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Il Centro Nazionale per la Salute Globale

“Svolge attivita' di ricerca, sia nei paesi economicamente sviluppati che 
in quelli meno sviluppati, affrontando il "come applicare" le conoscenze 
della medicina e della biologia moderne alla salute di tutte persone che 
vivono sul territorio nazionale e nel mondo, con una filosofia generale 
basata sul contrasto alle diseguaglianze di salute, sulla lotta alle 

discriminazioni di genere, e un'attenzione particolare alle 
popolazioni piu' fragili e marginalizzate; lavora per contribuire, 

insieme ad altri attori nazionali e internazionali, a
combattere le disuguaglianze nell'accesso alla salute, in Italia e

nel mondo, attraverso attivita' di ricerca fondamentale, clinica e
operativa, ricerca sui sistemi sanitari, progetti di cooperazione
internazionale, attivita' di formazione, advocacy e networking”
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Goals for HCV Elimination

Elimination of HCV in the country treating
80% of eligible patients strengthened by 

prevention interventions

DIAGNOSIS TREATMENT
PREVENTION

HCV INCIDENCE=0
HCV PREVALENCE REDUCED BY >90% 

65% REDUCTION IN LIVER DEATHS



Recent estimated HCV prevalence in Italy 1.7%
About 850,000 Viremics (Andriulli 2017)







Step-wise strategy for HCV elimination 

Alberti A. AISF 2017
adapted from Wedemeyer et al J. Hepatology 2016



Adapted by Alberti AISF 2017



Alberti AISF 2017







Coorti HCV in EUROPA
STRUMENTI PER LA CREAZIONE DI EVIDENZE
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PITER è il primo Studio Nazionale 
su HCV 

La Coorte PITER dei pazienti HCV 
è

rappresentativa dei pazienti con 
infezione cronica da HCV in cura 

in Italia





Pubblicazioni

• Modelling cost-effectiveness and health gains of a “universal” vs. “prioritized” HCV treatment policy in
a real-life cohort. Hepatology 2017

• Premature ovarian senescence and high miscarriage rate impair fertility in women with hepatitis C virus
infection. Journal of Hepatology 2017.

• Incidence of DAA failure and the clinical impact of retreatment in real-life patients treated in the advanced
stage of liver disease: interim evaluations from the PITER network. PLoS One 2017

• Mixed cryoglobulinemia: an important but frequently unrecognized and underestimated HCV-related
condition in the real life practice. Liver International 2017

• Real-life data on potential drug-drug interactions in patients with chronic Hepatitis C viral infection
undergoing antiviral therapy with Interferon-free DAAs in the PITER Cohort Study. PLoS One 2017

• PITER-HCV cohort study as part of the Italian platform for the study of viral hepatitis therapies.
Rapporti ISTISAN. 2015

• PITER: An ongoing nationwide study on the real-life impact of direct acting antiviral based treatment for
chronic hepatitis C in Italy. Digestive and Liver Disease 2015

• La Piattaforma Italiana per lo Studio della Terapia delle Epatiti Virali (PITER): il primo grande studio nazionale
sull'infezione cronica da virus dell'epatite C.
Notiziario Istituto Superiore di Sanità 2015





Cost-Effectivness Analysis

Scenarios of treatment policy

Two scenarios of policies for DAA IFN-free regimens were 
simulated and compared:

•Policy 1: “universal”: Treat all patients, independently of the 
fibrosis stage;

•Policy 2: Treat only “prioritized” patients and delay treatment of 
the remaining patients until reaching fibrosis stage F3.



Markov model for liver  disease progression



Results of the base case analysis
Italy Scenario

Costs QALYs Incremental 

Costs

Incremental 

QALYs

Strategy 1 € 271.366.854 90.926

€ 31.083.475 3.495
Strategy 2 € 240.283.379 87.430

ICER € 8.893/QALY

European  scenario

Medium European costs of liver disease stages was used
DAA prices were varied :  € 15,000-45,000 (Mean cost= € 30,000)

ICER obtained using Policy1 was  € 19,541.75/QALY.



Cost- Effectiveness Acceptability Curve
Italy (PITER) Scenario

When treating all stages of liver disease, ICERs 
remained below €30,000/QALY gained in

94% of the simulations assumed



Decreasing DAA price scenario analysis

DAA costs= € 3750
Universal Policy = Cost Saving





Melazzini M. AISF 2017



Il nuovo Algoritmo per la terapia dell’Epatite C cronica
Determina AIFA n. 500/2017 pubblicata nella G.U. n. 75 del 30/03/2017

• Criterio 1: Pazienti con cirrosi in classe di Child A o B e/o con HCC con risposta completa a terapie resettive 
chirurgiche o loco-regionali non candidabili a trapianto epatico nei quali la malattia epatica sia determinante per 
la prognosi.

• Criterio 2: Epatite ricorrente HCV-RNA positiva del fegato trapiantato in paziente stabile clinicamente e con livelli 
ottimali di immunosoppressione.

• Criterio 3: Epatite cronica con gravi manifestazioni extra-epatiche HCV-correlate (sindrome crioglobulinemica con 
danno d'organo, sindromi linfoproliferative a cellule B, insufficienza renale).

• Criterio 4: Epatite cronica con fibrosi METAVIR F3 (o corrispondente Ishak).

• Criterio 5: In lista per trapianto di fegato con cirrosi MELD <25 e/o con HCC all'interno dei criteri di Milano con la 
possibilità di una attesa in lista di almeno 2 mesi.

• Criterio 6: Epatite cronica dopo trapianto di organo solido (non fegato) o di midollo in paziente stabile 
clinicamente e con livelli ottimali di immunosoppressione.

• Criterio 7: Epatite cronica con fibrosi METAVIR F2 (o corrispondente Ishak) e/o comorbilità a rischio di 
progressione del danno epatico [coinfezione HBV, coinfezione HIV, malattie croniche di fegato non virali, diabete 
mellito in trattamento farmacologico, obesità (body mass index ≥30 kg/m2), emoglobinopatie e coagulopatie 
congenite].

• Criterio 8: Epatite cronica con fibrosi METAVIR F0-F1 (o corrispondente Ishak) e/o comorbilità a rischio di 
progressione del danno epatico [coinfezione HBV, coinfezione HIV, malattie croniche di fegato non virali, diabete 
mellito in trattamento farmacologico, obesità (body mass index ≥30 kg/m2), emoglobinopatie e coagulopatie 
congenite].

• Criterio 9: Operatori sanitari infetti.

• Criterio 10: Epatite cronica o cirrosi epatica in paziente con insufficienza renale cronica in trattamento 
emodialitico.

• Criterio 11: Epatite cronica nel paziente in lista d'attesa per trapianto di organo solido (non fegato) o di midollo.

http://www.aifa.gov.it/sites/default/files/Determina_n._500-2017_Epatite-C.pdf


Fibrosis Stage by Enrolment's periods





Reduction of 50%

Reduction of 50%

How to achieve the WHO 
elimination Goals by 2030?

A disease burden model was grounded in 
Italy-specific cohort data (PITER) and Italy general 

population data (Polaris Observatory)

Estimated Prevalence 850.000 viremics
(Andriulli 2017)

Italy is closed to meeting the WHO target of 

a 65% reduction in liver related mortality by 

2030, without requiring further 

interventions



However, the number of total infections would remain high..

PITER 40% linkage to care

PITER 60%linkage to care

PITER 80%linkage to care

WHO Targets
90% reduction of
viremics in 2030

40% linked to care: Depletion of cases to be treated in 2025
60% linked to care: Depletion of cases to be treated in 2028
80% linked to care: Depletion of cased to be treated in 2031

With an annual rate of treatment =>35.000 patients



. 
Potential  target screening strategies according to the distribution of fibrotic stage patients 

by birth year in the PITER and Polaris models 

Years of Birth

Fibrotic Cases 

by  PITER 

Specific Polaris 

Observatory 

Model

Fibrotic Cases 

in the General 

Population by 

Polaris 

Observatory 

1938-1948 28% 24%
1948-1958 35% 30%
1958-1968 41% 32%
1968-1978 23% 28%
1978-1988 10% 17%

>1988 3% 5%

If the number of treated patients
<= 35 000/year until the year 2025

A  screening strategy in 2020-2025 in 
individuals born in the years 1948-1978 
could aliment the pool of diagnosed and 

treated patients by finding approximately 
80% of fibrotic cases

If the number of treated patients => 35 000/year until the year 2028
a more than 80% linked to care scenario could be possible

No screening/or specific age groups screening  
could possibly make achievable the WHO goal of 90% reduction of 

viremics by 2030



How to achieve the WHO elimination Goals by 2030?

• This analysis highlights care and increased access to DAAs, Italy is on track to meeting the 

WHO target of 65% reduction in liver-related mortality by 2030. 

• However the eligible pool of patients to treat will run out between 2025-2031, leaving a 

proportion of infected individuals undiagnosed and without access to care. 

• Based on the number of treated patients /year, intensive case finding and potential 

targeted screening strategies, aimed in finding the underwater portion of the iceberg, are 

needed for achieving the WHO goals.



Access to DAA Therapy

Main Barriers

Costs and Sustainability

NEGOTIATION
COMPETITION
GENERICS

Voluntary Licensing

Compulsory Licensing 
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Sofosbuvir (Sovaldi)

German price: €50,426

Cost price: €55

Sofosbuvir prices:
1. Canada (Quebec): http://www.ramq.gouv.qc.ca/SiteCollectionDocuments/liste_med/liste_med_2016_10_03_fr.pdf
2. France: http://www.medecinsdumonde.org/actualites/presse/2016/09/29/mdm-soppose-au-brevet-sur-le-sovaldir-decision-le-5-octobre-2016

3. Germany: medizinfuchs.de
4. Spain: http://politica.elpais.com/politica/2016/04/05/actualidad/1459873421_480033.html?id_externo_rsoc=TW_CC
6. UK: British National Formulary 2016
7. Brazil: http://www.portaltransparencia.gov.br/despesasdiarias/empenho?documento=250005000012015NE801493
8. Australia: Based on total annual government expenditure (AU$200 million) and 40,000 treated in 2016
9. India: http://hepcasia.com/wp-content/uploads/2016/03/31-Jan-2016-Indian-generic-sofosbuvir.pdf

Price of sofosbuvir by country (12 weeks)

http://www.medecinsdumonde.org/actualites/presse/2016/09/29/mdm-soppose-au-brevet-sur-le-sovaldir-decision-le-5-octobre-2016
http://www.portaltransparencia.gov.br/despesasdiarias/empenho?documento=250005000012015NE801493
http://hepcasia.com/wp-content/uploads/2016/03/31-Jan-2016-Indian-generic-sofosbuvir.pdf




Sofosbuvir voluntary license coverage



YEAR 2000: difference in mortality
between the rich and the poor



World AIDS Conference

DURBAN, 2000 



20 milioni di persone con HIV in trattamento nel 2016
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Source: UNAIDS/WHO estimates.

http://www.who.int/en/


L’impatto della battaglia per l’accesso ai farmaci anti-HIV

http://www.who.int/en/




• “Each member has the right to grant compulsory licences and the 

freedom to determine the grounds upon which such licences are 

granted” and 

• “to determine what constitutes a national emergency or other 

circumstances of extreme urgency”. 

• Public health crises include “those relating to HIV/AIDS, 

tuberculosis, malaria and other epidemics” and “other 

circumstances of extreme urgency”.







Vella S, Wilson D. Access to medicines: lessons from the HIV response.
Lancet HIV. 2017 Apr;4(4):e147-e149. doi: 10.1016/S2352-3018(17)30052-8. 

https://www.ncbi.nlm.nih.gov/pubmed/28359443
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The concept of “public goods”

non exclusive: anyone can use them

non competitve: their use do not limit others to use them
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Progress of medicine and essential drugs shall be 

considered as global public goods and be accessible to all

human beings living on our planet



GRAZIE

stefano.vella@iss.it
s.vella@aifa.gov.it

mailto:stefano.vella@iss.it

