
STOP-HCV 
Stratified Medicine for Hepatitis C Infection 



Hepatitis C Infection –  
a Clinical Challenge Across the UK 

Infections in UK 
n=214,000 

Increasing incidence of  
cirrhosis and severe liver disease 
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STOP-HCV and HCV Research UK –  
Addressing the Challenges of Hepatitis C 

HCV	Research	UK	

•  Establish	a	na5onal	cohort	of	infected	pa5ents	to	promote	
research	

• Create	an	infrastructure	to	collect	and	release	clinical	data	and	
samples	for	studies	on	in	vivo	infec5on		

•  £2M	funding	from	the	Medical	Research	Founda5on	(2011)	

STOP-HCV	

• Derive	stra5fica5on	models	to	enhance	clinical	decision	making	
• Understand	disease	mechanisms	that	define	pa5ent	strata	for	
developing	ra5onal	therapeu5c	approaches	

•  £5.2M	funding	from	the	Medical	Research	Council	(2013)	



The HCV Research UK  
Clinical Network 

57 clinical centres Centralised system for data 
and sample collection 



Integration of the Scientific  
Outputs of STOP-HCV 



Direct-Acting Antivirals (DAAs) – 
The New Era of Hepatitis C Therapy 

NS3(pro) NS5A NS5B 

Simeprevir Ledipasvir Sofosbuvir 

Paritaprevir Daclatasvir Dasabuvir 

Ombitasvir 

Velpatasvir 

Protease Inhibitors NS5A Inhibitors Polymerase Inhibitors 

grazoprevir 

Elbasvir 
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How	Effec5ve	are	the	DAAs	in	Real	
World	Cohorts?	



Real World Cohorts to Assess  
the Outcomes of DAA Therapy  

HCV	Research	UK	Cohort	
(n=11,500)	EAP	

(n=800)	

DAA	Study	
(n=1800)	 Cirrhosis	Study	

(n=1200)	

STOP-HCV1	
(n=400)	



Innovations in NGS - Multiplexing and  
Detection of Resistance Substitutions 



HCV-GLUE        Home        Sequence Database          Drug Resistance      Analysis 

HCV-GLUE for Rapid Genotyping and  
Detection of Resistance Substitutions 



The DAA Experience with the  
Expanded Access Programme 
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•  HCV gt3 responds less well 
to therapy 

•  About 3% of patients 
misdiagnosed for viral 
genotype 

•  Genotype switching between 
pre- and post-therapy for 
some relapsers 

•  Rare subtypes respond less 
well to therapy   



Does Cure of Infection Affect  
Liver Disease Prognosis?  



2016 2017 2018 2019 2020 

Long-term Outcomes –  
The Longitudinal Cirrhosis Study 

Cohort	
established	
(n=1264)	

Data	and	
samples	

Data	and	
samples	

Data	and	
samples	

Data	and	
samples	

•  Extensive host genotyping 
•  Viral sequences for all patients 
•  Responses to therapy 
•  Identify and validate markers for HCC 



What about the Future? 

STOP-HBV 



With thanks to… 

HCV Research 
UK 


