treated With Direct-Acting Antiviral 
Agents. Calvaruso, Vincenza Craxì, A. et al. Gastroenterology, Volume 155, Issue 2, 411 - 421.e4



High rate of HCC incidence or progression in cirrhotic patients with DAAs 
treatment failure: 8/19 (42.1%) 



Predictors 

Incidence of Hepatocellular Carcinoma in Patients With HCV-Associated Cirrhosis Treated With Direct-Acting Antiviral 
Agents. Calvaruso, Vincenza Craxì, A. et al. Gastroenterology, Volume 155, Issue 2, 411 - 421.e4



Co-factors 
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D.L. 66 aa maschioAlcol, HBV, NASH



Familiarità: negativa per epatopatie, patologie metaboliche, CV e neoplastiche

Profilo virologico

- Infezione da HBV nota dagli anni 70, riscontrata accidentalmente

- Genotipo D HBeAg neg, anti-HBe pos anti-HDV neg

- Bassi livelli di replicazione virale  in NUC dal 2013 (dal riscontro di cirrosi)

-Infezione da HCV nota dal 2013

- Genotipo 3a

- HCV-RNA : elevati livelli viremici (5 x 105 - 8 x 106 UI/mL)

-Screening per HAV positivo

Cofattori di danno epatico

- Sovrappeso viscerale (max raggiunto 92 kg, BMI 28.7 )

- Alcol significativo (fino al 2013 circa 80 g/die)

- Autoimmunità: ANA negativi, dosaggio Ig, Fattore reumatoide, VES nei limiti

Patologie associate

- 2013 : prostatectomia radicale + linfoadenectomia per adenoCa prostatico

D.L. 66 aa maschio



Cinetica di HBsAg ed HCV-RNA in corso di Terapia con DAAs
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Kinetics of HBV-DNA and HBsAg in patients undergoing DAAs 
therapy for chronic hepatitis C

Colombatto et al. AASLD 2017
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Lon term HBsAg kinetics in patients undergoing DAAs 
therapy for chronic hepatitis C

Colombatto et al. AASLD 2017



Ogawa E et al, APT 2018 

AFP 



Follow-up dei noduli displastici



Follow-up dei noduli displastici
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From Medical Practice to Guidelines
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