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Links between chronic viral hepatitis, UK HCV 
research and NASA ?
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http://online.liebertpub.com/doi/full/10.1089/jir.2007.9995


Personalised medicine?

• MRC: Stratified Medicine
     Stratified medicine is based on identifying subgroups of patients with 

distinct mechanisms of disease, or particular responses to 
treatments. This allows us to identify and develop treatments that 
are effective for particular groups of patients. Ultimately stratified 
medicine will ensure that the right patient gets the right treatment at 
the right time.

• NHS: Right Care 2013/14
     The primary objective for Right Care is to maximise value-the value 

that the patient derives from their own care and treatment and
     the value the whole population derives from the investment in their 

healthcare

     Pharma: ” Right treatment for the right patient”

     
.





Source: IMS Institute for Healthcare Informatics, May 2012 



A brief history of HCV treatment 

Clinical Liver Disease
Volume 1, Issue 1, pages 6-11, 6 MAR 2012 DOI: 10.1002/cld.1
http://onlinelibrary.wiley.com/doi/10.1002/cld.1/full#cld1-fig-0001

http://onlinelibrary.wiley.com/doi/10.1002/cld.v1.1/issuetoc
http://onlinelibrary.wiley.com/doi/10.1002/cld.1/full#cld1-fig-0001


UK-losing the fight against HCV



BMS-leading liver franchise in 2011



BMS HCV strategy-from QUAD to TRIPLE 
and DUAL



HCV Research UK
• Funded by the Medical Research 

Foundation in 2011, consists of 
– A cohort of patients (n > 10,000)
– A database
– A biobank
– By end 2014 (400 patients per month), with 10 

year follow-up

• i.e. is not an end in itself but a resource for 
all to access

HCV Research UK



The cohort: Who?
• Clinic attenders with evidence of HCV 

infection
– Only exclusion is inability to consent
– At all stages of disease/management

• Targeted specific subgroups 
– Spontaneous resolvers
– Post-therapy SVR

HCV Research UK



The cohort: Where?

Original 18
Glasgow 
Aberdeen
Dundee
Edinburgh
Newcastle upon Tyne
Sheffield
Nottingham
Lincoln
Derby
Birmingham
B’ham Children’s
Leicester
Cambridge
Oxford
London x3
Plymouth

21 New or Potential 
Sites
Manchester x2
Liverpool
Leeds
Southampton
Wycombe
Middlesbrough
Hull
Bradford
Preston
Blackburn
Lancaster
Blackpool
Shrewsbury
Bristol
Portsmouth
Lewisham
Southend
Birmingham Heartlands
St Georges
Kings & Leeds children
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From: Cohort Profile: The Hepatitis C Virus (HCV) Research UK Clinical Database and Biobank
Int J Epidemiol. Published online  February 27, 2017. doi:10.1093/ije/dyw362

Number of patients recruited in different regions



Rate of deaths from ESLD or 
HCC in HCV 

individuals by PHE 
Centre, 2008–15 

per 100,000 population



Stratified Medicine to Optimise treatment 
for Patients with HCV  infection

Ellie Barnes

http://www.stop-hcv.ox.ac.uk/


Broad aims of STOP-HCV
• Stratification to develop prognostic risk prediction models 

to identify patients that will (or will not) benefit from 
different treatment regimes

• Identify mechanisms that underpin stratification

• Strategic emphasis on:
– HCV genotype-3 infection
– Difficult to treat patients: Cirrhosis and HIV 

co-infection.
– Development of HCC and negative clinical outcomes



HCV genotype 3 – the new treatment challenge

Alimentary Pharmacology & Therapeutics
Volume 39, Issue 7, pages 686-698, 20 FEB 2014 DOI: 10.1111/apt.12646
http://onlinelibrary.wiley.com/doi/10.1111/apt.12646/full#apt12646-fig-0001

http://onlinelibrary.wiley.com/doi/10.1111/apt.2014.39.issue-7/issuetoc
http://onlinelibrary.wiley.com/doi/10.1111/apt.12646/full#apt12646-fig-0001


Industrial Partnership
• Gilead Sciences Ltd

– Sofosbuvir/Rib vs IFN/sofosbuvir/Rib
• BMS, 

– On-going: 
• Merck (PA, USA)

– Gene expression profiling and response to Rx
• Merck (NJ, USA)

– Predictors of response to NS5a inhibitors
• Janssen diagnostics

– Fibrosis/HCC diagnostics
• Medivir

– In vitro characterisation of naturally-occurring RAVs
• OncImmune

– AutoAb to predict HCC
• Conatus

– Biopsy mRNA as predictor of ↑ fibrosis 
• United Therapeutics

– Proteomic markers of fibrosis progression



New Developments

• Boson trial (Gilead)
– PEG/Sof/RV in g3

• Compassionate use
– Sof (£35k per patient, 500 patients £18m) + 

Daclatasvir/Ledispavir
• HCC biobank (CRUK) 



The beginning of HCV end
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DCV Early Access Programs in Europe

24

NPP  
• Population – Life expectancy  < 12 months
• Across Europe 
• DCV in multiple combinations (ASV/SMV/SOF) 
• Safety information to be reported

A multicenter, treatment 
protocol for the 
compassionate use of DCV + 
SOF (+/- RBV) (under Art. 83)
• Population – Patients at high risk of 

decompensation or death within 12 
months if left untreated (in alignment 
with CHMP opinion)

• N = 300 pts
• Across Europe
• Only DCV will be provided
• Safety & Additionally efficacy data 

generated during the follow-up will be 
collected

France - ATU Cohort (Specific 
CUP)
• Population: Patients with CHC with high risk of 

decompensation or death within 12 months if 
left untreated (including peri-transplant 
situation) 

• Regimen: DCV + SOF
• Estimated number of patients: 200 pts

Named Patient Program in the 
UK

•28 approved patients
•Across 10 UK sites



BMS vs FDA- Q4 2014





NHSE comes to the rescue 



NHSE commissioning 
statements 



BOSON trial



EAP first cohort at EASL 2015 



24/07/2015-FDA approves DCV





NHSE program final data-EASL 2017



DCV-commercial success? 



HCV patients initiating treatment in the UK



Number of listings and transplants undertaken in 
England with post HCV cirrhosis i: 2008 - 2015

•  

Modelling the future burden of 
HCV and improving health 

outcomes 

2014: Early Access 
Programme for those with 
decompensated cirrhosis 

~30%



Deaths from ESLD* or HCC in those with 
HCV mentioned on their death certificate 

in England: 2005 to 2015

187

387
~8%

2014: Early Access 
Programme for those with 
decompensated cirrhosis 

2015: Expanded to those 
with F3 fibrosis and 
cirrhosis 



HCV/HCC deaths in the UK 2007-2016



Modelling estimates of number of people 
living with HCV-related cirrhosis/HCC in 

England: 2005-2030



Acknowledgements
Aberdeen Royal Infirmary
Addenbrookes Hospital, Cambridge
Birmingham Children’s Hospital
Birmingham Heartlands Hospital
Blackpool Victoria Hospital
Bradford Royal Infirmary
Bristol Royal Infirmary
British Liver Trust
Chelsea & Westminster Hospital
Derriford Hospital, Plymouth
Freeman Hospital, Newcastle
Frimley Park Hospital
Gartnavel General Hospital, Glasgow
Glasgow Caledonian University
Glasgow Royal Infirmary
Health Protection Scotland
Hepatitis C Trust
Hull Royal Infirmary
James Cook University Hospital, Middlesbrough
John Radcliffe Hospital, Oxford
Kings College Hospital, London
Leicester Royal Infirmary
Lincoln County Hospital
Manchester Royal Infirmary
Ninewells Hospital, Dundee
North Manchester General Hospital
Public Health England
Queen Alexandra Hospital, Portsmouth
Queen Elizabeth Hospital, Birmingham
Queen’s Medical Centre, Nottingham
Royal Alexandra Hospital, Glasgow
Royal Blackburn Hospital 
Royal Derby Hospital
Royal Hallamshire Hospital, Sheffield
Royal Infirmary of Edinburgh
Royal Lancaster Infirmary
Royal Liverpool University Hospital
Royal Free Hospital & University College Hospital, London
Royal London Hospital
Royal Preston Hospital
Royal Shrewsbury Hospital
Royal Sussex County Hospital
Sandwell & City Hospitals, Birmingham
St George’s Hospital, London
St James’s University Hospital, Leeds
St Mary’s Hospital, London
Singleton Hospital, Swansea
Southampton General Hospital
Southern General Hospital, Glasgow
University Hospital Lewisham, London
University of Edinburgh
University of Glasgow
University of Nottingham

HCV Research UK –
J Benselin,   E Holtham, 
B Wilkes, W Irving,        
J McLauchlan, M.Cheung
NHS England, 
Gilead & Bristol-Myers Squibb 
All participating patients


