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POLICY STATEMENT:

Sofosbuvir + Daclatasvir/ Policy Ref:
Ledipasvir +/- Ribivirin for NHS England A02/PS/b
defined patients with
Hepatitis C

Chronic infection with the hepatitis C virus causes cirrhosis
and liver cancer in a significant proportion of patients. Once
cirrhosis has developed, hepatic decompensation and other
potentially fatal complications occur and liver transplantation
is required. Viral eradication prevents disease progression
but, until recently, successful therapy has not been possible
in patients with advanced disease, as the current drugs are
poorly tolerated and have low efficacy at this stage. The
development of new direct acting antiviral (DAA) drugs
provides effective, orally given, antiviral regimens which offer
Background: the potential for curative therapy in all patients with hepatitis
C, including those patients with advanced cirrhosis.

The first DAA drug with potential in these patients —
Sofosbuvir — has recently been licensed in Europe and will be
reviewed by NICE during 2014. This policy statement
describes interim criteria to operate prior to the publication of
the NICE Technology Appraisal, and anticipated NICE
directed access, for a cohort of patients with advanced
disease who are likely to develop serious complications whilst
awaiting such approval.

NHS England will as an interim position commission
Sofosbuvir for adults within the defined cohort of patients with
hepatitis C in accordance with the criteria outlined in this
document. This treatment will need to be given in
combination with other DAA’s (specifically daclatasvir or
ledipasvir — obtainable via compassionate use programmes)
as part of this interim policy.

Commissioning Patients eligible for treatment are those with significant risk of

position: death or irreversible damage within the next 12 months,
irrespective of genotype. For example, there are patients’
listed for liver transplantation and others who are either
approaching but not yet on a liver transplant waiting list, or
who may not fulfil other criteria to allow liver transplantation to
be performed.

Such patients would be defined as follows:
1) Evidence of present or previous decompensated
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cirrhosis with an episode of ascites, variceal
bleeding, or encephalopathy.

2) Child Pugh Score >or =7

3) Non-hepatic manifestation of HCV infection likely to
lead to irreversible damage within 12 months AND
intolerant of or failed to respond to pegylated
interferon-based treatment.

4) Exceptional cases: Only patients at high risk of
death, needing a liver transplant, or likely to suffer
irreversible harm in the next 12 months, who are
not suitable for treatment with pegylated interferon-
based treatment, will be eligible.

The scheme will treat ~500 patients who fulfil the criteria for a
total treatment duration of 12 weeks.

Treatment will be delivered through specialised centres (circa
15) that will be selected for this role and which can meet the
stated criteria and offer reasonable geographic access.

In creating this policy statement NHS England has reviewed
this clinical condition and the options for its treatment. It has
considered the place of these treatments in current clinical
practice, whether scientific research has shown the
treatments to be of benefit to patients (including how any
benefit is balanced against possible risks), and whether its
use represents the best use of NHS resources.

Effective from: April 2014

Sofosbuvir has proven to be very effective and well tolerated
in combination with pegylated interferon and ribavirin in most
subgroups of patients with chronic hepatitis C, including
those with cirrhosis. However it is known that those with
severe cirrhosis tolerate pegylated interferon very poorly, with
a significant chance of treatment-induced liver
decompensation. Emerging data which has been reviewed by
the CRGs’ subgroup (which is drawn from recent
presentations at AASLD and EASL) show that sofosbuvir is
safe and effective even in advanced, decompensated
cirrhosis and restores liver function in a high proportion of
cases.

Evidence summary:

Of particular note is that Sofosbuvir has robust data
supporting its high efficacy and good tolerability when
combined with other agents in interferon-free regimens,
including those with significant cirrhosis. Sofosbuvir and
ribavirin has shown good efficacy and safety, but may be
required for 24 weeks. Combining Sofosbuvir and ribavirin
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with either Daclatasvir or Ledipasvir (NS5A Direct Acting
Antivirals) has demonstrated high efficacy and good
tolerability and safety in 12 week oral only regimens. These
NS5A DAAs are in phase 3 development and are to be
available, cost-free, for compassionate use in combination
with Sofosbuvir. Such Sofosbuvir, ribavirin and NS5A
combinations are recommended for use in such patients by
the European Medicines Agency.

Early access to DAA combinations prior to NICE
recommendation offers the chance to cure a cohort of HCV
infection patients who may otherwise die or progress to liver
transplantation. Treatment of such patients will reduce
mortality and may prevent the need for liver transplantation.
Even if liver transplantation is still required for some treated
patients, prior virological cure prevents HCV recurrence
which results in significant associated morbidity and mortality,
thereby maximising use of scarce organs and directly
benefitting patients. Such pre-transplantation treatment is
evidence-based.

Cost Effectiveness:

The NHS list price for Sofosbuvir is £34,983 per patient with
an additional estimated £2,400 for ribivirin required for the full
course of treatment (this is a lower cost than currently
incurred with other agents).

This is less than the cost will be post a positive NICE TA
publication when the required combination drugs will no
longer be free of charge.

The costs of early treatment will be incurred anyway but at a
later date for most patients as it is anticipated NICE will
consider its use cost effective based on the cost
effectiveness modelling used to support this policy statement.

In addition the cost of early treatment for the proposed
cohort will be offset against other high cost treatments,
including

a) for some patients a reduced need for liver transplants
(c.£50K per case avoided)

b) for others who are not eligible for transplant (c30k
over 3 years)

c) reduced complications post-transplant and avoidance
of related expensive treatment of cirrhosis.

d) reduced expenditure on therapies for liver cancer

e) the imminent availability of sofosbuvir is likely to
reduce prescriptions for alternative oral anti-viral
agents, such as telaprevir and boceprevir

A cost effectiveness calculation completed by Gilead and
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reviewed by the CRG sub-group indicates that with a very
conservative response to therapy of 40% (i.e. 40% of patients
respond to therapy and do not progress) the ICER using the
standard modelling approach adopted by NICE is £3,965. i.e
highly cost-effective. With a more realistic response rate of
70% the ICER is dominant and the approach is extremely
good value for money.

Throughout the production of this document, due regard has
been given to eliminate discrimination, harassment and
victimisation, to advance equality of opportunity, and to foster
good relations between people who share a relevant
protected characteristic (as cited in under the Equality Act
2010) and those who do not share it.

Equality impact:

Responsible CRG: Infectious Diseases & Hepato-Pancreas-Biliary Clinical
Reference Groups

Mechanism for

— Through NHS England standard contract arrangements
Funding:

Date Approved 16 April 2014

This is an interim policy statement and will be reviewed in line
Policy review date: | with the NICE TA timeframe and no later than 31st March
2015
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