RESTRICTIONS FOR REIMBURSEMENT OF INTERFERON-FREE DIRECT ACTING
ANTIVIRAL THERAPIES FOR HCV INFECTION IN EUROPE

Marshall AD?, Cunningham EB?, Nielsen S2, Aghemo A3, Alho H*, Backmund M5,
Bruggmann P®, Dalgard O7, Flisiak R®, Foster G°, Gheorghe L, Goldberg D!, Goulis 1*?,
Hickman M*3, Hoffmann P4, Jancoriené L%, JarGuska P¢, Kaberg MY, Makara M*®,
Maimets M*°, Marinho R?°, Mati¢i¢ M?*, Norris S??, Olafsson S%, @vrehus A%, Pawlotsky
JM?, Pocock J%, Robaeys G?"?82°, Roncero C*°, Simonova M3!, Sperl J*2, Tait M?2,
Tolmane 123, Tomaselli S3, van der Valk M3, Vince A%, Dore GJ*, Lazarus JV*3¥":38 and
Grebely J*! on behalf of the International Network on Hepatitis in Substance Users (INHSU)
Network

The Kirby Institute, UNSW Sydney, NSW Australia;?Freelance epidemiologist;®Division of
Gastroenterology and Hepatology, Fondazione IRCCS CA' Granda Ospedale Maggiore
Policlinico, Universita degli Studi di Milano, Italy;*Abdominal Center, Helsinki University
Hospital and Helsinki University, Finland;*Department of Medicine Il, University Hospital
Munich, Germany;®Arud Centres for Addiction Medicine, Zurich, Switzerland;’Department of
Infectious Diseases, Akershus University Hospital and Faculty of Medicine, University of
Oslo, Norway;®Department of Infectious Diseases and Hepatology, Medical University of
Bialystok, Poland;°Queen Mary, University of London, UK;°Gastroenterology and
Hepatology, Fundeni Clinical Institute, Bucharest, Romania; *Health Protection Scotland
(HPS), Glasgow, UK;'2Department of Internal Medicine, Thessaloniki, Greece;*Social
Medicine, University of Bristol, UK;**Ministry of Health Luxembourg, Luxembourg City,
Luxembourg;*Centre of Infectious Diseases, Vilnius University Hospital Santariskiu Klinikos,
Vilnius, Lithuania;'®1st Department of Internal Medicine, University Hospital and University of
Pavol Jozef Safarik, Kosice, Slovakia; ’Department of Infectious Diseases, Karolinska
University Hospital Karolinska University Hospital, Stockholm, Sweden;®St Istvan and St
Laszl6 Hospital, Hepatology Center, Budapest, Hungary;**Department of Internal Medicine,
University of Tartu, Estonia;?°Department of Gastroenterology and Hepatology, Hospital
Santa Maria, Medical School Lisbon, Portugal;?'Clinic for Infectious Diseases and Febrile
llinesses, University Medical Centre, Ljubljana, Slovenia;?National Hepatitis C Treatment
Programme, Health Service Executive, Dr Steevens’ Hospital, Dublin, Ireland;?Division of
Gastroenterology, Department of Medicine, Landspitali University Hospital, Reykjavik,
Iceland;?*Department of Infectious Diseases, Odense University Hospital, University of
Southern Denmark, Odense, Denmark;*Hopital Henri Mondor, Universite Paris Est, Creteil,
France;?®Gastroenterology Department, Mater Dei Hospital, Msida, Malta; ?’Department of
Gastroenterology and Hepatology, Ziekenhuis Oost Limburg, Genk, Belgium;?Department
of Medicine and Life Sciences, UHasselt, Hasselt, Belgium; 2°Department of Hepatology,
UZLeuven, Leuven, Belgium;*°Addiction and Dual Diagnosis Unit. Psychiatry Service,
Hospital Universitario Vall d'Hebron, Universidad Autonoma de Barcelona, Barcelona,
Spain;*Department of Gastroenterology, HPB Surgery and Transplantology, Military Medical
Academy, Sofia, Bulgaria;*’Department of Hepatogastroenterology, Institute for Clinical and
Experimental Medicine, Prague, Czech Republic;**Department of Hepatology, Infectology
Center of Latvia, Riga, Lativa;**Office of Public Health,Vaduz, Liechtenstein;**Department of
Infectious Diseases, Academic Medical Center, Amsterdam, Netherlands;*University
Hospital of Infectious Diseases, University of Zagreb, School of Medicine, Zagreb,
Croatia;*’CHIP, Rigshospitalet, University of Copenhagen, Denmark;*Barcelona Institute of
Global Health (ISGlobal), Hospital Clinic, Barcelona, Spain;*contributed equally



Background: Simple, tolerable direct-acting antiviral (DAA) HCV therapies with cure
responses of >90% is one of the greatest clinical advances in recent decades. However, the
high list price of DAA therapies has led some governments to restrict their reimbursement.
Study aims were to: 1) review the availability of interferon-free DAA therapy among EU/EEA
countries (including England, Northern Ireland, Scotland and Wales as separate
jurisdictions) and Switzerland and; 2) review national criteria for DAA therapy reimbursement
among EU/EEA countries and Switzerland.

Methods: Information was extracted from online reimbursement documents from November
2016 to March 2017. Reimbursement criteria were reviewed for: sofosbuvir + ribavirin,
sofosbuvir/ledipasvir + ribavirin, sofosbuvir/velpatasvir + ribavirin,
ombitasvir/paritaprevir/ritonavir + dasabuvir + ribavirin, elbasvir-grazoprevir + ribavirin,
sofosbuvir + daclatasvir + ribavirin, and sofosbuvir + simeprevir + ribavirin. Primary
outcomes were restrictions based on fibrosis stage, drug or alcohol use, prescriber-type and
HIV co-infection.

Results: Of European countries with complete data (34 of 35), all reimbursed HCV DAAs,
most commonly ombitasvir/paritaprevir/ritonavir + dasabuvir + ribavirin (97%) and
sofosbuvir/ledipasvir + ribavirin (88%). Overall, 38% (n=13) of countries required 2F2; 24%
(n=8) required =F3; 26% (n=9) had no fibrosis stage restrictions; 9% (n=3) had an additional
requirement; and Wales had no information listed. Although 76% (n=26) of countries had no
listed drug or alcohol use restriction, 18% (n=6) of countries required abstinence of
substance use prior to treatment. Overall, 94% (n=32) of countries required a specialist to
prescribe HCV DAAs. Lastly, 94% (n=32) of countries had no additional restrictions for
HIV/HCV co-infected persons. In 24% (n=8) of countries, HIV-HCV co-infected persons were
prioritised for treatment.

Conclusion: Findings highlight considerable variability in DAA therapy restrictions across
Europe, particularly regarding fibrosis stage. This review has implications for health policy
and health service delivery with evidence of some countries not following 2016 EASL HCV
treatment guidelines.
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