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Overview

• Natural history

• Diagnosis, screening, staging

• Management

• Barriers going forward



Natural History, Diagnosis and 
Staging
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Diagnosis

• HCV antibody – Serum sample
• Positive in almost everyone infected
• Positive after successful treatment or spontaneous clearance

• HCV antigen – Serum sample
• Confirms ongoing infection

• HCV viral load
• Detects HCV RNA in the blood. Confirms ongoing infection. Allows genotype 

to be determined







Rapid screening







Staging

• Bloods
• Screening for HIV, hepatitis B
• FBC, U&E, LFTs (including AST), INR

• HCV Genotype
• Currently required for treatment decisions
• 6 genotypes, predominantly 1 and 3 in Ireland

• Fibrosis assessment



Fibrosis Assessment

• Clinical exam
• Signs of cirrhosis 
• Highly specific (75-98%), low sensitivity (15-68%)

• Liver biopsy
• Gold standard
• Highest risk
• Takes long
• Patient fear +++

BMC Med Inform Decis Mak 2001;1:6



Non invasive



Fibroscan

https://www.google.ie/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwj259KO8OXWAhUCa1AKHVCRCQoQjRwIBw&url=https://liverwellness.ie/fibroscan/&psig=AOvVaw00Y4mH_ItihTrS7eNmKV3X&ust=1507718731527934
http://www.google.ie/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiGnbi-8OXWAhXKIlAKHdtWCggQjRwIBw&url=http://hepcbc.ca/tests/non-invasive-tests/fibroscan/&psig=AOvVaw00Y4mH_ItihTrS7eNmKV3X&ust=1507718731527934


Treatment – “Interferon Era”

• Pegylated interferon
• Weekly subcutaneous injection
• ”Flu-like” side effects

• Ribavirin
• Oral medication, twice daily
• Marrow suppression, sleep disturbances, teratogenic

• Combined for 24-48 weeks 





Direct acting antivirals

BMJ 2014;349:g3308



Current 1st line regimens for HCV Ireland

GENOTYPE 1 GENOTYPE 2 GENOTYPE 3 GENOTYPE 4

Non cirrhotic Viekirax ii OD
Exviera i BD

GT1a + RBV - 12 weeks 
GT1b 8 weeks

Sofosbuvir+
Daclatasvir

12 weeks

Sofosbuvir+
Daclatasvir

12 weeks

Viekirax ii OD
RBV 

12 weeks

Cirrhotic Viekirax ii OD
Exviera

GT1a +RBV 12-24 weeks
GT1b 12 weeks

Sofosbuvir/Velpatasvir

12 weeks 

Sofosbuvir/Velpatas
vir+RBV

12 weeks

Viekirax ii OD
RBV 

12 weeks



HCV DAA treatment landscape Ireland

• 2014 – Early access programme – Cirrhosis, decompensated

• 2015 – Cirrhosis (Fibroscan >12.5kPa), State-infected, Liver 
transplants

• 2016 – Fibrosis (Fibroscan >8.5kPa), all the above

• 2017 – Open access (up until June)





SVUH Data
DAA tx

8/10/2017 Nos completed Cirrhotics completed 
tx

Nos SVR 12 
data available No of Cirrhotics (>12kPa) 

with SVR 12 data (%)
Relapsed SVR 12 results (%)

Total 
completed

351
Excludes 7 who didn’t 

complete; see table below
154 259 140 (54.0)

9
8 cirrhotic

250 (96.5)

G1a 117 55 81 46 (56.7)
1

Non cirrhotic OLT
80 (98.7)

G1b 112 40 92 37 (40.2)
1

cirrhotic
36 (98.9)

G1 no 
subtype 3 3 3 3 (100) 0 3 (100)

Geno 2 11 5 6 4 (66.6) 0 6 (100)

Geno 3 97 53 70 44 (62.8) 6 64 (91.5)

Geno 4 12 7 9 6 (66.6)
1

After SVR 12
8 (89.9)

Transplants 
treated 65 ??40 61

2 
1 cirrhotic G3

1 non cirrhotic 1a
96.7



The Problem



The numbers

• 2006 – estimated 20,790 heroin users in Ireland

• August 2016 – 9,652 patients receiving OST (not including prisons)

• HCV prevalence in PWID reported as 62-81% ~ 2003

• Globally 5.6 million HCV infections related to PWID

http://www.hrb.ie



The cascade of care – HCV (BC, Canada)

Janjua EBioMedicine 2016;12:189-95



Why don’t PWID attend for treatment?

• Alcohol and drug use

• Fear of HCV treatment

• Fear of liver biopsy

• Distance to hospital

• Early morning appointments

Crowley J Transl Int Med 2017;5:112-9



Masson Am J Public Health 2013;103:e81-88



ECHO study

NEJM 2011;364:2199-2207



Why don’t doctors treat PWID?

• They don’t want it

• They’re not going to take it

• It’s not going to work

• They’re just going to reinfect again afterwards

• It will have no benefit

Substance Use and Misuse 2016;51:1218-23



They don’t want it



“They don’t want it” – IFN era data



They’re not going to take it



C-EDGE CO STAR

Dore AASLD 2015



PREVAIL study

Litwin EASL 2017



PREVAIL study

Litwin EASL 2017



It’s not going to work



Interferon era

Hellard, CID 2009;49:561-73



PrOD

• Post-hoc analysis of 12 phase 2/3/3b studies of PrOD

• 4747 GT1 patients, 149 (3%) were on OST

• Measured adherence and SVR12

Grebely EASL 2017



PrOD

Grebely EASL 2017



C-EDGE CO-STAR

• HCV GT1, 4 or 6, 
receiving OST for >3 
months and keeping 
>80% of appointments

• Allowed cirrhosis (20%) 
and HIV (8%)

• 12 weeks EBV/GZP
• 5 reinfections

Dore AASLD 2015



Grebely CID 2016;63:1479-81

ASTRAL



SIMPLIFY

• HCV infection, recent 
injecting drug use (last 6 
months)

• 12 weeks of SOF/VEL

Grebely EASL 2017



SIMPLIFY

Grebely EASL 2017



They’re going to reinfect



Grady CID 2013;57:S105-110



Midgard J Hep 2016;65:S33-45



Midgard J Hep 2016;65:S33-45



Simmons CID 2016;62:683-694



It will have no benefit



Midgard Int J Drug Policy 2017;47:230-8



Martin, Hepatology 2013;58:1598-1609



SVUH Data

DAA treatments 
completed

By year

Nos completed 
total 351

Cirrhotics 
completed tx 

Total 154

Relapsed
Total 9

Attending Addiction 
Centres 

Patrick St/Bray/Baggot St 

Nov 2014 to
Dec 2015 113 91 7 1 (0.8%)

2016 100 36 2 3 (3.0%)

2017 
Jan to June 138 27 0 32 (23.0%)



The Australian experience -2016



The Australian experience - 2016



The Australian experience - 2016



Discussion

• Screening/ diagnosis and staging

• Referral

• Treatment
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