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East Midlands Specialised Commissioning Group 
Commissioning Policy for Hepatitis C Treatments 

ii. Policy Statement 

Background 

This commissioning policy has been produced for the treatment of 
patients with Hepatitis C in order to provide and ensure equity, 
consistency and clarity in approach to treatment across the East 
Midlands region. It is based upon the NICE Technology Appraisals in 
2004 and 2006, but also reflects more recent evidence for the 
treatments of Hepatitis C which in some instances has superseded the 
NICE guidance. 

Statement 

This commissioning policy sets out the position of EMSCG PCTs in 
respect of treatment for Hepatitis C for all current and future patients. 

This policy outlines the treatment regimens for the various different 
genotypes of Hepatitis C using combination therapy (pegylated interferon 
alpha and weight-based ribavirin). It provides the NICE guidelines for 
treatment as well as updated East Midlands policies for treatment which 
reflect a more recent evidence base as well as NICE Guidelines. The 
main difference between the NICE guidelines and the more recent 
evidence e.g. (Mangia et al, 2008), is that the East Midlands Policy 
allows for variation in treatment lengths – depending upon the genotype 
and the type of response to treatment (see Appendix 1: Treatment 
Algorithm). For example, for Genotype 2/3 patients especially, there is 
the possibility of shortened treatment duration. 

The policy also outlines retreatment options depending upon Genotype, 
the role of the growth factor erythropoietin, and outlines that there is little 
benefit for patients with cirrhosis who are still Hepatitis C positive after 
therapy from remaining on long term low dose pegylated interferon 
monotherapy. It outlines the epidemiology and resource implications for 
the East Midlands, and the evidence base.  

(For further details please refer to the full policy) 

 

Responsibilities 

 

Each primary care trust to adopt the policy, and incorporate it into 
Service Level Agreements and contracts with providers. 

Clinicians to comply with the policy, and the criteria in the policy. A 
retrospective audit will be conducted to ensure that these treatments are 
only commenced for patients who meet the criteria for them. 

It is anticipated that there will be no exceptions to this policy. 

Training There are no training issues. 
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Dissemination To all member PCTs and Trusts who investigate and manage patients 
with Hepatitis C. 

 

Resource 
implication 

 

 

 

 

Based upon current indications, the demand for Hepatitis C treatment 
within the whole of the East Midlands region will be approximately 1,783 
new cases per year. Based upon predications that there will be around 
19% of positive patients diagnosed each year, assuming there will be 
around a 40% drop off rate in treatment at week 12; (due to patients 
achieving <2 log drop at week 12); and assuming that patients will 
receive 24 weeks of treatment, the total amount of money spent on 
treatment for the whole of the East Midlands will be approximately 
£12,397,591 for a whole year. (This figure does not include re treatment 
costs or patients who may receive 72 weeks of treatment). 

(Please refer to full policy for greater details regarding the treatment 
costs and number of patients for each separate PCT). 
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1 Policy 

Patients who have confirmed active Hepatitis C Virus (HCV) should be offered treatment 
as recommended by the National Institute of Clinical Excellence (NICE) in its Technology 
Appraisals published in August 2006 (TA106) and January 2004 (TA75) and as described 
in the treatment algorithm (see Appendix 1). 

2 Criteria 

Patients will have confirmed active hepatitis C with or without co-morbidities eg Human 
Immuno-Deficiency Virus (HIV), and are able to complete the expected course of 
treatment. Treatment will be stopped as per treatment protocols described below and as 
per latest NICE guidance.  

The establishment of the access criteria eg positive Polymerase Chain Reaction (PCR) 
test should be undertaken by the patients GP before onward referral to the appropriate 
provider for further investigations and treatment. 

3 Treatment overview 

Treatment is described below within the different genotypes of HCV; based upon current 
evidence. Some of this evidence supersedes the guidance provided by NICE in 
2004,2006. Where this is the case, guidance for treatment is split into those recommended 
by NICE, and revised treatment policies based upon evidence superseding NICE 
Guidance (2004,2006). This evidence is briefly outlined in the Background sections within 
this policy for the different genotypes; and expanded upon within the Evidence Base (and 
Health Benefits) in section 6. An algorithm summarises the treatment pathways described 
below (Appendix 1). 

4.  Treatment for Genotypes 1, 4-6 

4.1  Background  
A direct comparison of pegylated interferon-2a (PEG-IFN-2a) and -2b (PEG-IFN-2b) based 
regimens for the treatment of patients with genotype 1 disease were made in two recently 
published studies (Ascione et al, 2008; Sulkowski et al, 2008). Overall there does not 
appear to be any significant difference in efficacy (i.e. in Sustained Virological Response 
(SVR) rates).  The IDEAL study demonstrates that for PEG-IFN-2b, doses of 1.0 and 1.5 
mcg/kg offer similar efficacy (Sulkowski et al, 2008).  In practical terms, this may mean that 
if dose reduction to this level is necessary then efficacy will likely be retained but it is not 
clear whether the lower dose will be adopted in routine practice. 

4.2  Existing NICE Guidance 
Treat all eligible patients for 48 weeks with combination therapy (pegylated interferon 
alpha and weight-based ribavirin) (NICE, 2006: 9). 

4.3 NICE Guidance for stopping criteria 
Discontinue treatment in those not achieving at least a 2 log drop in viral load at week 12 

4.4 Anticipated response rate 

o 20% will be non-responders and stop at week 12 

o 80% will receive 48 weeks offering SVR rate 45% 
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4.5   East Midlands Policy 
A variable length strategy offers similar overall SVR and reduces side effects and costs 
(Mangia, 2008). 
Treat all eligible patients with combination therapy (PEG-IFN-2a and weight-based 
ribavirin) as per stopping criteria. 

4.6 East Midlands stopping criteria 
o Rapid virological response (RVR) (negative at week 4) and low risk of relapse 

(see table) shorten treatment to 24 weeks 
o Discontinue treatment in those not achieving at least a 2 log drop in viral load at 

week 12 
o Discontinue treatment in those still positive at week 24 despite 2 log drop at 

week 12 (currently receive 48 weeks with no prospect of SVR) 
o For those slow responders (2 log drop at week 12 and negative by week 24) 

continue treatment to week 72. Continuing this group to 72 weeks increases 
Sustained Virological Response (SVR) from 18% to 38% (Pearlman 2007). 

4.7 Anticipated response rate 
o 20% non-response and stop at week 12 
o 9% have RVR and low risk of relapse and stop at week 24 - 85% SVR (Tang et 

al 2008) 
o 48% (42% negative at week 12 (EVR) and 6% with RVR but high risk relapse 

receive 48 weeks - 61% SVR (Mangia et al, 2008) 
o 14% with wk 12 2 log drop/week 24 positive stop at 28 weeks – 0 % SVR 
o 9% with wk 12 2 log drop/week 24 negative receive 72 weeks – 38 % SVR 

(Pearlman, 2007). 

5.  Treatment for Genotypes 2/3 

5.1  Background 
It is in this group that the greatest attention has been paid to the possibility of shortened 
treatment duration (see Evidence Base and Health Benefits, section 6). 

5.2  Established NICE guidance 
Treat all eligible patients for 24 weeks with combination therapy (pegylated interferon 
alpha and weight-based ribavirin). (NICE, 2006: 9). 
 

5.3 NICE Guidance for stopping criteria 
No stopping criteria apply 
 

5.4 Anticipated response rate 
SVR rate 65% 

5.5  East Midlands Policy  
Treat all eligible patients with combination therapy (pegylated interferon alpha and weight-
based ribavirin) as per stopping criteria. (Mangia et al, 2008). 
 

5.6        East Midlands stopping criteria 
o Rapid virological response (negative at week 4) and low risk of relapse (see table) 
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consider shortening treatment to 12 weeks 
o In cirrhosis, discontinue treatment at week 12 if viral load has not fallen by > 2 log 

and at week 24 if still positive 

5.7        Anticipated response rate 

o Non-cirrhotic 

• 36% have RVR and are low risk for relapse receive 12 weeks (90% SVR) 

• 7% relapsing after 12weeks therapy retreated for 24 wks -70% SVR (Mangia, 
2008) 

• 64% receive standard 24 weeks  

o Cirrhosis 

• If negative at week 24 prolong treatment to 48 weeks – 69% SVR at week 48 
(Antivir, Ther.,2008).   

6.  Retreatment of relapser/non-responder groups 
The treatment pathways described above relate to patients who are treatment-naïve.  
Recent data from the EPIC retreatment trial (Poynard et al, 2008) suggest that some 
subsets of patients may benefit from retreatment with combination therapy for 12 months.  
  

6.1 Genotype 1 patients 
For non responder and relapser groups, evidence would suggest low response rates in 
both groups. 

6.1.1  East Midlands Policy: 

 Retreatment with current combination therapy is not recommended. Patients should be 
enrolled in phase 3 trials of protease inhibitor based regimes 

6.2      Genotype 2/3 patients 
 Retreatment for 12 months offers SVR rates of 30-60% for prior non-responders to 

pegylated interferon-based regimes and 35-70% for prior relapsers depending on 
histological stage.  A negative qualitative PCR at 12 weeks predicts a 55% SVR whereas a 
positive test even in those with a 2 log drop predicts ultimate treatment failure (SVR 5%) 
and can be used as a stopping criterion.  These rates are comparable to treatment for 
naïve genotype 1 patients.  

6.2.1 East Midlands Policy:  

 Retreatment for 12 months with pegylated interferon-2b 1.5mcg/kg plus weight-based 
ribavirin can be offered to all genotype 2/3 patients.  Treatment should be discontinued if 
HCV Ribo Nucleaic Acid (RNA) is still detectable at week 12. 
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6.3 Genotype 4  
 Numbers are too small to recommend a treatment protocol – patients should be enrolled in 

phase 3 trials of protease inhibitor based regimes. 
 
7 Maintenance therapy for patients with cirrhosis who remain PCR positive after a 

course of antiviral therapy 
The results of both HALT-C and COPILOT studies have not demonstrated any meaningful 
benefit from long term low dose pegylated interferon monotherapy and this strategy cannot 
be recommended. 

 
8     Use of growth factors (specifically erythropoietin) 

The place of the growth factor erythropoietin as an adjunct to antiviral therapy remains to 
be clearly defined and might offer an opportunity for research within the clinical network.  
This agent might allow the delivery of adequate doses in some harder to treat groups such 
as co-infected, renal failure, cirrhotic and transplant-recipients.  One way to handle this 
issue might be the formation of a network panel which could adjudicate in individual cases. 
The place in therapy of erythropoietin will be reviewed and criteria agreed in 2009/2010.  
 

9 Epidemiology 
In collaboration with the Medical Research Council’s (MRC) Biostatistics Unit in 
Cambridge, the Health Protection Agency (HPA) has developed a statistical model aimed 
at estimating the prevalence of HCV antibodies in England and Wales by combining a 
variety of data sources. Data on HCV prevalence from a number of sub-populations is 
combined through knowledge about the composition of each sub-population in terms of the 
high-risk injecting drug user (IDU) group. Further data on the prevalence of current and ex-
IDUs allows estimation of HCV prevalence in the population. This model estimated that the 
number of individuals aged 15-59 years with antibodies to the Hepatitis C Virus living in 
England and Wales in 2003 was 231,000 (95 per cent credibility interval: 144,000- 
381,000). These figures correspond to an estimated anti-HCV prevalence of 0.72 per cent 
(95 per cent CI: 0.45 – 1.19) for the total 15-59 years population of England and Wales. 
Assuming that 74 per cent of the antibody positive population become chronically infected, 
this equates to a chronic prevalence of 0.53 per cent (95 per cent CI: 0.33 – 0.88) or 530 
patients per 100,000 population.  It is estimated that approximately 19% will be diagnosed 
with active HCV and of these 40% will be eligible to and will access treatment (NICE 
costing model August 2007) equating to 40 patients per 100,000. 
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The following table summarises the expected demand per year for the East Midlands 
PCTs: 

Area Total 
Population 

Demand estimate per year 

Bassetlaw   108,000 43 

Derby City   285,000 114 

Derbyshire County   712,000 285 

Leicester City    342,000 137 

Leicestershire County & Rutland   660,000 264 

Lincolnshire   715,000 286 

Northamptonshire   680,000 272 

Nottingham City   305,000 122 

Nottinghamshire County   650,000 260 

East Midlands Total 4,457,000 1783 

*Population figures taken from PCT websites 
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10. Resource Implications 

The cost of providing interferon + ribavirin averages £945 per month. Depending on the 
genotype, initial viral load and response, patients will receive a 12 (small minority), 24 
(Genotype 2 and 3) or 48 (Genotype 1, 4-6) week course. The relative rates of each 
genotype are 45% and 55% respectively. In addition around 40% of Genotype 1, 4-6 
patients will not respond to treatment and will be stopped at week 12. Based on this data 
the estimated impact of providing Hepatitis C treatment is shown in the table below. 

Area No of patients 
requiring 
treatment in year1 

Cost of 
treating geno 
1,4-62 

Cost of 
treating geno 
2,33 

Total costs4 

Bassetlaw   43 189,605 110,808 300,413 

Derby City   114 500,346 292,410 792,756 

Derbyshire County  285 1,249,987 730,512 1,980,499 

Leicester City   137 600,415 350,892 951,307 

Leicestershire 
County & Rutland   

264 1,158,696 677,160 1,835,856 

Lincolnshire   286 1,255,254 733,590 1,988,844 

Northamptonshire   272 1,193,808 697,680 1,891,488 

Nottingham City   122 535,458 312,930 848,388 

Nottinghamshire 
County   

260 1,141,140 666,900 1,808,040 

East Midlands Total 1,783 7,824,709 4,572,882 12,397,5915 

1    Based on 19% of positive patients being diagnosed each year  
2   Assuming 40% drop off rate at week 12 
3 Assuming all receive 24 weeks treatment 
4 Does not include any re-treatment costs or patients who may receive 72 weeks treatment 
5 Full year effect 
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11.               Evidence Base (and Health Benefits) 

The pathways described in this document have been designed to build on the 
recommendations of NICE 2006 and use the wealth of evidence accumulated since that 
review in order to maximise cost effective use of currently available therapy.  The general 
principle is to make greater use of virological testing at key time-points that allows the 
clinician to predict the optimum treatment duration for each individual patient.  
 
Several studies have addressed the possibility of offering shorter duration therapy to 
subsets of patients who show a rapid virological response (RVR).(Mangia et al, 
2005,2008).  This strategy is attractive to patient/clinician (due to reduced morbidity) and 
purchaser (due to reduced cost) alike.  However, it was clear from early studies that a 
shorter course may come at the cost of a higher relapse rate and hence a small but 
important reduction in sustained virological response (SVR) rates e.g. SVR for 16/20 pts 
on 16 weeks vs 17/20 on 24 weeks therapy (Shiffman et al, 2007).  Initial studies stratified 
patients by pre-treatment viral load and suggested that this regime may be best suited to 
those with a low viral load at the outset.  However, this may be counterintuitive since 
patients with a higher viral load who achieve negativity at week 4 may have had a greater 
treatment effect than those with a lower starting level of viraemia.  Furthermore, studies 
suggesting shorter duration therapy is inferior have used lower doses of ribavirin 
(800mg/day).   In a recent study in 495 G2/3 patients with RVR who were treated with 
PEG-IFN 2b 1.0mcg/kg + RBV 1000-1200mg/d for 12 weeks (original cohort 790), 96% 
had an end-of-treatment response of only 82% SVR indicating a significant 14% relapse 
rate.  However, when patients with a BMI > 27 and/or platelets less than 140 and/or liver 
biopsy Ishak fibrosis score > 2 were excluded, the relapse rate fell to 7% (SVR 89%) 
(Mangia et al, 2005, 2008).  This means a subset of those achieving RVR (~60%) could 
safely be offered a shorter duration therapy.  In the subset of patients who relapse after 12 
weeks therapy, re-treatment for 24 weeks was successful in 70%.   

 
12. Mechanism for Funding 

Activity will be funded via PCT contributions to the Specialised Services Budget.  
 

13. Review 
April 2012 
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14. Glossary  

 
Terms/Abbreviation: 
 

Definition: 

Co morbidities 
Other illnesses in addition to the one in 
question. 

Combination therapy The use of two or more treatments/medications 
at the same time. 

Genotype The genetic make up of a cell. In this case the 
differences in genetic make up of the Hepatitis 
C virus are used to differentiate between them 
i.e. by using the numbers 1,2,3 etc. 

Growth factors ‘Any organic compound, other than those 
required as carbon and energy sources, which 
is needed by an organism for its proper growth 
and development’. (Lawrence, 2000). 

Guidance (Clinical) “Systematically developed statements which 
assist clinicians and patients in making 
decisions about appropriate treatment for 
specific conditions”. (Royal College of Nursing, 
1995). They offer concise instruction on clinical 
practice and can be developed at a national or 
local level by multidisciplinary teams. 

National Institute of Clinical Excellence 
(NICE). NICE is an independent organisation 

responsible for providing national guidance on 
promoting good health and preventing and 
treating ill health. (NICE, 2009) 

 
Polymerase Chain Reaction (PCR): 

Polymerase Chain Reaction. This is a test that 
enables the presence of the Hepatitis C virus in 
the blood to be identified. 

Procedure A process or series of steps to be adhered to. 
In a clinical setting, this is a specific action, 
process or test, performed for the management 
of the patient. 

Rapid Virological Response (RVR) In this case, when a patient has no detectable 
Hepatitis C virus after four weeks of treatment. 

Stratified Stratified (random) sampling is used for the 
purposes of research in order to identify a 
relatively similar subgroup of people with which 
to measure the effects of the research. It is 
usually randomised in some way to reduce the 
risk of sampling error i.e. of obtaining a group 
that are non typical of the population, therefore 
reducing the ability to generalise any findings. 

Sustained Virological Response (SVR) When a patient has no detectable virus 
(Hepatitis C) after completion of their course of 
treatment. 

Treatment naive Patients who have had no or little prior 
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treatment history for (in this case, Hepatitis C), 
as this will affect the type and amount of 
treatment involved e.g. dosage of medication. 
(This is opposed to being ‘treatment 
experienced’).  

Treatment pathway A patients journey, designed and formulated on 
evidence based practice, and which reflects the 
disease progress and the needs of the 
individual. (NHS Executive, 1996). 

Viral Load Is a way of measuring how severe the viral 
infection is (in this case the Hepatitis C virus).  
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Appendix 1: Treatment Algorithm. 

 

 

 

 

 

 

 

 

 

 

 
 
 
 

Italic – Test performed at clinician discretion see colour key below 
 Shortened treatment duration 
 NICE 2006 approved  
 Groups divided by wk 12/24 result – previously all given 24/48 wk 
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Viral load 

Low Negative Negative Complete   
High Positive Neg  Complete  
High Positive > 2 log drop Negative  Complete 
High Positive > 2 log drop Positive – STOP   
High Positive < 2 log drop - STOP    

        

G
en

ot
yp

e 
2 

Viral load Low Negative Complete    
Viral load High Positive Negative Complete   
Viral load Cirrhosis Positive > 2 log drop Negative Complete  
Viral load Cirrhosis Positive > 2 log drop Positive – STOP   
Viral load Cirrhosis Positive < 2 log drop - STOP    
       

G
en

ot
yp

e 
3 

Viral load Low Negative Complete    
Viral load High Positive Negative Complete   
Viral load Cirrhosis Positive > 2 log drop Negative Complete  
Viral load Cirrhosis Positive > 2 log drop Positive – STOP   
Viral load Cirrhosis Positive < 2 log drop - STOP    

  
Treat patients with HIV co-infection with standard duration therapy 
Shortened therapy may not be appropriate if dose reduction is necessary 
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Additional notes: 
 
Step One:   Classify patient (using histology, BMI, platelet count) into three groups 
 

A. Low risk of relapse with shortened therapy – BMI < 27 and platelet > 140 and Ishak fibrosis score ≤ 2 when available 
(monitor relapse rates across the region) 

B. High risk relapse – all other patients except those with cirrhosis 
C. Cirrhosis – Ishak fibrosis score 5-6 or clinical features consistent with cirrhosis 

 
Step Two:   Pre-treatment measure viral load in selected patients. 
 
Step Three:   Initiate therapy with PEG-IFN and weight based ribavirin (WBR) but where shortened duration therapy possible (Group A) 

consider using PEG-IFN 2b 1.0 (G2/3) or 1.5 (G1/4) mcg/kg and WBR. 
 
Step Four:   Week 4 measure qualitative PCR (RVR) - essential in those in group A 
 
Step Five:   At week 12, in genotype 1/4 patients - measure week 12 qualitative and quantitative PCR – STOP in absence of 2 log drop.  In 

genotype 2/3 patients measure qualitative PCR in all and quantitative PCR in selected subset. 
 
Step Six:   At week 24, in genotype 2/3 patients measure qualitative PCR (EOTR).  In genotype 1/4 patients who were NOT negative at 

week 12 measure qualitative PCR and STOP if positive.  If negative then consider extending treatment to 72 weeks. 
 
Step Seven:   At week 48/72, measure qualitative PCR (EOTR). 

 


