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Gilead Sciences Ltd
Response to Appraisal Consultation Document: Ledipasvir-sofosbuvir
for treating chronic hepatitis C

23" March 2015

Summary

Gilead Sciences Ltd. welcomes NICE’s recommendation of the following LDV/SOF regimens as
cost-effective treatments for chronic hepatitis C populations (including those co-infected with HIV):

e 8 weeks in GT1 treatment naive (TN) patients without cirrhosis

e 12 weeks in GT1 and GT4 TN patients with cirrhosis

e 12 weeks in GT1 and GT4 treatment experienced (TE) patients without cirrhosis.

However, Gilead Sciences Ltd. are concerned that the NICE committee has not been given the
opportunity to consider:
1. the 12 week treatment duration for TE GT1 and GT4 patients with cirrhosis
2. the benefit that IFN-free LDV/SOF-based regimens can provide in GT3 patients who are
intolerant to or ineligible for interferon (IFN).

GT1 and GT4 treatment experienced patients with cirrhosis

e The decision by the NICE committee to define all TE cirrhotic patients as ineligible for the 12 week
duration is not consistent with the EMA’s posology recommendations for LDV/SOF.

e The EMA posology recommendations include the option to treat GT1 and GT4 TE cirrhotic
patients with 12 weeks LDV/SOF, should they meet the specified criteria relating to risk of clinical
disease progression and subsequent retreatment options.

e 12 weeks LDV/SOF results in an SVR12 of 90% (64/71) in TE cirrhotic patients.

e 12-weeks of LDV/SOF is cost-effective for GT1 and GT4 TE cirrhotic patients with a ICER of £5,435.

GT3 patients who are intolerant to or ineligible for interferon

e At present the only NICE-recommended treatment for GT3 patients who are intolerant to or
ineligible for IFN is 24 weeks of SOF+RBV, and this is limited to patients with cirrhosis.

e The EMA considers the regimen of 24 weeks LDV/SOF+RBV as more efficacious than 24 weeks
SOF+RBV, which is also supported by the data for LDV/SOF+RBV.

e 24 weeks of LDV/SOF+RBV is cost-effective for the GT3 population with cirrhosis who are
intolerant to or ineligible for interferon with ICERs of £19,013 and £10,440 for the TN and TE
populations, respectively.

e 12 weeks LDV/SOF+RBV also provides a highly efficacious and cost-effective treatment for non-
cirrhotic GT3 patients who are TN and intolerant to or ineligible for interferon, with an ICER of
£10,549. These patients currently have no treatment option until they become cirrhotic. Having
become cirrhotic, the likelihood of then achieving SVR is decreased and they have a lifelong risk of
hepatocellular carcinoma (HCC).





In addition, Gilead Sciences Ltd. would like to draw NICE’s attention to the following points, which are
discussed in detail later in this document:

e The use of the wording “Not licensed for this population” in Table 1 in the ACD should be
replaced with “Not the EMA recommended regimen for this population”

e Gilead believe that combining transition probabilities from Fattovich and Cardoso in relation to
the transitions from SVR to HCC and non-SVR to HCC creates an unrealistic effect, whereby the
impact on the risk of HCC of having achieved SVR is reduced to virtually nil. This approach lacks
face validity and is not supported by any individual data source. Gilead Sciences Ltd thus suggest
that the most realistic approach is to use the TPs from Cardoso.





Key issues for consideration

GT1 and GT4 treatment experienced patients with cirrhosis

The Appraisal Committee’s preliminary recommendations do not include a recommendation for the
LDV/SOF 12 week regimen for adults with GT1 or GT4 HCV who are TE and have compensated cirrhosis.

ACD Section 4.21 states that:

“The Committee was aware it had been presented with ICERs from the ERG in people having the 24-
week treatment only because the marketing authorisation states that 12 weeks’ treatment ‘may be
considered for patients deemed at low risk for clinical disease progression and who have subsequent
retreatment options’. Therefore, the Committee agreed that the marketing authorisation does not
recommend 12 weeks of treatment for people with treatment-experienced genotype 1 or 4 HCV with
cirrhosis, and considered therefore it could not make a recommendation for 12 weeks’ of treatment.”

The decision by the NICE Committee to define all TE cirrhotic patients as ineligible for the 12 week
duration is not consistent with the EMA’s posology recommendations for LDV/SOF (Table 1). Below is an
exact reproduction of the posology table as it appears in the SmPC. This is different in appearance to the
table that was presented to the Committee during the first committee meeting (03.02.15).

Table 1: Recommended treatment duration for Harvoni and the recommended use of co-administered ribavirin
for certain subgroups

Patient population* Treatment Duration

Patients with genotype 1 or genotype 4 CHC

Patients without cirrhosis Harvoni 12 weeks.

- 8 weeks may be considered in previously untreated genotype 1-
infected patients (see section 5.1, ION-3 study).

- 24 weeks should be considered for previously treated patients
with uncertain subsequent retreatment options (see section 4.4).

Patients with compensated Harvoni 24 weeks.

cirrhosis - 12 weeks may be considered for patients deemed at low risk for
clinical disease progression and who have subsequent
retreatment options (see section 4.4).

Patients with decompensated Harvoni + 24 weeks (see sections 4.4 and 5.1)
cirrhosis or who are pre-/post- | ribavirin
liver transplant

Patients with genotype 3 CHC

Patients with cirrhosis and/or Harvoni + 24 weeks (see sections 4.4 and 5.1)
prior treatment failure ribavirin

* Includes patients co-infected with human immunodeficiency virus (HIV).

The EMA deemed it likely that there would be a proportion of cirrhotic patients, including those that
had previously been treated, who would have “subsequent retreatment options” and also be “deemed
at low risk of clinical disease progression”. In place of specifying individual patient groups for specific
durations, the EMA elected to leave it to individual clinical judgement to determine those patients that
would benefit from the 12 week regimen and those that should receive 24 weeks.






Supporting discussion of EMA recommendations

2.0.0.1. Recommendation for treatment naive and treatment experienced patients

It should be noted that the SmPC posology recommendations for a number of products in the HCV
treatment area make specific mention of TN vs TE, and recommend different treatment durations for
these patient groups. In the LDV/SOF posology table, for GT1 non-cirrhotic patients, the wording for
shorter treatment durations reads “8 weeks may be considered in previously untreated genotype 1-
infected patients” clearly excluding TE patients from the 8 week duration. In contrast, for cirrhotic
patients the SmPC does not specify that the 12 week regimen must only be considered for TN patients,
indicating that the EMA believed the 12 week regimen should also be considered for TE patients.

2.0.0.2. Discussion of “subsequent retreatment options”

The LDV/SOF posology wording clearly highlights that the EMA does not consider that all TE patients
lack retreatment options, but rather that the retreatment options available are dependent on:
e the prior treatment a patient has received

e the available data on the re-use of particular DAA classes in a retreatment regimen,
following a previous exposure to a DAA of that same class

The field of HCV treatment is evolving very rapidly with new DAA drugs becoming available each year, as
well as new data on already licensed drugs. The EMA therefore chose to allow individual clinical
assessment of each TE patient’s retreatment options at the time they are offered LDV/SOF treatment,
when determining the most appropriate LDV/SOF duration. This enables clinicians to take into account
the most recent data and DAA drug availability, as opposed to having to base their decision upon what
was available at the date that LDV/SOF became licensed. Both clinical trial and real world data have
been published confirming that retreatment with DAAs (SOF and PI regimens) is highly effective (1),(2)

(3).
2.0.0.3. Discussion of “low risk of clinical disease progression”

For the compensated cirrhotic patient population the term “clinical disease progression” relates to the
risk of progressing to decompensated cirrhosis or hepatocellular carcinoma (HCC).

The section of the EPAR relating to treatment duration in cirrhotics states as the justification for a
24 week regimen “for patients with advanced liver disease, manifested, e.g., by low platelet counts or by
biochemical abnormalities related to liver function, failure to achieve viral clearance may be associated
with a tangible short term risk of disease progression”.

The EPAR statement highlights that the EMA considers these to be a sub-group of the overall cirrhotic
population. For the majority of patients, the time taken to progress from first being classified as having
compensated cirrhosis to a decompensation event, or developing HCC, is measured in years (e.g. 11
year mean time free of decompensation in compensated cirrhotic patients with a MELD score <10) (4).
Thus a proportion of TE cirrhotic patients can be classified as being at low risk of clinical disease
progression and should be treated with 12 weeks LDV/SOF. Again, the EMA chose to allow individual
assessment of each cirrhotic patient’s risk of disease progression by the treating physician when
determining the appropriate treatment duration.





2.0.0.4. SVR outcomes in treatment experienced patients with cirrhosis treated with LDV/SOF in
clinical trials

In the ION-2 TE phase Il study, patients that had previously not achieved SVR with pegylated interferon
+ ribavirin (PR) or a protease inhibitor (Pl) + PR were treated with LDV/SOFRBV for 12 or 24 weeks. In
the 12 week LDV/SOF arm, 86% (19/22) of cirrhotic patients achieved SVR12. The SVR12 in the sub-
group of cirrhotic patients receiving 12 week therapy that had previously been treated with a Pl based
regimen remained at 86% (12/14).

Data is now published describing the first 513 patients with compensated cirrhosis in the LDV/SOF
phase 2/3 clinical trial programme (5). A total of 71 TE cirrhotic GT1 patients received LDV/SOF for 12
weeks. Of these, 90% (64/71) achieved SVR12, indicating that the 12 week regimen provides the
opportunity of a cure for the vast majority of TE cirrhotic patients.

GT1 or GT4 treatment experienced patients with cirrhosis: Supporting cost-
effectiveness analyses

Gilead Sciences Ltd. request that the NICE committee follow the EMA’s LDV/SOF duration
recommendation wording as per the SmPC posology table, when assessing the cost effectiveness of the
different LDV/SOF durations in GT1 and GT4 TE patients with cirrhosis.

The ERG did not provide CE analyses of the 12 week ledipasvir-sofosbuvir regimen for GT1 and GT4 TE
patients with cirrhosis. To aid the Committee’s assessment of this regimen, Table 3 provides cost-
effectiveness results for LDV/SOF versus all relevant comparators in patients with GT1 or GT4 HCV who
have compensated cirrhosis and have failed prior treatment. Based on the full incremental analysis,
LDV/SOF is highly cost-effective with an ICER for LDV/SOF versus no treatment of £5,435.

In conclusion, LDV/SOF for 12 weeks is cost-effective for GT1 or GT4 TE patients with compensated
cirrhosis versus and should be recommended as a treatment option.

Table 2: Cost-effectiveness results, GT1 or GT4 treatment experienced patients with compensated cirrhosis

Technologies | Cardoso Technologies Fattovich

QALYs Costs ICER QALYs Costs ICER
SOF+SMV 9.49 £79,754 £57,900 SOF+SMV 9.67 £81,284 £104,828
LDV/SOF 9.19 £62,364 £5,435 LDV/SOF 9.51 £64,496 £6,432
SOF+PR 8.59 £63,193 Dominated | SOF+PR 9.19 £66,473 Dominated
SMV+PR 8.31 £62,046 ED SMV+PR 9.03 £65,804 Dominated
TVR+PR 7.46 £63,325 Dominated | TVR+PR 8.59 £68,855 Dominated
BOC+PR 6.95 £68,413 Dominated | BOC+PR 8.33 £74,964 Dominated
PR 5.74 £47,441 ED PR 7.68 £56,386 ED
No treatment | 5.19 £40,651 - No treatment 7.38 £50,797

Abbreviations: BOC, boceprevir; ED, extendedly dominated; GT, genotype; ICER, incremental cost-effectiveness ratio; LDV,
ledipasvir; PR, pegylated interferon+ribavirin; QALY, quality-adjusted life year; RBV, ribavirin; SMV, simeprevir; SOF, sofosbuvir;

TVR, telaprevir.GT3 patients who intolerant to or ineligible for interferon






Unmet need in GT3 HCV for patients who are intolerant or ineligible to interferon

Patients infected with GT3 HCV who are intolerant to or ineligible for interferon represent a significant
unmet need. During the appraisal of sofosbuvir, the proportion of patients who are IFN intolerant or
ineligible was discussed in depth and it was agreed that this is a small proportion of the overall
population.

The only currently NICE-approved treatment option for this population is SOF+RBV for 24 weeks;
however, this treatment regimen is only recommended for patients with compensated cirrhosis (NICE
TA330). Therefore, GT3 infected patients who are clinically intolerant to or ineligible for interferon must
wait until they are cirrhotic before they can be treated, a position that is not equitable. A diagnosis of
cirrhosis is associated with an increased lifelong risk of HCC, even if the patient is subsequently cured of
their HCV. Offering a cost-effective treatment to patients prior to them becoming cirrhotic is thus of
significant benefit to patients, and a benefit that is not likely to be captured within current QoL
measures.

Rationale for treating GT3 patients who are intolerant to or ineligible for interferon
with LDV/SOF+RBV

The data supporting the use of LDV/SOF+RBYV in patients infected with HCV GT3 is based upon the phase
Il ELECTRON-2 study. All 26 TN GT3 patients (including 5 with cirrhosis) achieved SVR12 with 12 weeks
LDV/SOF+RBV (6). In 50 TE patients, an overall SVR12 of 82% was observed with 12 weeks
LDV/SOF+RBV; 89% (25/28) in non-cirrhotic patients and 73% (16/22) in cirrhotic patients (7).

In the SmPC the EMA states “A conservative 24 weeks of therapy is advised in all treatment-experienced
genotype 3 patients and those treatment-naive genotype 3 patients with cirrhosis” (SmPC page 4,
section 4.4). This recommendation is based upon the fact that the EMA considers that for these patient
populations “[LDV] activity is anticipated that would be clinically relevant in patients for whom the
present standard interferon-free regimen (SOF+RBV for 24 weeks) would be expected to yield inoptimal
SVR rates based on available evidence” (LDV/SOF EPAR page 60).

As set out in the SOF NICE technology appraisal guidance 330, for GT3 patients, 24 weeks SOF+RBV is
“only recommended for people with cirrhosis who are intolerant to or ineligible for interferon”. This
recommendation includes both TN and TE cirrhotic GT3 patients. Given the EMA conclusion of the
benefit of inclusion of LDV in the treatment of GT3 patients (versus SOF+RBV in interferon ineligible
patients) the cost-effective regimen of LDV/SOF+RBV for 24 weeks should be recommended as a
treatment option for GT3 interferon intolerant or ineligible patients with cirrhosis.

For TN GT3 non-cirrhotic patients, the 12 week LDV/SOF+RBV regimen provides a cost-effective
treatment option for those that are intolerant to or ineligible for interferon. As detailed in the ACD
(page 55), “The NICE committee agreed with Gilead Sciences Ltd. that 12 weeks of ledipasvir—sofosbuvir
plus ribavirin was included in the marketing authorisation for treatment-naive, genotype 3 HCV without
cirrhosis.”





GT3 patients who are intolerant to or ineligible for interferon: Supporting cost-
effectiveness analyses

2.0.4.1. GT3IFN intolerant or ineligible patients with cirrhosis

LDV/SOF+RBV offers higher cure rates in this patient population with an SVR rate of 100% versus 92.3%
for SOF+RBV in TN patients, and 73% for LDV/SOF+RBV versus 60% for SOF+RBV in TE patients.

LDV/SOF+RBV for 24 weeks represents a cost-effective treatment option for IFN intolerant or ineligible
patients who have compensated cirrhosis in GT3, with an ICER of £19,013 for TN patients and £10,440
for TE patients.

Table 3: Cost-effectiveness results, treatment naive GT3 IFN intolerant or ineligible patients with compensated

cirrhosis
Technologies | Cardoso Technologies | Fattovich

QALYs Costs ICER QALYs Costs ICER
LDV/SOF+RBV | 10.23 £102,645 £19,013 LDV/SOF+RBV | 10.26 £103,591 £33,130
24 weeks 24 weeks
SOF+RBV 9.87 £95,947 - SOF+RBV 10.08 £97,657 -

Abbreviations: GT, genotype; ICER, incremental cost-effectiveness ratio; IFN, interferon; LDV, ledipasvir; QALY, quality-adjusted
life year; RBV, ribavirin; SOF, sofosbuvir.

Table 4: Cost-effectiveness results, treatment experienced GT3 IFN intolerant or ineligible patients with
compensated cirrhosis

Technologies | Cardoso Technologies | Fattovich

QALYs Costs ICER QALYs Costs ICER
LDV/SOF+RBV | 8.55 £106,735 £10,440 LDV/SOF+RBV | 9.17 £110,133 £16,549
24 weeks 24 weeks
SOF+RBV 8.01 £101,109 - SOF+RBV 8.89 £105,608 -

Abbreviations: GT, genotype; ICER, incremental cost-effectiveness ratio; LDV, ledipasvir; LYG, life years gained; QALY, quality-
adjusted life year; RBV, ribavirin; SOF, sofosbuuvir.

The TN ICER is relatively sensitive to Fattovich vs Cardoso because the Fattovich transitions assume no
reduction in the risk of HCC as a result of achieving SVR. This is not supported by the data or UK clinical
opinion. To provide additional insight to support decision-making, an additional analysis was conducted
in which the relative risk reduction in HCC as a result of achieving an SVR estimated by Cardoso was
applied to the Fattovich transition from CC to HCC (i.e. to estimate the transition from SVR CC to HCC).
The ICER that resulted from this analysis was £19,575, demonstrating that the only reason
LDV/SOF+RBV appears not cost-effective is because the reduction in risk of HCC as a result of HCC is
removed.

2.0.4.2. GT3IFN intolerant or ineligible patients without cirrhosis

Currently interferon intolerant or ineligible GT3 patients without cirrhosis have no treatment options.
The requirement that a patient must become cirrhotic prior to becoming eligible for treatment results in
a lifelong increase in the risk of hepatocellular carcinoma (HCC), regardless of their future treatment
outcome.






LDV/SOF+RBV for 12 weeks is a much-needed cost-effective treatment option for non-cirrhotic GT3
patients who are TN and intolerant or ineligible for interferon, and as a result have no treatment
options.

Table 5: Cost-effectiveness results, treatment naive GT3 IFN intolerant or ineligible patients without cirrhosis

Technologies | Cardoso Technologies Fattovich

QALYs Costs ICER QALYs Costs ICER
LDV/SOF+RBV | 17.24 £42,997 £10,549 LDV/SOF+RBV | 17.24 £42,997 £11,727
12 weeks 12 weeks
No treatment | 14.57 £14,928 - No treatment 14.97 £16,430 -

Abbreviations: GT, genotype; ICER, incremental cost-effectiveness ratio; IFN, interferon; LDV, ledipasvir; LYG, life years gained;
QALY, quality-adjusted life year; RBV, ribavirin; SOF, sofosbuuvir.

Table 6: Cost-effectiveness results, treatment experienced GT3 IFN intolerant or ineligible patients without

cirrhosis
Technologies | Cardoso Technologies Fattovich

QALYs Costs ICER QALYs Costs ICER
LDV/SOF+RBV | 15.97 £84,109 £33,631 LDV/SOF+RBV | 16.01 £84,234 £38,793
24 weeks 24 weeks
No treatment | 13.88 £13,936 - No treatment 14.23 £15,110 -

Abbreviations: GT, genotype; ICER, incremental cost-effectiveness ratio; IFN, interferon; LDV, ledipasvir; QALY, quality-adjusted
life year; RBV, ribavirin; SOF, sofosbuvir.

LDV/SOF+RBV for 24 weeks offers a valuable treatment option for IFN intolerant or ineligible GT3
patients who are TE and are not eligible for any treatment until they become cirrhotic. While the ICER
for LDV/SOF+RBV is above the threshold at which NICE would usually consider a drug cost-effective, this
is a much needed treatment option for this patient population that currently has no treatment options.

Use of “Not licensed for this population” to describe the LDV/SOF+RBV
regimen for GT1/GT4 populations

The use of RBV in combination with LDV/SOF for the treatment of GT1 and GT4 CHC is encompassed by
the indication for LDV/SOF and is supported by all three phase llI clinical trials, as detailed in Section 5.1
of the SmPC. As such, it is incorrect to state that this regimen is “unlicensed”. Gilead Sciences Ltd.
requests that the wording is changed from “Not licensed for this population” to “Not the EMA
recommended regimen for this population”

Choice of transition probabilities for economic modelling: Cardoso vs
Fattovich

NICE commented on the relative merits of using specific transition probabilities from Cardoso et al and
Fattovich et al, and concluded that “the transition probabilities for compensated or decompensated
cirrhosis to hepatocellular carcinoma may lie somewhere between the Cardoso et al. and Fattovich et al.
estimates.” Gilead Sciences maintains the view that Cardoso et al is the most appropriate source for
these inputs. This is because it reflects the relative decrease in the risk of developing HCC in patients






who have compensated cirrhosis and achieve SVR versus patients who have compensated cirrhosis who
are untreated or who fail to clear the virus (relative risk reduction 80%). These data have face validity as
there is a significant risk reduction for HCC in a cirrhotic patient who achieves SVR, as supported by data
and UK clinician opinion. If the Fattovich source is selected for the transition from compensated
cirrhosis to HCC (0.014), while retaining the compensated cirrhosis with SVR to HCC TP from Cardoso et
al (0.0128) then this is equivalent to a risk reduction of only 8.6%.

In addition, the data from Cardoso is more recently published (2010 vs 1997 for Fattovich) and this
study was specifically designed to assess the risk of HCC in HCV infected patients with cirrhosis
compared to patients with cirrhosis and who have achieved an SVR. As such, we recommend that the
NICE committee assess the cost-effectiveness of LDV/SOF based on the transition probabilities from
Cardoso et al.

For completeness, analyses included in this response have been provided using the two alternative
values for the transition probabilities (TPs), as detailed in Table 7.

Table 7: Transition probabilities varied in the analyses

From To Cardoso et al 2010 Fattovich et al 1998
Compensated cirrhosis SVR HCC 0.0128" NA
Compensated cirrhosis Decompensated cirrhosis 0.0438 0.039

HCC 0.0631 0.014
Decompensated cirrhosis HCC 0.0631 0.014

Abbreviations: HCC, hepatocellular carcinoma; TP, transition probability. TTP from Cardoso et al for this health state used for
both analyses in the absence of data from Fattovich et al.

Factual inaccuracies

Location and description Proposed amendment

Section 1.1 Table 1 Ledipasvir—sofosbuvir for treating
adults with chronic hepatitis C

- States that ledipasvir-sofosbuvir in combination with
ribavirin is “not licensed” in adults with genotype 1 and
genotype 4, which is inaccurate and misleading.

- The use of RBV in combination with LDV/SOF for the
treatment of GT1 and GT4 CHC is encompassed by the
LDV/SOF indication and is supported by all three phase
11l clinical trials, as detailed in Section 5.1 of the SmPC.
As such, it is incorrect to state that this regimen is
“unlicensed”.

Proposed wording for LDV/SOF in combination with
RBV in adults with GT1 and GT4 HCV:

“Not the EMA
population”

recommended regimen for this

(An example table using the recommendations from the
ACD is provided at the end of this document)

Section 3.20

- It is stated that ‘The cost-effectiveness of ledipasvir-
sofosbuvir was assessed in populations defined by HCV
genotype, which included those with cirrhosis (but
excluded HIV co-infection)’.

- The cost-effectiveness analyses did not exclude
patients with HIV co-infection, rather, it is assumed that
the efficacy and safety of ledipasvir—sofosbuvir
treatments for people co-infected with HIV and HCV is

Remove ‘(but excluded HIV co-infection)’.






similar to that seen in people with HCV mono-infection,
and as such is treated in the same way. Please refer to
page 25 of the ACD where more detail is provided on
the approach to modelling HIV co-infection and the
associated justification.

Section 3.22

- The bulleted reasons provided for why GT4 was
modelled alongside GT1 do not include reference to the
fact that this approach was validated with KOLs.

Add a third bullet point explaining that KOL validation
was a factor in the decision to model these genotypes
together.

Section 3.23

-States that ‘Treatment durations were also used to
estimate drug and monitoring costs, and the proportion
of people on a given treatment duration were generally
based on Gilead Sciences Ltd.’s clinical expert opinion.’

- It should be stated that this refers to the treatment
duration of LDV/SOF specifically.

Change text to:

‘Treatment durations were also used to estimate drug
and monitoring costs, and the proportion of people on
a given LDV/SOF treatment duration were based on the
clinical expert opinion received by Gilead Sciences Ltd..’

Section 3.25, Table 6 Incremental cost-effectiveness
results for treatment-experienced genotype 1 and 4
HCV

- Footnote symbol (*) incorrectly assigned to SMV+PR

Move footnote symbol to BOC+PR

Section 3.54 ERG comments on the PSA

-States that ‘key uncertain parameters (for example,
SVR rates) being pre-sampled outside of the model
rather than sampling from a distribution’ is a limitation
of the PSA.

- This is incorrect; all values were randomly sampled
from a distribution. For all populations, except GT1 TN,
data inputs are linked up to the randomly generated
values on the ‘PSA sheet’. The confusion may have
arisen from the GT1 TN patient group specifically where
the model has to run the simulations for non-cirrhotic
patients and then for cirrhotic patients separately but
needs to ensure that the same common values are
used. For this population only, all data values for any
single PSA run are randomly generated and recorded on
‘Sheet5’, which gives the impression that these values
are fixed. However, on each PSA run the content of
‘Sheet 5’ is updated with the new randomly generated
data.

Remove ‘key uncertain parameters (for example, SVR
rates) being pre-sampled outside of the model rather
than sampling from a distribution’.






Revised Table 1

Genotype*

Ledipasvir-sofosbuvir

Ledipasvir—sofosbuvir in combination with

ribavirin

Treatment
history

Recommendation

Treatment
history

Recommendation

Adults with
genotype 1
HCV

Treatment-
naive

8 weeks’ treatment
recommended for people
without cirrhosis;

12 weeks’ treatment not
recommended for people
without cirrhosis

12 weeks’ treatment
recommended for people with
cirrhosis;

24 weeks’ treatment not

recommended for people with
cirrhosis

Treatment-
experienced

12 weeks’ treatment
recommended for people
without cirrhosis;

24 weeks’ treatment not

recommended for people
without cirrhosis

24 weeks’ treatment not
recommended for people with
cirrhosis

All

Not the EMA
recommended regimen
for this population

Adults with
genotype 3
HCV

All

Not licensed for this
population

All

Not recommended

Adults with
genotype 4
HCV

Treatment-
naive

12 weeks’ treatment not
recommended for people
without cirrhosis

12 weeks’ treatment
recommended for people with
cirrhosis;

24 weeks’ treatment not

recommended for people with
cirrhosis

Treatment-
experienced

12 weeks’ treatment
recommended for people
without cirrhosis;

24 weeks’ treatment not
recommended for people
without cirrhosis

24 weeks’ treatment not
recommended for people with
cirrhosis

All

Not the EMA
recommended regimen
for this population

HCV, hepatitis C virus

Treatment-naive — the person has not had treatment for chronic hepatitis C

Treatment-experienced — the person’s hepatitis C has not adequately responded to interferon-based treatment






(2)

(3)

(4)

(5)
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From The Haemophilia Society

¢ Has all of the relevant evidence been taken into account? The Haemophilia Society
believe all the relevant evidence has been taken onto account, but may not have all
been interpreted in the way we would agree with.

¢ Are the summaries of clinical and cost effectiveness reasonable interpretations of
the evidence? For adults with Genotype 1 we can’t understand why people with
cirrhosis have been excluded from ledipasvir-sofosbuvir, as the licence states ‘12
weeks may be considered for patients deemed at low risk for clinical disease
progression and who have subsequent retreatment options’. By excluding this option
we believe some of the sickest patients will be disadvantaged. We acknowledge this
would not be a common situation, however it would be more inclusive to allow
clinicians to prescribe this if they felt it to be in the best interest of their patient. This
is particularly pertinent for the bleeding disorder community, as they are at risk of
requiring considerably higher Factor treatment costs if their liver is cirrhotic, so
anything to prevent further progression and the risk of a liver transplant would be
both ethical and cost effective.

e Are the provisional recommendations sound and a suitable basis for guidance to
the NHS?

¢ Are there any aspects of the recommendations that need particular consideration
to ensure we avoid unlawful discrimination against any group of people on the
grounds of race, gender, disability, religion or belief, sexual orientation, age, gender
reassignment, pregnancy and maternity? We are aware that many of the bleeding
disorder community have genotype 4 Hepatitis C, due to NHS treatment. We would
suggest that they be considered as a special group eligible for treatment when they
have cirrhosis and/or prior treatment failure. This is due to the considerable cost of
Factor treatment they require, particularly if they require a liver transplant. Many of
this patient group have had extensive prior treatment and to exclude them form this
new and beneficial treatment could be seen as discriminatory.

“, The Haemophilia Society
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Response from The Hepatitis C Trust to the NICE ACD for Sofosbuvir+Ledipasvir

1. Has all of the relevant evidence been taken into account?

2. Are the summaries of clinical and cost effectiveness reasonable interpretations of
the evidence?

3. Arethe provisional recommendations sound and a suitable basis for guidance to the
NHS?

We would like to make comments that go to all of the above questions. The Committee has
made recommendations for both 12 and 24 weeks’ treatment as per the final sentence of
ACD paragraph 4.7, with one exception — people with G1 and G4 and cirrhosis who have
tried treatment where only 24 weeks is considered. Not surprisingly, this is not cost-efective.
The decision not to make a recommendation is obviously the result of the considerations
outlined in 4.7 about the marketing authorisation which says that for this population “12
weeks may be considered for patients deemed at low risk for clinical disease progression and
who have subsequent retreatment options”. During the committee meeting there was
discussion of who if anyone could be considered at low risk of progression and it was
generally felt that no person with cirrhosis is at low risk. However, this really makes the
wording of the marketing authorisation meaningless. It must therefore be interpreted as
meaning at lower risk. There was also discussion about how risk could be differentiated and
this was felt to be difficult. The EMA felt that it was acceptable to leave the differentiation
to clinicians and we support this idea.

We would like to argue that it would be perverse not to consider 12 weeks just because of
the difficulty of defining lower risk, for the very simple reason that Sofosbuvir-Ledipasvir is
highly effective and cost-effective for all people with cirrhosis. In a post-hoc analysis of the
major trials presented by Bourliere et al. at AASLD in 2014, 64 out of 71 (90%) treatment
experienced patients with cirrhosis who received Sof+Led for 12 weeks achieved SVR.
Furthermore, people with cirrhosis who have unsuccessfully tried treatment already are
probably the most in need and interferon-based treatment, which is all they would be left
with, has a significant risk of causing decompensation.

We would also like to argue that although the EMA may not actually be ‘recommending’ 12
week use (pace ACD 4.21), it is ‘authorising’ its use in the circumstances spelt out and
therefore NICE may consider it. Given the high unmet need in this population, we ask NICE
to consider it.

Finally, we would like to reiterate four general points:

1. Apart from the fact it is at odds with the NHS’s sensible desire to concentrate more on
prevention of disease, we feel there is a real ethical issue in saying to a patient: ‘You
can’t have treatment. Come back when you’re sicker’. This applies particularly but not
exclusively to people with F3 disease. There is no real question that they are going to
progress to F4 and, depending on the frequency of their monitoring, they may have
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cirrhosis for some time before they receive treatment and are therefore at risk of liver
cancer during that time.

Interferon has acted as a major deterrent to treatment. Even though this fear of interferon
may not be well supported by the evidence, nonetheless for these people their choice is
between interferon-free regimens and no treatment. We know of people who have
developed cirrhosis waiting for interferon-free regimens.

People who refuse interferon do so because of its unpleasant side-effects during
treatment but also because of the perceived long-term effects that persist beyond
treatment cessation. There is an almost total lack of research into this but that in no way
implies this is not a real phenomenon. Aside from our methodologically limited study of
500 patients, we have documented evidence. What we do not have is any population-
based assessment of quality of life or economic impact. We strongly suggest, however,
that, were these available, the ICERs of interferon-free therapies would be significantly
lower.

There is a possible equity issue. For a variety of reasons, including length of treatment,
on-treatment monitoring and side-effect profile, it may be that 12 weeks of treatment
with an interferon-free regimen would permit treatment for certain groups such as
prisoners, who would not have access to 24-48 weeks of a regimen containing interferon
(for example because of movement between prison or between prison and the
community).
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The British Association for the Study of the Liver (BASL) and the British Viral Hepatitis
Group (BVHG) welcome NICE'’s review of Sofosbuvir/Ledipasvir.

We agree with their summaries on the use of these agents in non-cirrhotic GT1 and GT4
patients, and for GT1 and GT4 treatment-naive cirrhotic patients. We believe that the
clinical data, and the cost-effectiveness data presented in the ACD, support the use of
Sofosbuvir/Ledipasvir for 8 weeks in GT1 naive non-cirrhotic patients, and for 12 weeks
in GT1 and GT4 treatment-experienced non-cirrhotic, and treatment-naive cirrhotic
patients.

Where we have concerns is in the analysis of GT1 and GT4 treatment-experienced
cirrhotic patients. NICE have assessed the cost-effectiveness based on a 24 week
regimen, whilst we believe that the assessment should be made on a 12 week regimen
(where trial data has suggested very good efficacy - including ION-2, the post-hoc
analysis of Bourliere presented at AASLD 2014 (abstract 082), and the recent SIRIUS
study published online http://dx.doi.org/10.1016/51473-3099(15)70050-2 and comment
http://dx.doi.org/10.1016/51473-3099(15)70094-0, which suggests that a 12 week
regimen with ribavirin provides 95% SVR in patients with Childs A cirrhosis including
prior non-responders to a protease inhibitor).

We understand that this position has been taken as a result of the wording of the
marketing authorisation, but we disagree with the stated interpretation. Our view is that
these patients treated with Sofosbuvir/Ledipasvir do have re-treatment options in the
event of not attaining an SVR - especially as genotypic and phenotypic resistance to
Sofosbuvir in vivo is exceedingly rare, and therefore Sofosbuvir could be re-utilised in
combination with another DAA class, (e.g. protease inhibitor) or interferon.
Furthermore we believe that the vast majority of GT1 and GT4 treatment-experienced
cirrhotic patients in the UK have a low risk of short to medium-term clinical
progression, especially those with Child-Pugh scores below 7 and no previous
decompensation.

We believe that a 12 week regimen of Sofosbuvir/Ledipasvir in GT1 and GT4 treatment-
experienced cirrhotic patients is therefore clinically valid, and likely to be cost-effective,
and would be our preferred option in such patients.

The other patient group we would like to highlight to the committee are those with GT3
who are interferon-intolerant or ineligible. These patients have relatively few treatment
options at present. Some good efficacy has been shown for 12 weeks of
Sofosbuvir/Ledipasvir in naive non-cirrhotic patients (as demonstrated in ELECTRON-2
(Gane et al., EASL 2014)) . There is a clinical need for better and alternative therapies in
those with cirrhosis as the only presently NICE-approved therapy would be 24 weeks
Sofosbuvir & Ribavirin. Thus it will be important for NICE to consider the combination
of Sofosbuvir plus Daclatasvir, or possibly Sofosbuvir/Ledipasvir (Ledispavir is less
potent in vitro than Daclatasvir against GT3 and we await the results in vivo). We
appreciate that it may not be possible for NICE to consider data that becomes available
once the ACD is in process but we view this patient group as being in high clinical need.

Many thanks for permitting us to comment.
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23 March 2015

Meindert Boysen

Programme Director, Centre for Health Technology Evaluation
National Institute for Health and Care Excellence

Level 1A, City Tower

Piccadilly Plaza

Manchester M1 4BT

By email to: kate.moore@nice.org.uk

Dear Mr Boysen

Thank you to the committee for inviting us to comment on the Consultation for ACD Consultees &
Commentators: (Hepatitis C (chronic) - ledipasvir-sofosbuvir) [742]

The British HIV Association (BHIVA) represents health-care professionals and community members
involved in the care of people living with HIV-infection including those coinfected with HIV. The British
Association for Sexual Health and HIV (BASHH) membership includes medical practitioners, other
healthcare workers, scientists and epidemiologists working in sexual health. The Advisory Committee
had access to the BHIVA Guidelines for the management of hepatitis viruses in adults infected with
HIV (HIV Medicine (2013), 14 (Suppl. 4), 1-71) and members of BHIVA and the British Association of
Sexual Health and HIV (BASHH) were involved in the original consultation.

There are a number of specific comments that we would urge the committee to take into consideration
for the Final Appraisal Determination:

1) Whilst we applaud the Committee’s decision to ‘allow’ treatment for HIV/HCV co-infected
patients along the recommendations made for HCV mono-infected patients, we would like to
point out that preliminary results from the ION-4 study are now available [1]. This large single-
arm study in treatment-naive and treatment-experienced genotype 1 co-infected patients
suggests similarly high sustained virological response (SVR) rates with 12 weeks of
ledipasvir-sofosbuvir as those seen for mono-infected patients.

2) A large meta-analysis presented at the American Association for the Study of Liver Diseases
(AASLD) Liver Meeting 2014 showed SVR was associated with large reductions in all-cause
mortality, hepatocellular carcinoma (HCC) and need for transplantation; these benefits were
similar in HCV mono-infected and HIV/HCV co-infected groups. In fact, the numerical
reduction in 5-year all-cause death associated with SVR was greater for those who were co-
infected (co-infected: 1.3% with SVR vs 10.0% without; mono-infected: 4.5% with SVR vs
10.5% without SVR) [2].

3) As already suggested in the ACD, a separate cost-effectiveness analysis for co-infected
patients is crucial. These patients have faster progression to end-stage liver disease, even in
the era of effective HIV treatment [3]. Therefore, it is likely that the analyses presented here
may not be applicable to co-infected patients and that 12 weeks of treatment may have
demonstrated cost-effectiveness in all subgroups of genotype 1 co-infected patients
(treatment-naive, experienced, non-cirrhotic and cirrhotic patients).

4) We stress most emphatically to the Committee that to intimate that HCV treatment benefit in
HIV co-infected patients may be offset by HIV-related mortality (paragraph 4.23) is wrong.
There is good-quality data from the UK [4] that with effective antiretroviral therapy, life
expectancy in this group of patients approaches or equals that of the non-HIV-infected adult
population.

5) Patients with HIV do have a reliable marker of adherence, which is suppressed plasma
viraemia on HIV therapy.

6) There are a number of other issues that affect HIV-positive individuals disproportionately:

a. Onward transmission: there is a well-documented, and ongoing, epidemic of acute
HCV in HIV-positive men who have sex with men (MSM) driven by high-risk sexual
practices and recreational drugs (including injecting and intranasal use as a route of

BHIVA-BASHH Joint Response Group on Hepatitis Consultations
BHIVA Secretariat: Mediscript Ltd, 1 Mountview Court, 310 Friern Barnet Lane, London N20 OLD
T: +44 (0)20 8369 5380 | F: +44 (0)20 8446 9194 | E: bhiva@bhiva.org
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8)

transmission). The benefits of successful HCV treatment in terms of ‘treatment as
prevention’ are likely, therefore, to be greater in co-infected individuals. A recent
analysis highlights the marked reduction in years of potential infectivity with earlier vs
delayed HCV treatment in a co-infected population [3].

b. Immune activation, inflammation and comorbidities: HIV is associated with an
increased risk of age-related co-morbidities, driven in part by HIV-related immune
activation and inflammation. HCV and, in particular, HCV-related cirrhosis further
increase markers of inflammation and immune activation [5-7] in co-infected patients,
another argument to treat HCV earlier.

c. Overlapping co-morbidities: HIV is associated with earlier onset of co-morbidities
classically associated with HCV including neurocognitive impairment, lymphoma and
metabolic abnormalities. It is possible that earlier HCV treatment will yield an even
greater benefit in terms of co-morbidities in co-infected patients.

d. Transplant failure: liver transplant outcomes for co-infected patients are worse than
for those with HCV only, making deferral of HCV treatment until fibrosis is advanced
a riskier strategy for co-infected patients [8].

e. Hepatotoxicity of antiretrovirals (ART): co-infection with HCV significantly increases
the risk of ART-related hepatotoxicity, requiring more frequent monitoring, switching
and use of more expensive agents.

We strongly urge to Committee to appoint clinical experts versed in the management of co-
infected patients for future appraisals.

We are disappointed that whilst the Committee chose to ‘approve’ IFN-free treatment for
genotype 1 treatment-naive patients, those patients with genotype 4 disease will have to wait
until progression to cirrhosis before being able to access IFN-free therapy. The cost-
effectiveness analyses may support this view; however, this is a relatively small group of
patients in absolute numbers, and therefore, total treatment cost to the NHS. In addition, this
group has over-representation from HIV co-infected people and individuals from ethnic
minorities. We would urge reconsideration to approve IFN-free treatment for this subgroup of
patients.

Please contact the BHIVA Secretariat if you have any queries regarding these comments.

Yours sincerely

Dr I Dr
BHIVA Hepatitis Society Subcommittee BASHH
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Appraisal Consultation Document: Ledipasvir—sofosbuvir for
treating chronic hepatitis C [ID742]

Comments from the Liver Section Committee of the British society of Gastroenterology (Dr -
- Consultant Hepatologist, Royal Devon and Exeter Hospital)

Thank you for asking the Liver Section Committee of the British society of Gastroenterology (BSG) to
comment on the Appraisal Committee’s preliminary recommendations for Ledipasvir—sofosbuvir
combination for the treatment of Hepatitis C Virus.

The appraisal is well researched and takes into account all of the relevant evidence to date. The
summaries of the clinical and cost effectiveness are reasonable interpretations of the evidence.
Problems were highlighted with analysing the clinical effectiveness, as the clinical study designs were
open-label, non-randomised controlled evidence, with no head-to-head studies. Historical trials of
older treatments were used for comparators and there is some criticism of the selection of SVR rates
for comparators from single studies and the use of an uncontrolled naive indirect comparison to
estimate the relative effectiveness. However we would point out that SVR is a hard and objective
end point and that the baseline characteristics of the study populations were similar except for a
higher proportion of people with cirrhosis and HCV genotype 1 subtype 1a in the ledipasvir—
sofosbuvir studies, previously associated with lower SVR rates. In view of the excellent SVR results
and good side effect profile in the phase Il studies, we think that the study designs were reasonable.
Whatever the criticism of these studies, the SVR results in the ledipasvir- sofosbuvir are impressive
and are a major leap forward for curing patients of Hepatitis C.

We think that the provisional recommendations are sound and a suitable basis for guidance to the
NHS. However we hope that in the future there will be more evidence to make further
recommendations for patients with genotype 3 and 4. Indeed whilst historically genotype 1 infected
patients was a major clinical challenge in NHS practice, genotype 3 infected patients with advancing
liver disease has now become the major problem facing clinicians because of the improvement in
drugs that cure genotype 1 and not 3.

The BSG would also want to stress the major clinical advance that interferon free treatments offer
patients. The impact on patients and clinicians (in particular the hepatitis C nurse specialists) is
considerable. Current therapies containing interferon are associated with severe side effects, such as
fatigue, neuropsychological effects and flu-like symptoms. Patients require close monitoring and
much support from nurse specialists to complete treatment. Sofusbuvir-ledispavir has few side
effects, requires short duration, has excellent cure rates and is likely to have good patient adherence
for all these reasons. Curing hepatitis C will prevent death from decompensated cirrhosis and
hepatocellular cancer. However being infected with HCV also causes psychological effects and can





stigmatise patients impairing their social life and ability to work and cause anxiety about
transmitting the virus. The availability of clinically-effective treatment such as ledipasvir—sofosbuvir,
will encourage more people to seek diagnosis and treatment.

We do not believe the appraisal discriminates against any group of people on the grounds of race,
gender, disability, religion or belief, sexual orientation, age, gender reassignment, pregnancy and
maternity. The recommendations will help the vulnerable group of patients with mental illness who
cannot tolerate interferon containing treatments because of neuro psychiatric side effects of
interferon.
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23 March 2015
Dear Sir or Madam

Re: Ledipasvir-sofosbuvir for treating chronic hepatitis C [ID742] — Appraisal Consultation Document

The Royal College of Physicians (RCP) plays a leading role in the delivery of high quality patient care by
setting standards of medical practice and promoting clinical excellence. We provide physicians in the
United Kingdom and overseas with education, training and support throughout their careers. As an
independent body representing over 30,000 Fellows and Members worldwide, we advise and work with
government, the public, patients and other professions to improve health and healthcare.

The RCP is grateful for the opportunity to respond to the above ACD consultation. In doing so, we have
liaised with the British Society of Gastroenterology (BSG) and wish to fully endorse their submission. We
would also like to make the following comments on behalf of our experts in genito-urinary medicine.

There are a number of specific comments that we would urge the committee to take into consideration for
the Final Appraisal Determination:

1) Whilst we applaud the Committee’s decision to ‘allow’ treatment for HIV/HCV co-infected patients
along the recommendations made for HCV mono-infected patients, we would like to point out that
preliminary results from the ION-4 study are now available [1]. This large single-arm study in treatment-
naive and treatment-experienced genotype 1 co-infected patients suggests similarly high sustained
virological response (SVR) rates with 12 weeks of ledipasvir-sofosbuvir as those seen for mono-infected
patients.

2) Alarge meta-analysis presented at the American Association for the Study of Liver Diseases (AASLD)
Liver Meeting 2014 showed SVR was associated with large reductions in all-cause mortality,
hepatocellular carcinoma (HCC) and need for transplantation; these benefits were similar in HCV mono-
infected and HIV/HCV co-infected groups. In fact, the numerical reduction in 5-year all-cause death
associated with SVR was greater for those who were co-infected (co-infected: 1.3% with SVR vs 10.0%
without; mono-infected: 4.5% with SVR vs 10.5% without SVR) [2].

3) A separate cost-effectiveness analysis for co-infected patients is crucial. These patients have faster
progression to end-stage liver disease, even in the era of effective HIV treatment [3]. Therefore, it is
likely that the analyses presented here may not be applicable to co-infected patients and that 12 weeks
of treatment may have demonstrated cost-effectiveness in all subgroups of genotype 1 co-infected
patients (treatment-naive, experienced, non-cirrhotic and cirrhotic patients).





4) We stress most emphatically to the Committee that to intimate that HCV treatment benefit in HIV co-
infected patients may be offset by HIV-related mortality (paragraph 4.23) is incorrect. There is good-
quality data from the UK [4] that with effective antiretroviral therapy, life expectancy in this group of
patients approaches or equals that of the non-HIV-infected adult population.

5) Patients with HIV do have a reliable marker of adherence, which is suppressed plasma viraemia on HIV
therapy.

6) There are a number of other issues that affect HIV-positive individuals disproportionately:

a. Onward transmission: there is a well-documented, and on-going, epidemic of acute HCV in HIV-
positive men who have sex with men (MSM) driven by high-risk sexual practices and
recreational drugs (including injecting and intranasal use as a route of transmission). The
benefits of successful HCV treatment in terms of ‘treatment as prevention’ are likely, therefore,
to be greater in co-infected individuals. A recent analysis highlights the marked reduction in
years of potential infectivity with earlier vs delayed HCV treatment in a co-infected population
[3].

b. Immune activation, inflammation and comorbidities: HIV is associated with an increased risk of
age-related co-morbidities, driven in part by HIV-related immune activation and inflammation.
HCV and, in particular, HCV-related cirrhosis further increase markers of inflammation and
immune activation [5—7] in co-infected patients, another argument to treat HCV earlier.

c. Overlapping co-morbidities: HIV is associated with earlier onset of co-morbidities classically
associated with HCV including neurocognitive impairment, lymphoma and metabolic
abnormalities. It is possible that earlier HCV treatment will yield an even greater benefit in
terms of co-morbidities in co-infected patients.

d. Transplant failure: liver transplant outcomes for co-infected patients are worse than for those
with HCV only, making deferral of HCV treatment until fibrosis is advanced a riskier strategy for
co-infected patients [8].

e. Hepatotoxicity of antiretrovirals (ART): co-infection with HCV significantly increases the risk of
ART-related hepatotoxicity, requiring more frequent monitoring, switching and use of more
expensive agents.

7) We strongly urge NICE to appoint clinical experts versed in the management of co-infected patients for
future appraisals.

8) We are disappointed that whilst the Committee chose to ‘approve’ IFN-free treatment for genotype 1
treatment-naive patients, those patients with genotype 4 disease will have to wait until progression to
cirrhosis before being able to access IFN-free therapy. The cost-effectiveness analyses may support this
view; however, this is a relatively small group of patients in absolute numbers, and therefore, total
treatment cost to the NHS. In addition, this group has over-representation from HIV co-infected people
and individuals from ethnic minorities. We would urge reconsideration to approve IFN-free treatment
for this subgroup of patients.

Yours faithfully

Dr N
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Dear Sir

Please find enclosed NHS England’s response to the ACD consultation on the
hepatitis C drug combination Ledipasvir—sofosbuvir.

The consultation response has been prepared by the specialised services
commissioning team and incorporates comments from clinical members of the
hepatitis subgroup of the Infectious Diseases Clinical Reference Group. These
comments do not describe a consensus view from the clinical body as this has not
been reached due to the variety of issues facing the decision-making around
hepatitis C and we expect clinicians to respond to the appraisal consultation as
individuals from their own organisation. The Infectious Diseases Clinical Reference
Group, under the chairmanship of Peter Moss, will be able to provide any further
direct advice to the NICE appraisal process through NHS England as requested.

The introduction of the oral treatments for hepatitis C is a major change in the
management of this disease and NHS England is supporting the implementation of
these treatments in a stepwise fashion with our previous early access scheme for
decompensated cirrhosis, the second access scheme for all patients with cirrhosis
soon to be available, and the formation of the work programme to establish access
to oral drugs for patients with F3 liver fibrosis in conjunction with an effective
program of surveillance for other patients and a focus on the specific needs of the
complex patient groups with hepatitis C.

The potential publication of the NICE guidance as a single technology appraisal has
led to a number of concerns that are described in the consultation response. This is
a rapidly changing field of medicine with new evidence emerging and NHS England
would want to implement through modifications of its early access scheme policies.
All stakeholders who have advised NHS England have indicated the importance of
forming a multiple technology appraisal evaluating the new suite of medications, their
combinations, the previously available treatments and the potential for shorter
treatment durations. It is understood that a multiple technology appraisal would be
best achieved in approximately 18 months time when the full range of these new
medications have been licensed.

High quality care for all, now and for future generations
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In the meantime NHS England is confident that treatment strategies through
commissioning policy can be formed to substantially reduce the burden of liver
disease associated with hepatitis C.

The potential impact of not adopting the stepwise implementation approach
described above needs to be considered explicitly in terms of both suboptimal
treatment of those with hepatitis C and the impact on the ability of the NHS to meets
its wider obligations. Using the prices described within the ACD and an estimated
population of non-cirrhosis G1 & G4 subtypes of circa 34000, the potential budget
impact of the ACD (in excess of planned access schemes) is circa £1,300M. NHS
England is clear that affordability is not part of the consideration of the Technology
Appraisal process. However, as the potential financial impact is so high, there is
minimal room for uncertainties in the assumptions taken to reach a position.

Until a NICE multiple technology appraisal can be carried out, NHS England would
support with their Access Scheme Programmes a NICE ‘Recommended with
Research’ position for patients without cirrhosis. These schemes would harness
substantial ‘real world’ data on the effectiveness of treatments and their
combinations to deliver much greater value for money for the NHS than proceeding
with a NICE recommendation through a single technology appraisal at this stage.

Yours sincerely

High quality care for all, now and for future generations






NHS

England

NHS England Response to NICE ACD - Ledipasvir-sofosbuvir for treating
chronic hepatitis C [ID 742]

Please find NHS England’s response to the ACD — Ledipasvir—sofosbuvir for treating
chronic hepatitis C (including responses from the Hepatitis C CRG subgroup).

Has all of the relevant evidence been taken into account?

Yes all current evidence has been taken into account. However, NHS
England understand that new data in specific patient groups is continuing to
emerge and it would seem prudent to allow for a more extensive time period
to enable NHS England to assess the emerging evidence under an evaluative
process that can be managed centrally rather than dictated by statutory
guidance.

Additional comments from the CRG:

The relevant Phase 2 and 3 trials are included. However other studies, and in
particular those looking at ‘real world’ experience, have not been fully
considered. New data were presented at AASLD 2014 (for example the
SOLAR and SIRIUS studies) which include important information about the
additional benefit of ribavirin in selected patients. These data suggest that for
patients with advanced liver disease a total of 12 weeks of
sofosbuvir/ledipasvir/ribavirin is equivalent to 24 weeks of therapy.

An additional meta-analysis of all patients with cirrhosis treated with
sofosbuvir/ledipasvir +/- ribavirin was presented by Dr Bouliere at the AASLD
meeting in November and these data suggest that 12 weeks of sofosbuvir /
ledipasvir / ribavirin is as effective as 24 weeks in this patient population.
Taken together these data strongly suggest that 12 weeks therapy with
ribavirin is sufficient for virtually all patients. The SOLAR results are described
by NICE as being ‘commercial in confidence’, although they were actually
presented publicly in November 2014. The NHS England commissioned Early
Access Program data has been presented at confidential meetings and shows
that 12 weeks sofosbuvir based therapies in patients with advanced cirrhosis
leads to SVR4 rates of 90% in patients with G1 and 70-80% in G3. Hence we
see no indication for extended duration therapies except in very restricted
patient groups.

There are considerable gaps in the available evidence base which make it
difficult at present to fully evaluate the role of the sofosbuvir/ledipasvir
combination (+/- ribavirin), especially in G3 and G4 infection, and in patients
with advanced liver disease. Much of this information is just not available,
and will require further evaluation of the drug combinations either in clinical
trials (unlikely) or through observational studies of real life use. However for
the G4 patients some extrapolation from existing data is possible. Results






from treating with 12 weeks of sofosbuvir/ledipasvir (albeit in small numbers)
gave nearly 100% SVR in a population that included a large proportion of
cirrhotic and treatment failure patients. This, along with results with
sofosbuvir/peg-interferon/ribavirin for G4, and EC50 data from in vitro studies,
suggests that sofosbuvir/ledipasvir would be good for G4 and probably at the
reduced duration.

Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?

NHS England believes there are still a number of uncertainties relating to the
evidence coupled with NICE only considering licensed dosing regimens. In
particular, the course length needs further consideration given the emerging
evidence around 12 week courses and SVR rates. Consideration needs to be
given to the following issues:

1. Uncertainty in treatment effects and comparative effectiveness

The evidence base on these new treatment regimens is small, particularly in
more severe patients (i.e. patients with cirrhosis), in less prevalent genotypes
and in harder to reach subpopulations (e.g. people who inject drugs, co-
infection with HIV). In the appraisal of ledispavir, for example, the NICE
committee recognised the weaknesses in the evidence base given the lack of
concurrent controls, small proportion of patients with cirrhosis and the limited
evidence in patients with HCV genotype 3 and 4. Furthermore, the clinical
studies are mainly non-randomised open-label studies without concurrent
controls. These studies are at higher risk of bias and additional uncertainty
from the lack of randomised control. Evidence from these studies should
therefore be interpreted with caution.

The new treatments for chronic hepatitis C offer sustained virologic response
(SVR) rates of approximately 90% although at a high cost. Both SVR rates
and treatment cost have been shown to be key cost-effectiveness drivers.
Consequently, for the assessment of added value, the focus should be on the
comparison of the additional benefits of new treatments versus the benefits
achieved by the current ones with their additional costs. The additional value
can be affected by patient characteristics that influence SVR rates for existing
regimens even where they do not impact on SVR rates for the newer
regimens. The NICE appraisals of added value have been based on naive
indirect comparisons with existing treatment regimens. The evidence used
within these appraisals to characterise the existing treatment regimens
represents only a selected proportion of that available.

The uncertainty in the evidence base has implications for decision
uncertainty. In other words, treatments that appear cost-effective under the
current evidence may not be cost-effective as new evidence emerges.
However, recommending treatments with uncertain evidence base may
reduce the likelihood that new evidence is generated and may make it more
difficult to change the recommendation in the future once new evidence
emerges. In these situations, recommendations for only-in-research or






approval-with-research may be more appropriate than a recommendation as
an option.

2. Development of the evidence base

The small sample sizes for particular patient groups may have implications for
external validity. For example, the SVR rate for ledispavir+sofosbuvir
(LED+SOF) over 12 and 24 weeks in cirrhotic people with HCV genotype 1
was obtained from the ION-1 study. In this study, 34 patients with chronic
hepatitis C genotype 1 and cirrhosis received LED+SOF over 12 weeks, of
which 32 (94.1%) achieved SVR. Had the trial recruited an additional patient
with those characteristics, and that additional patient had not achieved SVR,
the SVR rate would have reduced to 91.4%, a drop of 2.7%. Had an
additional 5 patients been recruited who did not achieve SVR, the SVR rate
would have reduced to 82.1%. Reductions in SVR rates are likely to affect the
cost-effectiveness of the new treatments.

Ongoing studies are likely to strengthen the evidence base in the near future:
ELECTRON-2 is an ongoing study on LED+SOF for patients with HCV
genotype 1, 3 or 6 and SOLAR-1 is an ongoing study for patients with HCV
genotype 1 or 4.

The access scheme commissioned by NHS England is currently accruing
data on the effects of these new treatment regimens in populations not
covered by the clinical trials, such as patients with decompensated cirrhosis.
These data on SVR rates with 12 week regimens in a patient group with
severe disease may be valuable in assessing prioritisation of access to new
treatment regimens.

3. The static nature of the cost-effectiveness models

The cost-effectiveness models utilised in the ACD did not include reinfections
or onward transmission. Excluding reinfection is likely to overestimate the
benefits and underestimate the costs of more effective treatments since re-
infected individuals require new treatment. Excluding onward transmission
may underestimate the benefits of more effective treatments. The impact of
excluding reinfection and onward transmission is likely to be larger and
depends on the prevalence of the disease and on the probability of risky
behaviours by the patient population.

A further source of uncertainty in this is the nature of the patient population
that is currently treated versus the patient population that could be treated
with the newer, shorter, non-interferon based regimens. While reinfection
rates and onward transmission effects may be small in patients with cirrhosis,
the impact of excluding these factors may increase if treatment is expanded to
more hard to treat populations and/or to earlier stages of disease.

4. The omission of relevant treatment strategies: watchful waiting and
treatment sequences






Watchful waiting and treatment sequences have not been evaluated in the
most recent NICE STAs nor in the current ACD. Watchful waiting consists of
monitoring the patient until the disease progresses to a more severe stage
then treat. Watchful waiting may represent current practice. This strategy may
be cost-effective for patients with mild disease and low likelihood of onward
transmission. Treatment sequences include strategies where patients are
treated with a cheaper less effective regimen (e.g. Pegylated Interferon and
Ribivirin) and patients who do not achieve SVR are re-treated with a more
expensive more effective regimen. A treatment sequencing strategy may be
more cost-effective than a ‘treat all’ strategy since it is likely to achieve similar
health benefits at much lower cost.

5. The opportunity costs of high cost medications affecting large
populations

NHS England understands that the cost of a 8 week course of LED+SOF is
£25,987 and a 12 week course is £38,980. Most up-to-date figures estimate a
total chronic hepatitis C population at almost 160,000 in England
(approximately 102,000 mild, 46,000 moderate and 6,000 compensated
cirrhotic patients). Assuming that around half of patients have genotype 1 or
4, treating only the cirrhotic patients with a 12 week course of SOF+LED
represents a cost of £121 million. Overall, NHS England has a budget of circa
£98 billion for 2015/16, and approximately 10% is allocated to medicines.
Therefore, treating only the compensated cirrhotic patients with genotype 1 or
4 with LED+SOF represents 1.3% of the total NHS budget for medicines.
Extending treatment to all patients with moderate disease with genotype 1 or
4 increases the budget impact to 10.3% of the total NHS budget for
medicines. The displaced interventions are likely to offer more than 1 QALY
per £20,000 spent. Therefore, offering these new drugs to all eligible patients
is likely to result in a net loss of health.

6. The capacity constraints to offer treatment to all eligible patients

NHS England have already highlighted issues around capacity in feedback
relating to TA330: Sofosbuvir for treating chronic hepatitis C. NHS England
believe these issues still remain despite feedback from clinicians that say
otherwise.

7. Implementation of ‘recommended as option’ guidance

The STA process is designed to evaluate a technology vs its current relevant
comparators. However, as the current relevant comparators change over time
as new therapies emerge, a sequence of STAs risks excluding relevant
comparators. For example, the most recently issued technology appraisal on
SOF+LED did not include daclastavir-based regimens in their comparisons
and vice-versa despite being appraised almost concurrently. In addition, there
are older NICE STAs on pegylated interferon and ribivirin (PR), Boceprevir
(BOC) and Telaprevir (TVR) that have not been withdrawn and are still valid.
For example, patients with HCV genotype 1 have PR, BOC+PR, TVR+PR,
SMV+PR, SOF+PR and LED+SOF as NICE recommended options. Given






the difference in costs and effectiveness, it is unclear which treatment should
be prioritised for implementation.

8. Investment in increasing uptake of cheaper treatments vs investment
In expensive treatments

Another important consideration is the role of PR in the current treatment
pathway. Many patients are reluctant to take PR due to the risk of side
effects. However, most side effects are mild to moderate in severity and can
be managed without reducing the dose or discontinuing the therapy.
Therefore, a potentially relevant alternative is to invest in increasing the
uptake of cheaper PR-based regimens with a treatment sequencing approach
to treatment (see Issue 4 for a discussion), in which patients are treated first
with PR and only treatment failures are treated with more expensive
alternatives. The value of investing in an implementation activity that
increases the uptake of PR-based regimens vs investing in more expensive
treatments could be evaluated in a value of implementation framework. This
may again vary by HCV genotype as response rates to PR may be higher for
patients with genotype 3 (not relevant to this ACD) disease compared to
genotype 1.

Additional comments from the CRG:

The included evidence has been adequately summarised. However some of
the conclusions and recommendations are open to further discussion.
Sofosbuvir/ledipasvir (+/- ribavirin) is a significant step forward in HCV
treatment compared to interferon-based therapy, especially for genotype 1
and 4 patients. Along with a number of other oral anti-viral combinations it
gives the opportunity for more effective, better tolerated treatment, with a high
cure rate across most patient populations.

There remain unanswered questions about the combination. Despite a lack
of evidence from the manufacturer’s trial programme many clinicians believe
(based on real world experience) that the addition of ribavirin is beneficial,
especially in certain patient sub-groups. It is not clear whether
sofosbuvir/ledipasvir is a better treatment for G1 and G4 patients than other
potential comparator regimens such as sofosbuvir/simeprevir, or
ombitasvir/paritaprevir/dasabuvir. Certainly there may be better options for
G3, although there is a paucity of data on sofosbuvir/ledipasvir/ribavirin in G3
patients (presumably because the manufacturer is developing a G3 specific
combination for future use). Optimum length of treatment course in ‘difficult to
treat’ groups remains uncertain. There are also a number of other drug
regimens in development (and likely to be available in the fairly near future)
which may be comparable to or better than sofosbuvir/ledipasvir.

It is clear from the clinical trial evidence that for many patient groups
sofosbuvir/ledipasvir is an excellent treatment. However for others, who fell
outside the relatively restrictive clinical trial programme, it is difficult given the
currently available data to say with certainty how and in whom the
sofosbuvir/ledipasvir combination should be used.






Are the provisional recommendations sound and a suitable basis for
guidance to the NHS?

For the reasons stated above NHS England do not believe the
recommendations are in the best interest of the NHS at this time.

Additional comments from the CRG:

This regimen is likely to be the first all oral HCV treatment recommended by
NICE for the majority of G1 and G4 patients. Availability of these drugs would
therefore be welcomed as a very significant improvement on interferon based
therapy for such patients. However there may be alternative treatment
regimens of comparable efficacy for G1 and G4, and sofosbuvir/ledipasvir is
clearly not the ideal treatment for other genotypes.

There are potential risks which accompany immediate recommendation of this
regimen as proposed in the ACD for all patients with G1 infection, especially
given that many patients with hepatitis C infection have mild asymptomatic
disease (and will remain in this state for many years to come).

e The ACD defines a large population of patients who may be suitable for
treatment with sofosbuvir/ledipasvir. This includes patients with cirrhosis
and advanced fibrosis, who are in urgent need of treatment, as well as
many others who do not have significant liver disease or symptomatic
infection. Commissioning should aim to safeguard and ensure early
access to treatment for the former group of patients. Due to both
constraints of both finance and capacity this would require prioritisation of
treatment for certain groups of patients.

e The place of sofosbuvir/ledipasvir in the treatment of some HCV groups is
inadequately defined by the published literature. It would be better if the
drugs could be used in a controlled and evaluated fashion in order to
better define their role in the treatment of these patients.

e The impact of widespread prescribing of an easy to use medication whose
success is contingent upon meticulous adherence is not yet clear. Given
the inclusion of NS5A inhibitors in most emerging treatment regimes it is
probable that development of NS5A resistance (which has been reported
in association with suboptimal dosing) will significantly reduce future
treatment options and the emergence of ‘untreatable, multi-drug resistant
HCV’ is a matter of concern. Data on treatment of ‘real world’ patient
cohorts will be required to assess the risks of viral resistance and
strategies to combat them will be required as access to therapy is
increased.

Therefore although it would be very helpful to have sofosbuvir/ledipasvir (with
or without ribavirin) as a NHS-funded treatment option, general availability in
an unrestricted manner may not be the best way for NHS England to use
these drugs.






The Clinical Reference Group has supported NHS England to put in place a
second Early Access Programme to make highly effective oral treatment
available during 2015-16 (and starting in the first quarter of the year) for all
eligible diagnosed patients with cirrhosis. Planning is underway for NHS
England to consider the formation of a third Access Programme for advanced
fibrosis (F3), patients with progressive fibrosis as evidenced by changes in
Fibroscan scores (or other validated invasive or non-invasive markers) and
other patients who, in the opinion of an expert panel, require urgent therapy.

Based on the understanding that well tolerated and effective oral therapies
will be made available during 2015-16 to a significant proportion of patients
with hepatitis C (as listed above), and to all those judged to be in urgent
clinical need, the CRG would support making these therapies available
through alternative approaches to the proposed NICE recommendation for the
use of sofosbuvir/ledipasvir as set out in the ACD. In particular, given the
many unanswered questions described above, we would support the use
through NHS England policies of different oral regimens (including
sofosbuvir/ledipasvir) as part of a ‘Commissioning through Evaluation’
programme, as long as this met the stated requirement for making treatment
accessible to those patients who need it. Drug treatment for hepatitis C could
be commissioned on an evaluative basis for a fixed two year period, with
robust data collection and analysis included as an integral part of the
programme delivered by regional treatment networks. This would allow
thorough evaluation of available therapies ahead of a more long term
commissioning strategy.

Any other comments

NHS England is aware that current practice is evolving as new therapies
emerge and older therapies are discontinued. Boceprevir and telapreuvir,
which are recommended by NICE for genotype 1 infections in combination
with PR (pegylated interferon alpha and ribavirin), have been withdrawn from
the US market and their availability in the UK over the longer term is to be
determined.

Daclastavir (BMS) is under appraisal by NICE and guidance is expected in
May-June 2015. A four-drug therapy regimen for genotype 1 or genotype 4
patients, ombistavir+ paritaprevir+ritonavir with or without dasabuvir (Abbvie),
has recently been approved by the European Medicines Agency (EMA) and
will be appraised by NICE later this year with an anticiapated publication date
of September. Another interferon-free regimen, grazoprevir+elbasvir (MSD),
is likely to be submitted for regulatory approval this year.

Therefore, NICE guidance is being issued in moving ground, where new
technologies and more evidence is constantly emerging. The implication is
that a strategy to wait until all these technologies have been licensed may
avoid committing resources to technologies that may be quickly superseded.
The health impact of delaying access to more effective medicines is likely to
vary with disease severity, as patients with more severe liver damage may be
at risk of irreversible health loss.






It is for this reason coupled with the uncertainties highlighted above that NHS
England wish to propose an evaluative process to take place over the next
five years. This process will help determine which drug or combination of
drugs offers the best value to the NHS within specific hepatitis C populations.
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Janssen’s Response to the Appraisal Consultation Document

Ledipasvir/Sofosbuvir for treating chronic hepatitis C

Please find below Janssen’s comments following our review of the Appraisal Consultation
Document (ACD) for ledipasvir/sofosbuvir for treating chronic hepatitis C (CHC).

1. Do you consider that all of the relevant evidence has been taken into account?

Janssen do not agree that Gilead’s (the manufacturer) choice to only conduct a naive
indirect comparison between ledipasvir/sofosbuvir and simeprevir or telaprevir is
appropriate for the following reasons:

e SVR 12 rates were arbitrarily calculated using point estimates from comparator
studies instead of conducting a proper meta-analysis of all relevant studies taking
into account the uncertainty associated with the outcomes supporting each
comparator in each treatment history group.

e A Match Adjusted Indirect Comparison (adjusting results on patient and clinical
characteristics) should have been conducted in parallel to conducting naive indirect
treatment comparisons as presented by the Manufacturer. An MAIC would have

helped to eliminate important differences in baseline characteristics between the trials,
thus allowing comparisons on an even footing.

Whilst ledipasvir/sofosbuvir offers an important new treatment option for people with CHC,
we urge the committee to reflect in its Final Appraisal Determination on the high level of
uncertainty in the estimates of the cost effectiveness of ledipasvir/sofosbuvir compared
with simeprevir plus pegylated interferon and ribavirin and with telaprevir plus pegylated
interferon and ribavirin within their licensed populations.

2. Do you consider that the summaries of clinical and cost effectiveness are
reasonable?

Janssen would like to clarify that telaprevir plus pegylated interferon and ribavirin is not
licensed for use in genotype 4 patients and should not have been considered a comparator
in the cost-effectiveness analysis in this specific sub-group of CHC patients. This was also
stated by the ERG (Page 28, 3.42 of the Appraisal Consultation Document).

The oral combination of simeprevir/sofosbuvir has not been appraised by NICE for
treatment of genotype 1 & 4 CHC and is not established practice in the NHS. In this context,
simeprevir/sofosbuvir should not be considered as a relevant comparator to
ledipasvir/sofosbuvir, as also stated by the NICE Committee.

In this context, Janssen would like to ask that all comparative analyses between
ledipasvir/sofosbuvir and simeprevir/sofosbuvir in genotype 1 & 4 CHC and telaprevir plus
pegylated interferon and ribavirin in genotype 4 CHC be redacted from the ACD (e.g. table 4,
table 5, table 6 and table 10).





3. Are the provisional recommendations sound and a suitable basis for guidance to
the NHS?

Clarification should be given by the Committee regarding their recommendation for
treatment-experienced patients with cirrhosis for 12-week of treatment with
ledipasvir/sofosbuvir.
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Level 1A, City Tower
Piccadilly Plaza
Manchester

M1 4BT

BY EMAIL

23" March 2015

RE: ACD Consultees & Commentators: (Hepatitis C (chronic) - ledipasvir-sofosbuvir) [742]

Dear Meindert,

Thank you for giving us the opportunity to comment on the ACD for the above appraisal. We have

included our comments below.

e Section 3.4:
For clarification, Peginterferon alfa-2a was the peginterferon used in ADVANCE and
peginterferon alfa-2b was used for SPRINT-2.

e Table 10:
The row in table 10 ‘PEG-IFN2a+RBV’ should also include peginteferon alfa-2b + RBV, or
could include a general indication of peginterferon alfa. This same comment applies under
all genotypes in tables 10 and 11.

e Table 11:
In the sofosbuvir trials, peglFN alfa-2a was administered in the triple therapy however in the
sofosbuvir licence both alfa-2a or alfa-2b may be administered. Please make this clear as
this may impact cost-effectiveness. Note the same applies for simeprevir, telaprevir and
boceprevir, and for all genotypes in subsequent tables.

e General comment:
There is some inconsistent terminology in the ACD. For example in table 4 the term
pegylated interferon is used however else where the terminology peginterferon alfa or
peginterferon is used. We would suggest using peginteferon alfa throughout the document.

Roche Products Limited 6 Falcon Way Health Economics and Tel. +44(0)1707 361032
Shire Park Strategic Pricing Fax +44(0)1707 384123
Welwyn Garden City

Hertfordshire
AL71TW





We would be happy to provide further clarification if required.

Yours sincerely,

Roche Products Limited
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Pharmacology and Therapeutics, University of Liverpool

Role

NHS Professional

Job title

Location England

Conflict No

Disclosure We have published references with the reference data which
could be used to update and validate this CE model. We will be
working in parallel on a Markov model of HCV treatment, to
check the assumptions and cost-effectiveness.

Comments «Comment_ld» 770

«Comment_type» General
Problems with Gileada€™s cost-effectiveness model of
sofosbuvir/ledipasvir

There appear to be six key problems with the current cost-
effectiveness model of sofoshbuvir/ledipasvir, as included in the
recent NICE evaluation. Changes in the parameter estimates
as suggested below could significantly affect the evaluation,
and the suggested price of AE35,000 per 12 week treatment
course may no longer be justified.

Re-infection / recurrence rates are higher in 5 year analysis of
either IV drug users or HIV/HCV co-infected patients

In the CE model from Gilead, the estimated risk of either
recurrence or re-infection after SVR was estimated to be 0-1%
(page 164 of Gilead document). However this estimate was
only based on expert opinion and not on a systematic review of
the literature.

In a recent meta-analysis of 66 studies in 11,071 patients
(presented at AASLD in November 2014), the 1 year risk was
0.23% in mono-infected patients. However this risk was 2.8%
per year in IV drug users or prisoners, and 4.8% per year in
people co-infected with HIV. Including these higher risks of
recurrence would reduce the cost-effectiveness of
sofosbuvir/ledipasvir, in a lifetime model, increasing the ICER
estimate. A substantial percentage of people infected with HCV
in the UK are either co-infected with HIV or are IV drug users.

The Gilead CE model of sofosbuvir/ledipasvir should be re-run,
including more recent estimates of re-infection rates after SVR,
based on a systematic review rather than expert opinion. This
re-analysis may then question the cost-effectiveness of
sofosbuvir/ledipasvir in IV drug users or people with HIV/HCV
co-infection.

Submission date | 2015 03 05
Name ]
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Role Patient
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Hepatitis support






Location England

Conflict No
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Comments «Comment_ld» 776

«Comment_type» General

| find it incomprehensible that you propose withholding
treatment with Harvoni from treatment experienced G1 and G4,
on the basis that optimum treatment length (24weeks) is too
expensive, cure rate 97-100%. Why can it not be allowed for
the suboptimal (12 weeks )? Still a 87% cure rate. You are
effectively penalising patients for having tried to cure
themselves with previous treatments. You are prepared to grant
the same treatment for non cirrhotics and treatment naive, but
denie the most seriously ill set of patients an 87% chance of a
cure, leaving them at risk of hepatic cancer and liver failure,
because to give them a 100% chance of a cure would be too
expensive.

Your proposed guidelines seem to make no sense, those who
are unable to tolorate interferon based treatments have no
other option.

Please consider adding this patient sub group it would not cost
anymore to allow them a 12week treatment even if a 24 week
treatment would have given them a better a slightly better
chance.

Submission date

2015 03 06

Name

Organisation

Sheffield Teaching Hospitals NHS Foundation Trust
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NHS Professional

Job title Consultant Physician in Infectious Diseases
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Disclosure | have received funding to attend conferences from Gilead.
Comments «Comment_Id» 798

«Comment_type» General

The recommendation of ledipasvir-sofosbuvir for the treatment
of chronic hepatitis C genotype 1 and 4, for treatment naive
patients (both cirrhotic and non-cirrhotic) and for non-cirrhotic
treatment experienced patients is very welcome.

Please could it be clarified that NICE conclude that 8 weeks of
ledipasvir-sofosbuvir is recommended for all genotype 1
treatment-naA~ve non-cirrhotic patients, regardless of baseline
HCV viral load &€" in spite of increased relapsed rates with the
8 week versus the 12 week treatment duration in this patient
subgroup with baseline HCV RNA >6 million IU/ml. Could a 12
week treatment duration be considered to be as cost-effective
in light of reduced relapse rates for genotype 1 treatment-

naA ve non-cirrhotic patients with a baseline HCV RNA >6






million IU/mI?

The complete lack of recommendation for genotype 3 patients
raises concerns as to what options clinicians are going to have
to treat these patients, particularly patients who are intolerant of
or ineligible for interferon-based treatment, for whom there are
no other treatment options other than 24 weeks of sofosbuvir +
ribavirin, expensive and with poor efficacy, and for patients who
do not respond to pegylated-interferon + ribavirin + sofosbuvir,
for whom there are no other imminent treatment options. This is
especially worrying for patients who already have cirrhosis, or
advanced fibrosis with imminent risk of progression to cirrhosis,
who, if untreated, will have a higher risk of liver-related
complications, ultimately incurring greater cost to the NHS and
most importantly for the patients. Whilst it is appreciated that
there is at present only preliminary data on the use of 12 weeks
of ledipasvir-sofosbuvir + ribavirin for Genotype 3 infected
patients, and numbers of patients being studied are small,
results look promising. Will NICE re-consider recommending
ledipasvir-sofosbuvir + ribavirin 12 week therapy for genotype 3
infected patients when SVR12 data is available? The only
imminent alternative for these genotype 3 patients, either
intolerant of or ineligible for interferon-based treatment or who
do not respond to pegylated-interferon + ribavirin + sofosbuvir,
will be sofosbuvir + daclatasvir +/- ribavirin. It seems unlikely
that this latter regimen will be as cost-effective as 12 weeks
ledipasvir-sofosbuvir + ribavirin.

The lack of recommendation for treatment-experienced
genotype 1 and 4 cirrhotic patients is also of concern. Whilst
there will be alternative treatment options later this year for
these patients in the form of ombitasvir/paritaprevir/ritonavir +/-
dasabuvir + ribavirin, not all patients will be able to have these
drugs on account of insurmountable drug-drug-interactions,
especially for HIV-HCV coinfected patients who may not have
suitable antiretroviral switch options, or with physical health
contraindications to protease-inhibitor based HCV treatment.
Whilst it is accepted that 24 weeks ledipasvir-sofosbuvir is not
cost effective, could NICE review the growing evidence of 12
weeks ledipasvir-sofosbuvir + ribavirin to treat these patients,
including consideration of experience from Gileada€™s Early
Access Programme for decompensated cirrhotics being treated
with this regimen?

Many thanks for taking these points into consideration.

This draft guideline

Submission date
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Expert comments on the Appraisal Consultation Document (ACD)

Comments received from clinical experts and patient experts

Nominating organisation

Comment

Professor Matthew Cramp,
Consultant Hepatologist,
nominated by Gilead —

clinical expert

| think the biggest area of concern remains the treatment experienced cirrhotic patient populations which runs counter to current
clinical practice in England and elsewhere. The NHS England EAP has funded 12 weeks of treatment for patients with
decompensated cirrhosis from HCV, regardless of genotype and prior treatment experience, and the decision of whether to use
ribavirin with the sofosbuvir / ledipasvir or sofosbuvir / dalatasvir combinations was left to the MDT of the treating centres. It is
likely that NHS England may extend this programme, using 12 weeks of sofosbuvir / ledipasvir (with or without ribavirin as

determined by the treating centre MDT) to all patients with HCV cirrhosis.

In the ACD it states:

1.1 The clinical experts agreed it was very challenging to distinguish between high-risk and low-risk cirrhosis without any specific
biomarkers, and the data from the ION studies showed benefits for 12-week treatment in most people. The clinical experts agreed
with the patient expert that all people with cirrhosis would generally be considered as high risk, but that 12 weeks of ledipasvir—
sofosbuvir offers major advantages over currently available treatment options, especially in populations with historically difficult-to-
treat HCV. The Committee agreed that it was difficult to define ‘low risk of clinical progression’. It concluded that it would make

recommendations for each treatment duration separately in people with genotypes 1 and 4 HCV with cirrhosis.

The preliminary conclusions of the appraisal committee indicate that “24 weeks’ treatment not recommended for people with
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Comment

cirrhosis” for treatment experienced genotype 1 and 4 cases. This is | understand primarily out of concern about the risk of disease
progression and the uncertainty over further treatment options (in line with the Harvoni EMA license which indicated that for
patients with compensated cirrhosis 24 weeks was recommended whilst 12 weeks may be considered for patients deemed at low

risk for clinical disease progression and who have subsequent retreatment options).

My concern is that this group of patients stand to gain considerably by being offered treatment for 12 weeks and that the
alternative options have lower SVR rates and involve the use of PEG-Interferon with ribavrin and either sofosbuvir or simepreuvir.
As outlined in the ACD, interferon containing treatment regimens, whilst effective for some, do come with a long list of side effects
and tolerability problems. These patients are all treatment experienced so will be aware of the side effects and often not keen on
experiencing them again. Whilst 24 weeks of sofosbuvir / ledipasvir has improved SVR compared to 12 weeks, this comes at a
very significant incremental cost, and the benefits of 12 weeks treatment are substantial as indicated in the underlined text from
the ACD above.

| think the recommendation of how to treat treatment experienced geno 1 and 4 cirrhotic populations needs careful review and

discussion next week, with particular regard as to whether 12 weeks can be considered.

| think the HCV treatment centres are well placed to make sound clinical judgements to identify those cases considered to be at
low risk of clinical disease progression through their MDT processes (which will also provide a record of how those decisions were
reached). It is this group of cirrhotic treatment experienced patients who will require treatment soon to minimise the risk of them

progressing to a more advanced stage of cirrhosis where they would be deemed at high risk of clinical complications developing.

Mr Charles Gore, Chief
Executive of the Hepatitis

C Trust, nominated by the

We would like to make comments that go to all of the above questions. The Committee has made recommendations for both 12
and 24 weeks’ treatment as per the final sentence of ACD paragraph 4.7, with one exception — people with G1 and G4 and

cirrhosis who have tried treatment where only 24 weeks is considered. Not surprisingly, this is not cost-effective. The decision not
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Hepatitis C Trust — patient

expert

to make a recommendation is obviously the result of the considerations outlined in 4.7 about the marketing authorisation which
says that for this population “12 weeks may be considered for patients deemed at low risk for clinical disease progression and who
have subsequent retreatment options”. During the committee meeting there was discussion of who if anyone could be considered
at low risk of progression and it was generally felt that no person with cirrhosis is at low risk. However, this really makes the
wording of the marketing authorisation meaningless. It must therefore be interpreted as meaning at lower risk. There was also
discussion about how risk could be differentiated and this was felt to be difficult. The EMA felt that it was acceptable to leave the

differentiation to clinicians and we support this idea.

We would like to argue that it would be perverse not to consider 12 weeks just because of the difficulty of defining lower risk, for
the very simple reason that Sofosbuvir-Ledipasvir is highly effective and cost-effective for all people with cirrhosis. In a post-hoc
analysis of the major trials presented by Bourliere et al. at AASLD in 2014, 64 out of 71 (90%) treatment experienced patients with
cirrhosis who received Sof+Led for 12 weeks achieved SVR. Furthermore, people with cirrhosis who have unsuccessfully tried
treatment already are probably the most in need and interferon-based treatment, which is all they would be left with, has a

significant risk of causing decompensation.

We would also like to argue that although the EMA may not actually be ‘recommending’ 12 week use (pace ACD 4.21), it is
‘authorising’ its use in the circumstances spelt out and therefore NICE may consider it. Given the high unmet need in this

population, we ask NICE to consider it.

Finally, we would like to reiterate four general points:

1. Apart from the fact it is at odds with the NHS’s sensible desire to concentrate more on prevention of disease, we feel there is a
real ethical issue in saying to a patient: “You can’t have treatment. Come back when you're sicker’. This applies particularly but not
exclusively to people with F3 disease. There is no real question that they are going to progress to F4 and, depending on the

frequency of their monitoring, they may have cirrhosis for some time before they receive treatment and are therefore at risk of liver
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cancer during that time.

2. Interferon has acted as a major deterrent to treatment. Even though this fear of interferon may not be well supported by the
evidence, nonetheless for these people their choice is between interferon-free regimens and no treatment. We know of people

who have developed cirrhosis waiting for interferon-free regimens.

3. People who refuse interferon do so because of its unpleasant side-effects during treatment but also because of the perceived
long-term effects that persist beyond treatment cessation. There is an almost total lack of research into this but that in no way
implies this is not a real phenomenon. Aside from our methodologically limited study of 500 patients, we have documented
evidence. What we do not have is any population-based assessment of quality of life or economic impact. We strongly suggest,

however, that, were these available, the ICERSs of interferon-free therapies would be significantly lower.

4. There is a possible equity issue. For a variety of reasons, including length of treatment, on-treatment monitoring and side-effect
profile, it may be that 12 weeks of treatment with an interferon-free regimen would permit treatment for certain groups such as
prisoners, who would not have access to 24-48 weeks of a regimen containing interferon (for example because of movement

between prison or between prison and the community).
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Description of additional analyses undertaken by the ERG
Gilead’s response to the NICE appraisal consultation document included new cost-effectiveness

analyses results. Additional analyses were undertaken by the ERG to verify the company’s results.

The details of the analyses undertaken are as below:

o 12 weeks LDV/SOF for GT1 and GT4 treatment experienced patients with cirrhosis
e GT3 patients who are intolerant to or ineligible for interferon
o 12 weeks LDV/SOF+RBV for treatment naive GT3 IFN intolerant or ineligible
patients without cirrhosis
o 24 weeks LDV/SOF+RBV for treatment naive GT3 IFN intolerant or ineligible
patients with compensated cirrhosis
o 24 weeks LDV/SOF+RBYV for treatment experienced GT3 IFN intolerant or ineligible
patients without cirrhosis
o 24 weeks LDV/SOF+RBYV for treatment experienced GT3 IFN intolerant or ineligible
patients with compensated cirrhosis

The analysis was run for the following scenarios
o ERG base case
° Additional analysis: Alternative transition probabilities based on the sofosbuvir STA

model

It should be noted that these analyses use the ERG-preferred base case analysis as a starting point. As
noted in the ERG report, all analyses were undertaken using point estimates of parameters due to the
excessive computation time and complexity associated with running the probabilistic version of the
model. As before, total costs and QALYs for LDV/SOF and each comparator are reported to two

decimal places, which may produce some rounding error in the calculation of ICERs.

SVR rates
The SVR rates used for LDV/SOF and LDV/SOF+RBYV are presented in Table 1.

Table 1: SVR rates used in the new analyses

Treatment SVR Source Details
(%)
HCV genotype 1/4, treatment-experienced cirrhotic patients
LDV/SOF 12 weeks 86.4% ION-2 The company states that in the 12
week LDV/SOF arm, 86% (19/22) of
cirrhotic patients achieved SVR12

HCV genotype 3 IEN intolerant or ineligible patients






TN without | LDV/SOF+RBV 100.0% | ELECTRON-2 | All 19 TN GT3 patients without

cirrhosis 12 weeks (Phase-II cirrhosis achieved SVR12 with 12
study) weeks LDV/SOF+RBV

TN  with | LDV/SOF+RBV 100.0% | ELECTRON-2 | All 5 TN GT3 patients with cirrhosis

ccC 24 weeks (Phase-II achieved SVR12 with 12 weeks
study) LDV/SOF+RBV

TE without | LDV/SOF+RBV 89.3% | ELECTRON-2 | SVR12 of 89% (25/28) observed in

cirrhosis 24 weeks (Phase-II TE non-cirrhotic patients with 12
study) weeks LDV/SOF+RBV

TE  with | LDV/SOF+RBV 72.7%* | ELECTRON-2 | SVR12 of 73% (16/22) observed in

CcC 24 weeks (Phase-II TE cirrhotic patients with 12 weeks
study) LDV/SOF+RBV

SVR — sustained virologic response, TN - treatment-naive, TE — treatment-experienced, CC —compensated cirrhosis

Results

The cost-effectiveness analyses results estimated from the company’s model are presented in Table 2.
It should be noted that the SVR rates for LDV/SOF and LDV/SOF+RBYV are from Table 1, whilst the

SVR rates for the comparators are the same as those considered in the company’s base case analysis.

Table 2: Central estimates of cost-effectiveness results estimated by ERG

(i) Genotype 1/4 treatment-experienced cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF 12 weeks 9.19 £62,363.64 4,00 | £21,712.84 £5,434
SOF+PEG-IFN2a+RBV 8.59 £63,193.43 - - | dominated
SMV+PEG-IFN2a+RBV 8.31 £62,045.65 - - ext dom
TVR+PEG-IFN2a+RBV* 7.46 £63,324.53 - - | dominated
BOC+PEG-IFN2b+RBV* 6.95 £68,413.45 - - | dominated
PEG-IFN2a+RBV 5.74 £47,441.22 - - ext dom
No treatment 5.19 £40,650.80 - - -
(ii) Genotype 3 treatment-naive IFN intolerant or ineligible patients without cirrhosis

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 17.24 £42,997.49 2.67 | £28,069.48 £10,513
No treatment 14.57 £14,928.01 - - -
(iii) Genotype 3 treatment-naive cirrhotic IFN intolerant or ineligible patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 10.23 | £102,644.92 0.36 | £6,697.89 £18,605
SOF+RBV 9.87 £95,947.03 4.62 | £54,694.01 £11,839
No treatment 5.25 £41,253.02 - - -
(iv) Genotype 3 treatment-experienced IFN-ineligible non-cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 15.97 £84,108.64 2.09 | £70,172.93 £33,576
No treatment 13.88 £13,935.71 - - -
(v) Genotype 3 treatment-experienced IFN-ineligible cirrhotic patients

Option QALYSs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 8.55 | £106,734.85 3.36 | £66,084.05 £19,668
SOF+RBV 8.01 | £101,108.73 - - ext dom
No treatment 5.19 £40,650.80 - - -

*not applicable for genotype 4 patients
Inc. — incremental; ICER — incremental cost-effectiveness ratio; ext dom — extended dominance; IFN — interferon






ERG critique
The ERG urges caution in interpreting cost-effectiveness analyses results presented in Table 2, the

reasons are outlined below.

Genotype 1/4 treatment-experienced cirrhotic patients

The results for genotype 1/4 treatment-experienced cirrhotic patients are estimated assuming all the
patients receive 12 weeks of LDV/SOF. While the EMA suggests that “12 weeks may be considered
for patients deemed at low risk for clinical disease progression and who have subsequent retreatment
options”, clinical advice received by the ERG suggests that there is no clear definition that can be
used to identify this subgroup of patients. It should be noted that the EMA recommended duration for
patients with compensated cirrhosis is 24 weeks LDV/SOF, which results in an ICER of
£32,458/QALY for LDV/SOF compared with SOF+PEG-IFN2a+RBV.

Genotype 3 treatment-naive IFN intolerant or ineligible patients

The ERG is unclear regarding the plausibility of the “treatment-naive IFN intolerant or ineligible”
patient subgroup. Given the definition of the patient group as treatment-naive (i.e. no prior treatment),
the ERG is concerned about the accurate identification of patients who would be ‘intolerant’ or
‘ineligible’ for IFN treatment. Furthermore, the SVR results of LDV/SOF+RBV for the treatment
naive GT3 patients are based on Phase-Il trial with low patient nhumbers (19 non-cirrhotic and 5
cirrhotic patients).

Genotype 3 treatment-experienced IFN intolerant or ineligible patients with cirrhosis

The ERG is concerned that the company has not included ‘no treatment’ option in their analysis; this
makes LDV/SOF+RBV appear more cost-effective. If a ‘no treatment option” was included in the
analysis, the ICER of LDV/SOF+RBV is £19,668/QALY. However, the SVR results of
LDV/SOF+RBYV for the treatment naive GT3 patients are based on Phase-Il trial with low patient
numbers. Furthermore, it should be noted that the company has updated the SVR rate for this patient
group since their original submission — the new SVR12 rate is 72.7% (16/22) compared to SVR4 rate
of 77.3% (17/22) used in their original submission. Given the small numbers of patients in this Phase
Il trial and the use of deterministic results (i.e. no inclusion of uncertainty), the ERG urges caution in

interpreting these cost-effectiveness results.





Table 3 presents the central estimates of cost-effectiveness results of the additional analysis; which

uses the ERG-preferred base case analysis in combination with transition probabilities taken from the

previous sofosbuvir STA model.

Table 3: Central estimates of cost-effectiveness (additional analysis 1, use of alternative

transition probabilities based on the sofosbuvir STA model) estimated by ERG

(i) Genotype 1/4 treatment-experienced cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF 12 weeks 9.51 £64,496.01 2.13 | £13,698.98 £6,432
SOF+PEG-IFN2a+RBV 9.19 £66,473.04 - - | dominated
SMV+PEG-IFN2a+RBV 9.03 £65,803.66 - - | dominated
TVR+PEG-IFN2a+RBV* 8.59 £68,854.52 - - | dominated
BOC+PEG-IFN2b+RBV* 8.33 £74,964.16 - - | dominated
PEG-IFN2a+RBV 7.68 £56,386.16 - - ext dom
No treatment 7.38 £50,797.03 - - -
(ii) Genotype 3 treatment-naive IFN intolerant or ineligible patients without cirrhosis

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 17.24 £42,997.49 2.27 | £26,567.89 £11,704
No treatment 14.97 £16,429.60 - - -
(iii) Genotype 3 treatment-naive cirrhotic IFN intolerant or ineligible patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 10.26 | £103,591.07 0.18 | £5,933.84 £32,966
SOF+RBV 10.08 £97,657.23 2.52 | £45,207.09 £17,939
No treatment 7.56 £52,450.14 - - -
(iv) Genotype 3 treatment-experienced IFN-ineligible non-cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 16.01 £84,234.47 1.78 | £69,124.36 £38,834
No treatment 14.23 £15,110.11 - - -
(v) Genotype 3 treatment-experienced IFN-ineligible cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF+RBV 24 weeks 9.17 | £110,132.57 1.79 | £59,335.54 £33,148
SOF+RBV 8.89 | £105,607.67 - - ext dom
No treatment 7.38 £50,797.03 - - -

*not applicable for genotype 4 patients
Inc. — incremental; ICER — incremental cost-effectiveness ratio; ext dom — extended dominance; IFN — interferon
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European Medicines Agency response to NICE’s clarification questions on the marketing authorisation for ledipasvir-

sofosbuvir

Comment

EMA Scientific
Officer - Office of
Anti-infectives and
Vaccines, on
behalf of European
Medicines Agency
(EMA)

Email 1: 20 March 2015

NICE’s Question: For people with treatment-naive genotype 4 HCV without cirrhosis, is 8 weeks’ treatment with ledipasvir-sofosbuvir
covered by the marketing authorisation, or is this regimen only recommended for people with treatment-naive HCV genotype 1 without

cirrhosis? We have noted that in table 1 of the summary of product characteristics it only makes explicit reference to HCV genotype 1.

EMA response: The 8 weeks treatment is only applicable for Genotype 1 as there were some uncertainties of the relative efficacy of 8
weeks treatment duration for GT4. Clinical rationale: In vitro data are indicative that SOF/LDV for 12 weeks should be an effective regimen
against genotype 4. By extrapolation, the regimens studied in different clinical situations for genotype 1 are considered of relevance also
for genotype 4. However, EC50 values for GT4 are higher than for GT1. Despite the fact that patients with genotype 4 infection tend to
have lower plasma HCV-RNA than patients with genotype 1 infection, there is some uncertainty to relative efficacy of 8 versus 12 weeks of
therapy in genotype 4. For this reason, it is prudently omitted in the posology section.

NICE’s Question: For people with treatment-experienced genotype 1 or 4 HCV with cirrhosis, is 12 weeks’ treatment with ledipasvir-
sofosbuvir covered by the marketing authorisation? We note that in table 1 of the summary of product characteristics it explicitly states that
“12 weeks may be considered for patients deemed at low risk for clinical disease progression and who have subsequent retreatment
options (see section 4.4).”. Therefore, NICE and its independent academic review group interpreted this recommendation from the EMA

not to recommend 12 weeks’ treatment with ledipasivr-sofosbuvir for people with treatment-experienced genotype 1 or 4 HCV with

European Medicines Agency response to NICE’s clarification questions on the marketing authorisation — ledipasvir—sofosbuvir for treating chronic hepatitis C

Page 1 of 3






Confidential until publication

Comment

cirrhosis. Please can the EMA confirm whether our interpretation is correct?

EMA response: The Agency confirms that the interpretation is correct. The recommendation in patients with genotype 1 or 4 HCV with
compensated cirrhosis is for treatment duration of 24 weeks. 12 weeks duration is only applicable in patients at low risk for clinical disease

progression and who have subsequent retreatment options.

NICE’s Question: For people with treatment-naive genotype 3 HCV without cirrhosis, is 12 weeks’ treatment with ledipasvir-sofosbuvir plus

ribavirin covered by the marketing authorisation?

EMA response: As the relative efficacy of a 12 week regimen consisting of ledipasvir/sofosbuvir + ribavirin, compared to a 24 week
regimen of sofosbuvir + ribavirin has not been investigated a conservative 24 weeks of therapy is advised in all patients with GT3 infection.
In vitro and clinical evidence indicates that LDV adds antiviral activity against genotype 3; however no extrapolations from genotype 1 can
be made, due to the considerably higher EC50 value in genotype 3 and the limited clinical data. In summary, the absolute efficacy of

SOF/LDV+RBYV for 12 weeks in a broad population is unknown.

Email 2: 27 March 2015

NICE’s Question. We have received formal documentation from the company (Gilead Sciences) that states they consider the EMA’s
recommendations in table 1 of the ledipasvir-sofosbuvir's SmPC to cover 12 weeks of treatment in some patients with treatment-
experienced cirrhotic genotype 1 or 4 HCV (because they feel some patients with treatment-experienced cirrhotic genotype 1 or 4 HCV to
be at ‘low risk for clinical disease progression and have subsequent retreatment options’). However, NICE interpreted the EMA’s posology
recommendations not to recommend 12 weeks of treatment in all patients with treatment-experienced cirrhotic genotype 1 or 4 HCV
(because treatment experienced patients are not likely to have subsequent retreatment options). Please can you re-confirm (as in our

below dialogue) or provide further clarity, on whether 12 weeks of treatment is not recommended for all patients with treatment-
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experienced cirrhotic genotype 1 or 4 HCV?

EMA response: The recommendation in patients with genotype 1 or 4 HCV with compensated cirrhosis is for treatment duration of 24
weeks. 12 weeks treatment duration is recommended only in patients at low risk for clinical disease progression and who have subsequent
retreatment options.

NICE’s Question. In your previous response (n.b. email 1), it stated that “conservative 24 weeks of therapy is advised in all patients with
GT3 infection”. However, this is not consistent with the recommendations in table 1 of the SmPC that recommends 24 weeks treatment
only for “patients with cirrhosis and/or prior treatment failure”. Table 1 of the SmPC does not make recommendations on the duration of
treatment for patients with treatment-naive non-cirrhotic genotype 3 HCV. The company (Gilead Sciences) have communicated to NICE
that they consider the marketing authorisation (as recommended by EMA) to recommend 12 weeks’ treatment for patients with treatment-

naive non-cirrhotic genotype 3 HCV. Please can you confirm:
a) whether the EMA has recommended that ledipasvir-sofosbuvir can be used in patients with treatment-naive non-cirrhotic genotype 3

HCV?

b) the recommended duration of treatment for these patients?

EMA response: We do acknowledge that the posology Table 1 makes only reference to patients with GT3 chronic HCV infection and/or
previously treated. Non-cirrhotic and naive patients were omitted in Table 1 as the data provided during the evaluation consisted in low
number of patients and there was a lack of direct comparison SOF + RBV given for 24 weeks to allow for recommendations in this patient

population. In case this patient population needs to be treated with SOF/LDV, a conservative 24 weeks of therapy is advised.
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Gilead response to NICE questions 8™ April 2015

NICE Question 1.

The clinical guideline that was published in March/April 2015 referred to by Gilead Sciences
during the Appraisal Committee meeting. Would it be possible to send this clinical guideline
to NICE, as well as, the associated links to where the publication is shared and referenced
online? The Committee heard from Gilead Sciences and the clinical experts that this
guideline made a number of recommendations relating to the use/duration of ledipasvir-
sofosbuvir treatment for specific populations.

Gilead Response

The enclosed draft set of clinical recommendations was discussed at a Consensus Meeting
on Therapy for Chronic Hepatitis C held in London on 3™ March, also attended by two
members of NICE (Elizabeth George and Richard Diaz). This meeting was attended by
physicians representing the major treatment centres and professional bodies (BASL, Liver
Network, BVHG etc).The draft document is out for consultation and is published on the
BASL (British Association for the Study of Liver Diseases) website:

http://www.basl.org.uk/news/136/Consensus-Meeting-Report-Therapy-for-Chronic-Hepatitis-
C---03-March-2015/index.cfm

The discussion around treated duration for ledipasvir/sofosbuvir (LDV/SOF) focused solely
on the 8 and 12 week duration, as is evident from the recommendations. Based on
experience with the NHS England expanded access programme as well as additional data
presented at AASLD, the addition of RBV to the 12 week regimen was also discussed as an
option for certain patients on the understanding that this would be based on discussion at
the Multidisciplinary Team (MDT) meeting to determine the appropriate treatment regimen.



http://www.basl.org.uk/news/136/Consensus-Meeting-Report-Therapy-for-Chronic-Hepatitis-C---03-March-2015/index.cfm

http://www.basl.org.uk/news/136/Consensus-Meeting-Report-Therapy-for-Chronic-Hepatitis-C---03-March-2015/index.cfm



NICE Question 2.

For people with treatment-experienced genotype 1 or 4 HCV with cirrhosis, please can
Gilead Sciences confirm how this population can be identified and operationalised in clinical
practice (in line with the marketing authorisation)?

Gilead Response

NHS England have stated that individual treatment decisions for patients with HCV will be
decided in England through the MDT process. The delay of the implementation for the
Sovaldi NICE TAG was put in place to allow NHS England adequate opportunity to
commission clinical networks with MDTs to ensure specialist expertise was available to
make these decisions. We believe that via the MDT process clinical judgement will
determine if LDV/SOF for 12 weeks is an appropriate treatment option for a treatment
experienced patient with cirrhosis.

To aid clinical decision making for LDV/SOF, Gilead Sciences sought advice from clinical
experts in the UK, Germany, France, Spain and Italy as to how best to further define those
patients that should be considered to be “at low risk of clinical disease progression” and
having “subsequent retreatment options” in line with the LDV/SOF marketing authorisation.
The consensus opinion of these European clinical experts is that treatment experienced
patients with cirrhosis should be considered for 12 weeks therapy with LDV/SOF if they meet
the following criteria:

e Child-Pugh A

e Platelets 275,000/mm?

o No features of portal hypertension (e.g. absence of oesophageal varices)
¢ No previous history of a HCV-associated decompensation episode

¢ Not previously treated with an NS5A inhibitor

To provide background to these criteria, the following information is provided:

a) Low risk of clinical disease progression
Child—Pugh A is a commonly used method of identifying cirrhotic patients at lower risk of
imminent disease progression, as described by Dr. Charles Millson, one of the clinical
experts at the second LDV/SOF appraisal meeting. In addition, the consensus amongst
European HCV clinical experts is that GT1 or GT4 patients meeting all the following criteria
are at low risk of clinical disease progression and would be appropriate for the 12 week
duration:
Child-Pugh A
Platelets 275,000/mm?®
No features of portal hypertension (e.g. absence of oesophageal varices)
No previous history of a HCV-associated decompensation episode

All of these criteria are routinely assessed as part of normal clinical practice for patients with
cirrhosis and platelet count in particular is often seen as a clinical marker of ‘how cirrhotic’ a
patient can be considered to be. Therefore these metrics provide hard, clinically appropriate
decision measures that can be easily operationalised.





b) Subsequent retreatment options
The European clinical experts indicated that the subset of treatment experienced cirrhotic
patients that should not be considered for 12 weeks LDV/SOF are those that have previously
been treated with an NS5A inhibitor. This would include those previously treated with LDV,
daclatasvir (DCV) or ombitasvir (OBV).

There are four classes of direct acting anti-viral (DAA) drugs in development and in use in
the treatment of Hep C: NS3A, NS5A, non-nucleotide NS5B and nucleotide NS5B inhibitors.
It has been established that NS5A inhibitors (LDV, DCV, OBV), NS3A inhibitors (bocepreuvir,
BOC,; telaprevir, TVR; simeprevir, SMV; paritaprevir, PTV), and non-nucleotide NS5B
inhibitors (dasabuvir, DBV) can select resistant variants that remain present for some period
after the completion of therapy if the patient does not achieve SVR. By contrast nucleotide
NS5B inhibitors have a high genetic barrier to resistance — at present SOF is the only
licensed drug in this class. Resistance to SOF has been very rarely observed even in
patients not achieving SVR and patients have been quickly and successfully retreated with a
SOF based regimen.

Data were presented in 2014 at the EASL (April 2014, London, U.K.) and AASLD (November
2014, Boston, U.S.A)) conferences providing evidence for the re-treatment of patients
previously exposed to SOF or a Pl with SOF-based regimens such as SOF+SMV. These
data are available should NICE wish to review them. Table 1 demonstrates the subsequent
retreatment options for treatment experienced patients who do not achieve an SVR with
LDV/SOF, based upon their previous treatment regimen.

Table 1: lllustration of subsequent retreatment options following treatment with
LDV/SOF in a treatment experienced population

Previous Treatment LDV/SOF treatment Subsequent retreatment
Regimen duration Options
Pegylated-interferon + LDV/SOF 12 weeks SOF + SMV
ribavirin (PR) SOF + PR
SMV + PR
P1 (BOC, TVR or SMV) LDV/SOF 12 weeks SOF + PR
+ PR SOF + SMV
SOF + PR LDV/SOF 12 weeks SOF + SMV
SMV + PR
NS5A (DCV or LDV) LDV/SOF 24 weeks SOF + SMV
+ SOF SOF + PR
Abbvie 3D (PTV/OBV/DBV) | LDV/SOF 24 weeks SOF + SMV
+ RBV SOF + PR






NICE Question 3.

a) Please confirm the marketing position of Gilead Sciences relating to 12 weeks’ treatment
in people with treatment-experienced genotype 1 or 4 HCV with cirrhosis?

b) Are Gilead Sciences intending to promote the use of the 12 week regimen in all people
with treatment-experienced genotype 1 or 4 HCV with cirrhosis?

c) The NICE technical team note that the clinical-effectiveness and cost-effectiveness
evidence submitted by the company for this regimen includes all people with treatment-
experienced genotype 1 or 4 HCV with cirrhosis — data in a population corresponding to
marketing authorisation has not been provided (that is, those deemed ‘at low risk for
clinical disease progression and for whom have subsequent retreatment options’).

3 a+b) Gilead has a legal obligation to promote in line with the marketing authorisation. The
marketing authorisation written by the EMA has been deliberately non-specific to leave
duration of treatment choice for patients with cirrhosis down to the prescribing clinician.
However, in order to support consistent decision making and effective implementation of
NICE guidance, Gilead will communicate the feedback from clinical experts on the criteria to
help clinicians interpret the label as described above.

In addition Gilead will focus activities on supporting clinicians to prescribe those regimens
made available for those patients where NICE or NHS England have made a
recommendation.

3 ¢) Gilead has conducted analyses comparing SVR12 rates observed with the 12 and 24
week duration of LDV/SOF stratified by low risk of clinical disease progression. These data
show that in treatment experienced patients with cirrhosis and platelets 75,000 mm?, a 12
week duration results in similar efficacy to 24 weeks duration. This data is available on
request. Patients with prior history of HCV-related decompensation episodes, or who were
previously treated with an NS5A inhibitor, were excluded from the LDV/SOF ION Phase Il
trials; information on patients with features of portal hypertension (in the absence of a
historic or current decompensation event) in the trials was not collected.

The ICERSs for 12 weeks LDV/SOF in treatment experienced patients with cirrhosis that were
considered by the Appraisal Committee at the 2" meeting were £5,435 and £6,432, based
on Cardoso et al. and Fattovich et al. respectively. This is a conservative analysis for the
subgroup of these patients who are at low risk of clinical disease progression and have
subsequent retreatment options. The reason for this is that the SVR rate for the overall
treatment experienced cirrhotic population is lower compared to the SVR for the population
meeting the criteria defined above. Furthermore, these ICERs used transitions based on
both Cardoso et al. and Fattovich et al., which assess the impact of a slower transition from
compensated cirrhosis to decompensated cirrhosis (i.e. for patients defined at lower risk of
clinical disease progression). Given the similarity in the resulting ICERs for the treatment
experienced population with cirrhosis, the cost-effectiveness is not sensitive to changes in
the assumptions on the risk of clinical disease progression.

A cost-effectiveness analysis has been undertaken using the SVR12 rates stratified by low
risk of clinical disease progression. This is available on request.






Gilead response to NICE questions 8" April 2015 - supplementary data and
analyses

3 c) The data in Table 1 below is provided to support 12 weeks duration in line with the
feedback from the European clinical experts regarding the stratification of risk of clinical
disease progression. These data show that in treatment experienced patients with cirrhosis
and platelets 275,000 mm? a 12 week duration results in similar efficacy to 24 week duration.

Table 1: SVR12 rates observed in treatment experienced patients with cirrhosis stratified by
latelet count

12 weeks LDV/SOF+RBV 24 weeks LDV/SOF+RBV

Platelets <75,000 mm?®

79% (19/24) 100% (4/4)

Platelets 275,000 mm° 96% (197/206) 98% (116/118)

A cost-effectiveness analysis was run based on the SVR12 data for patients with platelets
275,000 mm?® (96%; 197/206), to provide the ICER for patients a low risk clinical disease
progression and with subsequent retreatment options. The ICERs are presented using
transitions based on both Cardoso et al and Fattovich et al, which assess the impact of a
slower transition from compensated cirrhosis to decompensated cirrhosis (i.e. for patients
defined at lower risk of clinical disease progression). Given the similarity in the resulting
ICERSs for the treatment experienced population with cirrhosis, this cost-effectiveness is not
sensitive to changes in the assumptions on risk of clinical disease progression.

Table 1: Cost-effectiveness results for 12 weeks LDV/SOF in GT1 or GT4 treatment
experienced patients with compensated cirrhosis who are at low risk of clinical disease
progression and have subsequent retreatment options

Technologies | Cardoso Technologies | Fattovich

QALYs Costs ICER QALYs Costs ICER
LDV/SOF 9.61 £60,378 | £4,460 LDV/SOF 9.74 £61,650 | £4,602
SOF+SMV 9.49 £79,754 | Dominated | SOF+SMV 9.67 £81,284 | Dominated
SOF+PR 8.59 £63,193 Dominated | SOF+PR 9.19 £66,473 Dominated
SMV+PR 8.31 £62,046 | Dominated | SMV+PR 9.03 £65,804 | Dominated
TVR+PR 7.46 £63,325 | Dominated | TVR+PR 8.59 £68,855 | Dominated
BOC+PR 6.95 £68,413 | Dominated | BOC+PR 8.33 £74,964 | Dominated
PR 5.74 £47,441 ED PR 7.68 £56,386 ED
No treatment | 5.19 £40,651 - No treatment 7.38 £50,797







Consensus Meeting on Therapy for Chronic Hepatitis C
London March 3 2015

Background
The treatment options for patients with chronic hepatitis C are expanding rapidly. To guide

clinicians and commissioners the national societies (BASL, BIA, BSG, BVHG) representing
clinicians with an interest in this area convened a meeting to provide evidence based
treatment and management recommendations.

Methods

A nominated individual outlined the background data (both published and outcome data from
the English early access program) and presented proposals for therapy. These were discussed
by the 80 attendees and a consensus was reached. This document outlines the consensus
recommendations.

Treatment recommendations:

Genotype 1 - Patients with no evidence of cirrhosis/severe fibrosis

For patients who are treatment naive preferred treatment is with all oral direct acting antiviral
regimens. The following options are all acceptable on efficacy and safety criteria:-

Sofosbuvir/Ledipasvir+/- ribavirin* 8 weeks

Ombitasvir/Paritaprevir (r)/Dasabuvir +/- ribavirin* 12 weeks
Sofosbuvir/Simeprevir 12 weeks
Sofosbuvir/Daclatasvir 12 weeks

If oral DAA regimens are not funded for this patient group by the NHS, patients have the
option of waiting for oral therapy, self-funding or starting treatment with an interferon-based
regimen.

Interferon based regimes include:-

Sofosbuvir/PEG-interferon/Ribavirin 12 weeks
Simeprevir/PEG-interferon/Ribavirin
G1b or Gla without Q80K variant 12 weeks plus 12 or 36 weeks PEG/RBV

For patients with Gla who are Q80K variant negative simeprevir based regimes are not
recommended.

Genotype 1 Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Preferred treatment is with all oral direct acting antiviral regimens. The following options are
all acceptable on efficacy and safety criteria:

Ombitasvir/Paritaprevir (r)/Dasabuvir +/- ribavirin* 12 weeks (Child Pugh A only)
Sofosbuvir/Ledipasvir+/- ribavirin* 12 weeks
Sofosbuvir/Simeprevir +/- ribavirin 12 weeks

Sofosbuvir/Daclatasvir +/- ribavirin 12 weeks





For all other patients who have failed to achieve SVR with PEG-interferon/Ribavirin
treatment is as above (i.e. as per G1 compensated cirrhosis). However for patients with
genotype 1a virus, and previous null response to PEG-interferon/Ribavirin, treatment should
be 24 weeks of Ombitasvir/Paritaprevir (r)/Dasabuvir/Ribavirin.

For patients who have failed to achieve an SVR with PEG-interferon/Ribavirin and a protease
inhibitor treatment should avoid a protease containing regime and preferred treatment options
are sofosbuvir plus ledipasvir OR sofosbuvir plus daclatasvir.

Genotype 1 - Patients with decompensated cirrhosis

Treatment is recommended with oral Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12
weeks

*Strong consideration should be given to adding ribavirin, though individual patient
decisions are to be made by MDT

Genotype 2 - Patients with no evidence of cirrhosis/severe fibrosis

Treatment naive

PEG-interferon/Ribavirin 24 /52 (12/52 in low viral load/Rapid viral response)

Treatment experienced (previous PEG-interferon/Ribavirin), or IFN intolerant
Sofosbuvir/ribavirin or those with extrahepatic manifestations 12/52

Genotype 2 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Treatment naive: Sofosbuvir/Ribavirin 12/52
Treatment experienced: Sofosbuvir/Ribavirin 12/52 (cirrhotics 16/52)

Genotype 2 - Patients with decompensated cirrhosis

Treatment is recommended with either
Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks

Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks

Genotype 3 - Patients with no evidence of cirrhosis/severe fibrosis
For patients who are treatment naive preferred therapy is:-
PEG-interferon/Ribavirin for 16-24 weeks

For those intolerant of interferon — Sofosbuvir plus daclatasvir +/- ribavirin for 12 weeks is
recommended

For patients who are treatment experience preferred therapy is:-

PEG-interferon/Ribavirin /Sofosbuvir for 12 weeks





For those intolerant of interferon — sofosbuvir plus daclatasvir +/- ribavirin for 12 weeks is
recommended.

Genotype 3 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Preferred treatment is:-
PEG-interferon/Ribavirin /Sofosbuvir for 12 weeks

For those intolerant of IFN the following treatment options are all acceptable:-
Sofoabuvir/daclatasvir/ribavirin for 12 weeks

Sofosbuvir/ledipasvir/ribavirin for 12 weeks

Sofosbuvir/ribavirin for 24 weeks

Genotype 3 - Patients with decompensated cirrhosis

Treatment is recommended with either
Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks

Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks

Genotype 4 - Patients with no evidence of cirrhosis/severe fibrosis Non-cirrhotic G4
patients

Preferred treatment is for 12/52 therapy with all oral direct acting antiviral regimens. The
following options are all acceptable on efficacy and safety criteria: choice to be determined
by NICE approval, availability of funding from NHS England, and local MDT choice:

PEG-interferon/Ribavirin /Sofosbuvirfor 12/52
Ombitasvir/paritaprevir/ritonavir/ribavirin for 12/52
Sofosbuvir/Ledipasvir/ribavirin for 12/52

Genotype 4 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Sofosbuvir/Ledipasvir/ribavirin for 12/52

Should none of the options above be available, patients wishing to be treated should be
offered Simperevir/PEG-interferon/ribavirin with 24-48 weeks therapy (response guided
therapy)

Genotype 4 - Patients with decompensated cirrhosis

Treatment is recommended with either

Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks
Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks





Liver transplant patients

Evidence of fibrosis post-transplant should mandate therapy as current data suggest that
earlier treatment delivers comparable outcomes to non- transplant, non-cirrhotic populations.
Therapy options can impact on immunosuppression thus monitoring and therapy should be
delivered by, or in close collaboration with a transplant centre. Peg-interferon can precipitate
graft rejection and its use can no longer be justified for the majority of transplant patients.
Options:
G1  sofosbuvir/ daclastavir +/- ribavirin — 12 weeks

sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks

ombitasvir/paritaprevir (r)/dasabuvir/ribavirin 24 weeks

sofosbuvir/ simeprevir +/- ribavirin- 12 weeks
G3  sofosbuvir/ daclastavir +/- ribavirin — 12 weeks

sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks
G4  sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks

ombitasvir/paritaprevir/ritonavir/ribavirin- 12 weeks

Cirrhotic post —transplant are a small population and treatment should be individualized — ie
no recommendations can be made due to a paucity of data

Other general recommendation:

- It is strongly recommended that all patients starting DAA therapy have a baseline
plasma sample archived in the event of treatment failure. All patients with DAA
failure should have a sample tested for relevant resistance on the first sample
following failure

- In general, recommendations for HIV co-infected patients are the same as for mono-
infection except where noted. Potential for drug-drug interactions should guide the
choice of therapy. A useful website is http://hep-druginteractions.org/

- It is recommended that consideration is given to embedding strategically important
research questions into the specialist commissioning process

Diagnosis of cirrhosis

The following working definition of 'cirrhosis/advanced fibrosis' was agreed for the sole
purpose of including all/most patients likely to have cirrhosis due to hepatitis C* into the
treatment algorithms proposed. Any one of the measures listed will suffice:

e Liver biopsy with stage 5/6 fibrosis

e Imaging evidence of cirrhosis (either US, CT or MR scan)

e APRI>2and AST:ALT>1 on at least two occasions

e Evidence of established portal hypertension (varices or ascites) excluding non-

cirrhotic or other causes
e Fibroscan elastography score >11.5 (or equivalent ARFI)

*where the patient has other risk factors for cirrhosis it will be for clinical judgement to
consider the relative contribution from HCV and potential impact of treatment



http://hep-druginteractions.org/
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Description of additional analyses undertaken by the ERG
Gilead’s response to the NICE questions included new cost-effectiveness analyses results. Additional

analyses were undertaken by the ERG to verify the company’s results.

The details of the analyses undertaken are as below:

o 12 weeks LDV/SOF for GT1 and GT4 treatment experienced patients with cirrhosis

The analysis was run for the following scenarios

. ERG base case

As noted in the ERG report, all analyses were undertaken using point estimates of parameters due to
the excessive computation time and complexity associated with running the probabilistic version of
the model. As before, total costs and QALYSs for LDV/SOF and each comparator are reported to two
decimal places, which may produce some rounding error in the calculation of ICERs.

SVR rates
The SVR rates used for LDV/SOF and LDV/SOF+RBYV are presented in Table 1.
Table 1: SVR rates used in the new analyses

Treatment SVR Source | Details
(%)
HCV genotype 1/4, treatment-experienced cirrhotic patients
LDV/SOF 12 weeks 95.6% | ION-2 | The company states that in the 12 week

LDV/SOF arm, 95.6% (197/206) of low risk
cirrhotic patients (defined as patients with
platelets >75,000 mm® achieved SVR12

SVR — sustained virologic response, TN - treatment-naive, TE — treatment-experienced, CC —compensated cirrhosis

Results
The cost-effectiveness analyses results estimated from the company’s model are presented in Table 2.

It should be noted that the SVR rates for LDV/SOF and LDV/SOF+RBV are from Table 1, whilst the

SVR rates for the comparators are the same as those considered in the company’s base case analysis.

Table 2: Central estimates of cost-effectiveness results estimated by ERG

(i) Genotype 1/4 treatment-experienced cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF 12 weeks 9.61 £60,377.86 4.42 | £19727.06 £4,463
SOF+PEG-IFN2a+RBV 8.59 £63,193.43 - - | dominated
SMV+PEG-IFN2a+RBV 8.31 £62,045.65 - - | dominated
TVR+PEG-IFN2a+RBV* 7.46 £63,324.53 - - | dominated
BOC+PEG-IFN2b+RBV* 6.95 £68,413.45 - - | dominated
PEG-IFN2a+RBV 5.74 £47,441.22 - - ext dom
No treatment 5.19 £40,650.80 - - -

*not applicable for genotype 4 patients
Inc. — incremental; ICER — incremental cost-effectiveness ratio; ext dom — extended dominance; IFN — interferon






Table 3 presents the central estimates of cost-effectiveness results of the additional analysis; which

uses the ERG-preferred base case analysis in combination with transition probabilities taken from the

previous sofosbuvir STA model.

Table 3: Central estimates of cost-effectiveness (additional analysis 1, use of alternative

transition probabilities based on the sofosbuvir STA model) estimated by ERG

(i) Genotype 1/4 treatment-experienced cirrhotic patients

Option QALYs | Costs Inc. QALYs | Inc. costs ICER
LDV/SOF 12 weeks 9.74 £61,650.28 2.36 | £10,853.25 £4,598
SOF+PEG-IFN2a+RBV 9.19 £66,473.04 - - | dominated
SMV+PEG-IFN2a+RBV 9.03 £65,803.66 - - | dominated
TVR+PEG-IFN2a+RBV* 8.59 £68,854.52 - - | dominated
BOC+PEG-IFN2b+RBV* 8.33 £74,964.16 - - | dominated
PEG-IFN2a+RBV 7.68 £56,386.16 - - ext dom
No treatment 7.38 £50,797.03 - - -

*not applicable for genotype 4 patients
Inc. — incremental; ICER — incremental cost-effectiveness ratio; ext dom — extended dominance; IFN — interferon

ERG critique
The ERG urges caution in interpreting cost-effectiveness analyses results presented in Tables 2 and 3,

as they are estimated assuming all the patients receive 12 weeks of LDV/SOF. While the EMA
suggests that “12 weeks may be considered for patients deemed at low risk for clinical disease
progression and who have subsequent retreatment options”, clinical advice received by the ERG
during the writing of the report suggests that there is no clear definition that can be used to identify
this subgroup of patients. The definition used by the company to define the low risk group (patients
with platelets >75,000 mm®) needs to be verified by the clinical experts on the NICE appraisal

committee.
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NATIONAL INSTITUTE FOR HEALTH AND CARE
EXCELLENCE

Drugs for treatment of Hepatitis C

Technology Appraisals Ledipasvir-sofosbuvir for treating chronic hepatitis C
[ID742], Daclatasvir for treating chronic hepatitis C [ID766] and
Ombitasvir/paritaprevir/ritonavir with or without dasabuvir for treating chronic
hepatitis C [ID731]

Questions put to NHS England representatives at the Committee meeting on 1 April
2015

e |Is NHSE’s key point the % of the budget which would be required to meet an
unrestricted positive recommendation (for all eligible patients)? If so, what %?

e What evidence is required from NHSE or elsewhere to demonstrate that a
technology is in this category?

e What evidence would Committee be seeking from NHSE in order to determine
whether its recommendation is appropriate?

o Confirmation as to the extent of the impact on its budget

o What other areas of treatment would be impacted by the need to find
the cost of this technology within 3 months

o What difference it would make if the timeframe was extended

o Whether there is a possibility of the overall budget being increased to
meet the recommendation

Further clarification questions forwarded to NHS England on 16 April 2015

e |t would be most helpful if you could in your response also address how
exactly you believe the Committee can help NHSE ‘manage access’ to the
newer hepatitis C drugs.

e Your letter states that you would like ‘an evaluative process to take place’, but
as indicated in the meeting, that in itself will not necessarily limit the impact on
NHS resources as ‘all’ eligible patients can still come forward. In that context it
would also be helpful for Committee to understand what NHSE has in mind to
do itself in terms of ‘managing access’ to these drugs, and the link to
affordability.

e Please address in your submission all three technologies currently being
considered by NICE; daclatasvir, ombitasvir/paritaprevir/ritonavir with or
without dasabuvir, and ledipasvir-sofosbuvir.

NICE May 2015






NHS

England

CONFIDENTIAL

NHS ENGLAND SUBMISSION TO QUESTIONS RAISED BY NICE FOLLOWING
CONSULTATION RESPONSES TO HEPATITIS C DRUG APPRAISALS

BACKGROUND

NHS England is supportive of expanded new treatment options for people with
Hepatitis C, and has already begun funding their care. However, we also want to
ensure that unresolved questions about the best treatment strategies are answered
and that phased investment in Hepatitis C services does not cause damaging cuts
elsewhere.

The National Institute for Health and Care Excellence (NICE) Appraisal Committee is
in the process of considering three products for the treatment of hepatitis C;
sofosbuvir plus ledipasvir (Harvoni®) [ID742], daclatasvir (Daklinza®) [ID766], and
paritaprevir/ritonavir/ombitasvir (Viekirax®) +/- dasabuvir (Exviera®) [ID731]. In the
context of consultation on the preliminary recommendations for sofosbuvir/ledipasvir
NHS England submitted a comment that relates to NICE’s general duties to ‘have
regard to the broad balance between benefits and costs of the provision of health
services or of social care in England and the degree of need of persons for health
services or social care in England’.

The introduction of the oral treatments for hepatitis C is a major change in the
management of this disease and NHS England is supporting the implementation of
these treatments in a stepwise fashion with:

a) the early access scheme for decompensated cirrhosis;

b) the access scheme for all patients with cirrhosis soon to be available; and

c) the formation of the work programme to establish access to oral drugs for
patients with F3 liver fibrosis in conjunction with an effective program of
surveillance for other patients and a focus on the specific needs of the
complex patient groups with hepatitis C.

The potential publication of the NICE guidance for sofosbuvir plus ledipasvir
(Harvoni®) [ID742] as a single technology appraisal has led to a number of concerns
that were described in the consultation response. All stakeholders who have advised
NHS England have indicated the importance of forming a multiple technology
appraisal evaluating the new suite of medications, their combinations, the previously
available treatments and the potential for shorter treatment durations. It is
understood that a multiple technology appraisal would be best achieved in
approximately 18 months time when the full range of these new medications has
been licensed.

In the meantime NHS England is confident that treatment strategies through

commissioning policy can be formed to substantially reduce the burden of liver
disease associated with hepatitis C.
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Until a NICE multiple technology appraisal can be carried out, NHS England would
support with their Access Scheme Programmes a NICE ‘Recommended with
Research’ position for patients without cirrhosis. These schemes would harness
substantial ‘real world’ data on the effectiveness of treatments and their
combinations to deliver much greater value for money for the NHS than proceeding
with a NICE recommendation through a single technology appraisal at this stage.

Prioritisation strategies

In establishing the best way to implement NICE guidance, NHS England can
consider a number of prioritisation strategies. NICE evaluative processes do not
explicitly consider particular prioritisation strategies, such as watchful waiting and
treatment sequencing. Treatment sequencing involves initially treating people with a
less costly and less effective treatment (e.g. response guided pegylated interferon
with ribavirin), then retreating people who do not achieve SVR (treatment failures)
with more expensive and more effective treatment (e.g. ledipasvir-sofosbuvir or
others). Watchful waiting consists of monitoring the patient until their disease
progresses to a more severe stage then treating.

Watchful waiting strategies may be particularly cost-effective for patients with mild
disease and a low likelihood of onward transmission. For example, it is estimated
that 70% of patients will not develop cirrhosis, and among the 30% who do, time to
progression is 40 years on average (3). If the aim of treatment is to reduce the
incidence of events with a high health burden and/or health care costs
(decompensated cirrhosis, end stage liver disease, liver transplant), then making
new drugs available to all patients with chronic hepatitis C could represent
overtreatment as up to 70% of those receiving high cost drugs would, in the absence
of those drugs, have experienced little or no ill health consequences from their
disease.

An example of a watchful waiting strategy is making ledipasvir-sofosbuvir available
for patients with METAVIR score F3 but not for patients at F2-F0. This issue was not
discussed at the NICE appraisal committee meeting but has direct relevance to the
value of the new treatments for chronic hepatitis C. The model for ledipasvir-
sofosbuvir, for example, does not use METAVIR score and instead classifies the
disease stages into cirrhotic and non-cirrhotic.

NHS England believes it is essential for NICE to revisit the cost effectiveness
analysis for the hepatitis C drugs now that policies have been formed by NHS
England. Patients with cirrhosis now are unlikely to progress to End Stage Liver
Disease as they will be treated, patients with F3 fibrosis will be unlikely to progress
to cirrhosis once a F3 treatment strategy is in place. The probability of disease state
progression will be substantially changed for an FO patient with the change in the
clinical pathway.

NICE asked NHS England to clarify aspects of its comment through the
following questions.
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QUESTIONS SPECIFIC TO THE APPRAISALS
Q1. Confirmation as to the extent of the impact on its budget
The key variables in defining budget impact are:

e the numbers of patients coming forward for treatment on an annual basis;
the relative genotype frequencies;

the treatment durations;

the real world viral responses taking into account treatment compliance, and,
the costs of the drugs to the NHS, including discounts offered by the
companies for higher annual patient numbers.

The budget impact of the annual costs covering all drugs, all genotypes and all
stages of disease for diagnosed patients is estimated to be between £285-772
million per year. However, if a hypothetical but unrealistic 100% of the estimated
80,000 population with confirmed chronic HCV comes forward for treatment our
analysis suggest budget impact up to circa £1.9 billion.

Numbers coming forward for treatment

Although there is no patient registration system or national activity audits, the clinical
advice to NHS England accurately predicted the uptake for treatment of end stage
liver disease in relation to our first Early Access Scheme and so we have confidence
in the estimates regarding the second access scheme for those with cirrhosis soon
to be launched pending final approvals. Our confidence is related to the fact that
most of these patients (F4) are already accessing specialist healthcare. For these
two schemes NHS England is planning to treat 4,600 patients in 2015/16.

If there is access to all patients of all stages of disease (F0-4) with chronic HCV NHS
England estimated this could move patient treatment numbers to range from 7,000
(manageable but not currently affordable within current clinical services) to 20,000
patients per annum which will require significant service transformation along the
entire pathway (from diagnosis to treatment) in order to meet expectation generated
by the guidance even if this were affordable, which it is currently not. NHS England
believes it is unlikely that calls for treatment access will exceed 20,000 per annum,
but there are international examples where annual access rates have increased to
40% of the 80,000 known infected patients (which would be 32,000 per annum).

The budget impact model

The model and figures presented are based on the following assumptions:

Assumptions used

Patient population |In the NICE ACD the total population figure of 167,000 is used,
within which it has been taken that 28,500 are known to the
health system. 21% of the known patients have cirrhosis of
which one third are decompensated cirrhotics. 14% of non
cirrhotic patients are F3, 14% of patients are interferon
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unsuitable. Similar proportions have been applied to the
unknown (de novo) patients.

Genotypes The split between genotypes are GT1 - 45%; GT2 - 7%; GT3 -
44%; GT4 - 2%; GT5 - 1%; GT6 - 1%
Drugs Clinical opinion supports the proposal that GT3 non cirrhotic

naive patients will be offered pegylated interferon plus ribivirin
as the first line treatment

Daclatasvir plus sofosbuvir will be used in those patients
unsuitable for interferon

The NHS will only fund a maximum of 12 weeks treatment in
ALL cases

For GT1 non cirrhotics the course length for the Gilead FDC is
assumed to be 8 weeks

Costs All medicines costs are based on full list price with the exception
of ribivirin and pegylated interferon which are based on average
discounted prices.

Costs have been adjusted by 11% to reflect the average impact
of VAT (based on data from the early access scheme in
2014/15).

Estimated budget impact

Patients Cost Patients Cost Patients Cost

numbers fm numbers fm numbers fm
Decompensated Cirrhosis 1,100 60 1,100 60 1,100 60
Compensated cirrhotic 3,500 153 3,922 172 3,922 172
Non cirrhotic (known to system) 2,400 72 14,978 286 22,095 422
De Novo 4,883 119
Total 7,000 285 20,000 518 32,000 772

Q2. What other areas of treatment would be impacted by the need to find the
cost of this technology

NHS England will have to cut expenditure on other specialised service developments
being considered for 2015/16 and 2016/17. In addition, on the scale of budget
impact, further savings will need to be delivered to maintain the budget position for
specialised services. This will require service delivery restraints for other services
(the specific services are yet to be defined). To illustrate the opportunity cost York
University have modelled that a budget impact of £700 million is associated with
3,598 additional deaths elsewhere in the NHS, which represent 16,308 years of life
lost and 54,128 lost QALYSs. If the incremental cost-effectiveness ratio (ICER) for
NICE recommended hepatitis C treatment is less than £13,000 (see below), the
health gains to patients receiving the new treatments for hepatitis C may exceed the
health losses elsewhere in the NHS.
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The NHS England Mandate from government requires us to deliver within resource
allocations made available by parliament. Therefore all other investment decisions
will be impacted by decisions relating to Hepatitis C. The impact will be felt across 70
Specialised Clinical Reference Group areas and over 130 services. It would not be
appropriate to identify where we would need to make reductions to other services at
this stage, and a very careful process would have to be followed before deciding
what cuts would have to be made. Therefore the information in this section must be
understood as contextual only. It serves to illustrate the complex nature of
reprioritising financial allocations to clinical services. We are emphatically not saying
that these are the reductions in other services that would actually be made. The
calculations are illustrative only and are used to give a feel of the scale of reductions
in other services that might be required.

For high budget impact scenarios it is impossible to manage large changes in budget
demand in year. The annual budgeting for 2015/16 was set in December 2014. For
high budget impact scenarios the 90-day rule of mandated compliance with a NICE
TA becomes very problematic to implement at all. We would have to carry out
sufficient modelling, engage with the public, take a decision to our Board, and then
wait for the implementation of whatever new policies are adopted to begin to deliver
savings in order to begin the process of delivering the necessary savings. Achieving
full savings would then take a further period of time depending on how quickly
existing patients end the courses of treatment we have had to withdraw or reduce.
We would in particular wish to avoid any situation where cuts to be made were
dictated not by where those cuts would do the least harm but where savings would
begin to be seen the most quickly.

For context, a growth in hepatitis C demand of up to £772m per annum within 12
months of implementation would be greater than the total funded growth in
expenditure within the total specialised services allocation in 2015/16 of £592m
(4.4%). This level of underlying growth within specialised services gives little scope
for spend over and above that required to deliver core activity growth within provider
contracts.

The opportunity costs from funding new interventions

The opportunity cost of funding new medications is the health forgone as a result of
those resources being unavailable to fund other alternative competing priorities .
Recent empirical research on the cost-effectiveness threshold to inform NICE
decisions has estimated that the additional cost which results in 1 QALY being
forgone by NHS patients is approximately £13,000 (central estimate) ®, lower than
implied by the existing NICE threshold range.

Furthermore, this research highlighted that technologies with non-marginal budget
impacts on the NHS budget are likely to displace disproportionally more health,
implying an even lower cost-effectiveness threshold. The opportunity cost
considered by NICE is represented by the NICE threshold, at £20,000 to £30,000 per
guality-adjusted life year (QALY) gained. The empirical evidence of the lower
threshold suggests that when NICE approves medicines with ICERs £20,000 or
more and/or that have a large budget impact, the services that are displaced may
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have generated more health for NHS users than that which is gained with the NICE
approved therapy.

The opportunity costs of the new treatments for chronic hepatitis C

The new treatments for chronic hepatitis C have the potential to reduce morbidity
and mortality as well as making a significant public health impact. However, these
treatments represent a significant budget impact given their high acquisition cost and
large patient population. For the purposes of illustration assuming a budget impact
between £300 million and £700 million per annum it is possible to describe the health
that could have been generated with existing NHS services without those funds
being diverted to new treatments for hepatitis C; in other words, it is possible to
quantify the health that other types of patients will forgo given the displacement of
their services to release budget for the hepatitis C products. The work that was
undertaken to estimate the cost-effectiveness threshold also produced a calculator
that would break down the impact on displaced services in terms of reduction in NHS
spend per disease area and associated additional deaths, life years lost, total QALYs
lost, QALYs lost due to E)remature death and QALYs lost due to reductions in health-
related quality of life 2.

Table 1 shows the health forgone from activities that are likely to be displaced in the
NHS from funding the new hepatitis C treatments assuming a budget impact from
those products of £300 million and £700 million using the opportunity cost calculator
@ Again, we stress that these are illustrative only and do not imply any decision
about how we would actually respond to a recommendation.

Table 1 also shows the detailed breakdown of the disease areas where the health
losses are likely to occur in the NHS. A budget impact of £300 million is associated
with 1,542 additional deaths for other types of patients elsewhere in the NHS, which
represent 6,989 years of life lost and 23,198 lost QALYs. A budget impact of £700
million is associated with 3,598 additional deaths elsewhere in the NHS, which
represent 16,308 years of life lost and 54,128 lost QALYSs.
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Table 1. Estimates of health displacement elsewhere in the NHS from funding
the new treatments for chronic hepatitis C. This reflects a central estimate of
the cost-effectiveness threshold of approximately £13,000

QALYs lost
. QALYs lost due
Additional Life years lost Total QALYs dueto to effects on
deaths lost premature uality of life
death q y

Budget
impact £300 | £700 | £300 |£700 |£300 |£700 |£300 |£700 | £300 | £700
(million)
Total 1,542 | 3,598 |6,989 | 16,308 | 23,198 |54,128 |4,493 | 10,484 | 18,704 | 43,643
Cancer 112|262 |1,125 | 2,625 | 790 1,843 |732 |1,707 |58 136
Circulatory | 683 | 1,595 |3,479 |8,118 |3,235 |7,548 |2,211 |5159 |1,024 | 2,389
Respiratory |401 |936 |482 |1,124 |[6,881 |16,055 |302 | 704 6,579 | 15,350
Gastro- 78 183 | 740 |1,726 |17317 |3,072 |485 |1,132 |831 1,940
intestinal
Infectious
disonses 22 50 159 | 372 470 1,097 |108 | 252 363 846
Endocrine 20 47 149 | 348 1,817 |4,240 |97 227 1,720 | 4,013
Neurological | 36 84 194 | 453 3,272 7,635 |128 |299 3144 |7,336
Genito- 67 157 |98 229 317 741 62 145 255 596
urinary
Trauma & i i i ) i ) ) ) ) i
injuries
Maternity &
Seonates 0 0 13 30 14 32 9 22 4 10
g;gg(rjders of 111 26 50 116 655 1529 |34 79 621 1,450
Mg;‘ltt";‘]' 85 198 |385 |899 2858 |6.669 |249 |582 2,609 | 6,087
Learning 1 3 6 14 21 48 4 10 17 39
Disability
Problems of | , 4 7 16 127 297 5 12 122 285
Vision
Problems of | 2 4 10 420 981 3 7 417 973
Hearing
Dental
oroblems 0 0 0 1 204 476 0 0 204 475
Skin 7 17 33 78 58 136 21 50 37 86
Musculo- 12 27 53 124 696 1,625 |35 81 662 1,544
skeletal
Poisoning
and AE 1 3 6 14 25 57 4 9 21 48
Healthy 1 2 5 11 20 47 3 7 17 40
Individuals
Social Care i i i i i ) ) ) ) i
Needs
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The ability to undertake further research to support future care of HCV

The evaluations NHS England suggests should be carried out by a ‘recommended
with research’ appraisal include:

e A direct comparison of all the relevant treatment options, including new
treatments, watchful waiting, and treatment sequences.

e Subgroup analyses by patient characteristics that affect the costs or benefits of
treatment, such as genotype, prior treatment experience, interferon eligibility and
severity of disease.

e The impact of uncertainty in the effects of treatment on the costs and benefits of
the optimal strategies.

¢ The costs and benefits of reducing onward transmission and reinfection.

e The implications of current NHS England commissioning policy for treating those
with decompensated cirrhosis and its impact on extending access for people with
cirrhotic and non-cirrhotic disease.

e The level of investment to increase treatment uptake that is warranted alongside
the optimal strategies in each of the patient groups.

e The characteristics required of any further new treatment in order for it to offer
value to the NHS (threshold levels of effectiveness and cost).
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Q3. What difference would it make if the timeframe was extended?

Although we stand by our observation above that it is in fact impossible for us to
accommodate positive guidance within the usual timescale, because of the scale of
changes in other services that would have to be considered and consulted on, NHS
England is not specifically seeking to extend the timeframe for mandatory guidance
as this in itself would not address the concerns raised. It is seeking a more
substantial revision to the strategy to deliver care for hepatitis C that includes a
managed market entry and a cost effective approach to implementation for each
patient cohort. To deliver this strategy a pause in the process of the technology
appraisals combined with delivery of national clinical policy will secure access for the
patients with advanced liver fibrosis and cirrhosis, i.e. those in urgent need of
immediate treatment. A pause would allow a re-working of the cost-effectiveness
models to include watchful waiting and the formation of multiple technology appraisal
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that this complex mix of drugs, genotypes, treatment durations, and access to care
demands.

However, if NICE proceeded to give an unrestricted guidance for the oral drugs the
work rate of 20,000 patients per year or more could not be absorbed by the current
hepatology services. A new service delivery model will need to be defined and
commissioned, for example test and treat services coordinated by specialised
nurses.

NHS England considers the flexibility of a ‘recommendation with research’
recommendation to allow some control over choice of treatment relevant to disease
presentation and progression and the relative cost of the drug.

NICE recently issued guidance which stated that ‘If there is more than one NICE-
approved medicine for the condition, providers and commissioners must not
recommend that any one of them is used routinely in preference to the others
(unless an order of preference is stated in the TAs or HSTs). Similarly, they must not
recommend that a medicine that has not been assessed by NICE is used routinely
in preference to a NICE-approved medicine.’ By issuing STAs for the different
treatments that are available NICE is effectively forcing NHS England down a
treatment line which may not be in the best interest of patients or the NHS as a
whole.

Q4. Whether there is a possibility of the overall budget being increased to
meet the recommendation

NHS England’s budget for 2015/16 has been set by parliament and government and
our Mandate requires that we operate within it. The growth in hepatitis C demand of
up to £772m per annum within 12 months of implementation would be greater than
the total funded growth in expenditure within the specialised services allocation in
2015/16 of £592m (4.4%).*

In total, specialised commissioning allocations have grown by 12.9% across 2014/15
and 2015/16, whereas other areas of expenditure have grown by only 6.4%. There
is therefore no realistic potential to divert further funding from other areas of
commissioning.

In summary, there is no spare capacity in the system to afford increased hepatitis C
expenditure at the scale potentially suggested by forthcoming NICE appraisal
decisions.

! Overall allocation growth less funding for the elimination of the
structural deficit in specialised commissioning
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QUESTIONS NOT SPECIFIC TO THE HEPATITIS C, RAISING GENERIC
CONSIDERATIONS FOR FUTURE APPRAISALS

Q5. Is NHSE’s key point the % of the budget, which would be required to meet
an unrestricted positive recommendation (for all eligible patients)? If so, what
%?

NICE decisions for a technology appraisal can be absorbed in commissioning plans
either by NHS England (for directly commissioned services) or CCGs where the
budget impact is relatively small. The budget impact illustrated by hepatitis C drugs
is of a scale where the implementation will displace other services or service
development. The specific mitigation proposed in this case is a multi-year
implementation that builds on our early access policies, targeting the greatest clinical
needs first, avoiding relatively low value treatments, and increasing knowledge of
cost effectiveness.

The broader point is to develop the method and means to bring forward
consideration of budget impact through closer collaboration in planning the appraisal
pipeline, including the use of multiple technology appraisal where indicated.

Our immediate concern is any recommendation that has a severe impact on the
overall pattern of expenditure, particularly one that is unforeseen or that must be
implemented in a short period. This could be measured as simply the projected cost
of implementation expressed as a percentage of the total available resource. We
are open to discussion with NICE, and other stakeholders, about what percentage
ought to call the wider considerations we refer to above into play.

The threshold will be a function of the scale of the cost impact, the speed of its
uptake, the anticipated growth in available NHS resources and unavoidable
competing demands for those resources in the same period. A consideration is
whether any impact threshold is at single appraisal level or set against the
cumulative effect of all decisions over a time period.

To illustrate the position, in the current economic climate with typical upward
pressure on spend from population need, the total new resources available for all
non-demographic cost pressures across the whole of specialised commissioning,
including funding any new technologies/drugs is approximately £400m. A single
decision or group of decisions by NICE within a year with a value of more than £70m
brings budget impact into play.

We are concerned of the effect of any recommendation to transfer resources on a
significant scale from other treatments or areas into the recommended treatment.
This is of particular concern if this is done without a public debate not only about the
benefits of the treatment recommended and the needs of that patient population but
also about the benefits of other treatments and needs of other patients. We accept
that NICE's standard processes, which acknowledge that any recommendation may
displace spend elsewhere but that that displacement is acceptable at a cost
effectiveness threshold at about £20,000 and up to £30,000 per QALY, are usually fit
for purpose. Where the displacement is relatively small in proportion to total spend it
is reasonable only to be satisfied that the displacement results in an overall
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improvement in cost/benefit. Although there may be reductions in treatments
available in other areas as a result of any positive recommendation, they will be in
such cases relatively small and manageable.

The requirement to deliver a TA which requires possible transfer of a significant
proportion of the available resources for drugs spend away from current investment
to one group of patients introduces additional considerations. We stress this is not
because those patients are in any way undeserving of treatment and care, nor does
it depend on any characteristic of the patients, the condition or the treatment. Rather
it is that we do not think it is appropriate in effect to require very substantial
reductions in other areas, without that fact being considered and some view taken on
what those areas would be, whether reductions on a sufficient scale could be
implemented at all, and whether the values of the NHS require some other approach.
For such a significant impact we do not think it is adequate simply to focus on the
benefits of the treatment being appraised. This is a key consideration and one which
would apply to any TAs of this magnitude of impact irrespective of the patient group
involved.

Q6. What evidence is required from NHS England or elsewhere to demonstrate
that a technology is in this category?

The greater the budget impact the greater the difficulty a commissioner has to define
the arrangements for service delivery. Although a threshold is arbitrary NHS England
is open to a discussion with NICE about a budget impact where NICE might consider
a revised approach in its appraisal position.

The evidence that might be required for any future considerations is the
commissioning portfolio size defining the budget on which the technology impacts
(for hepatitis C this is specialised services in NHS England), the split between cost of
the technology and the cost of the service impact, and the potential gains across the
wider health and social care system. In year implementation requires capacity within
allocated budgets.

Q7. What evidence would the Committee be seeking from NHS England in
order to determine whether its recommendation is appropriate?

NHS England considers that NICE through its appraisal process will gather
information on budget impact to support these scenarios. The relative prioritisation of
one treatment decision over another remains with the service commissioner and we
are not proposing that NICE takes on this role. Managed market entry will aid the
implementation of high cost impact technologies through NICE/Commissioner
collaboration.

We would not ordinarily expect the cost of implementation to be a particularly
contentious issue, and NICE's costing and budget templates can typically be used to
give a sufficiently precise figure. The size of the NHS drug expenditure and
commissioning allocations are known, and we can provide typical spend in various
therapeutic areas to assist a committee to contextualise the impact of, say,
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recommending new spend of £300-700m within 12 months. We would not be able to
suggest that the effect of a recommendation would be to make specific cuts in
specific areas, and invite the committee in effect to make a choice. While that is
close to the reality of a decision where a recommendation would have a major
expenditure impact, it is not a decision that can be left to an appraisal committee.
The process for making such important decisions would have to be carefully
considered to maintain public and professional understanding and confidence. NHS
England would have to consider how to react to such a recommendation, having in
mind its duties of public engagement, to reduce health inequality, and to deliver the
NHS Constitution.

However, we would be happy to provide further information and to continue to work

closely to ensure that ‘real world’ commissioning considerations are increasingly fed
into appraisals and so frame NICE’s appraisal deliberations.
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Response to NHS England Submission to NICE regarding the STA appraisals
for new medicines to treat Hepatitis C

Submitted on behalf of Gilead Sciences Ltd.

Executive Summary

¢ \We have serious concerns in relation to any consideration of affordability within
the NICE appraisal process

e LDV/SOF is a highly cost-effective medicine for the treatment of chronic
Hepatitis C, especially for patients without cirrhosis, with ICERs of £8,894 for
treatment naive non-cirrhotics and £16,566 for treatment experienced non-
cirrhotics

e The treatment of patients should not be determined solely by liver fibrosis.
HCV is a communicable disease, spread by blood — blood contact, that causes
significant extra-hepatic manifestations in many patients, leading to reductions
in quality of life prior to the progression to moderate liver damage

Even if affordability was going to be taken into account, we disagree with the
assumptions and figures reported by NHS England:

e Based on previous NHS England communications, feedback from clinicians
and experience from other countries, we expect that between 7,000 and
15,000 patients will be treated per year

e In the NHS England submission, a budget impact of £700m is referred to,
which we understand is based on treating 32,000 patients per year despite
NHS England stating that it is “unlikely that calls for treatment access will
exceed 20,000 per annum” (pg 3). This number is also greater than the
number of patients reported by NHS England as currently accessing care
(28,500).

¢ \We estimate the incremental budget impact for LDV/SOF as £85-£276 million.

¢ \We estimate the total spend on HCV could be £259-£465million (based on list
prices). This would make spend on Hepatitis C medicines ranked between 9"
and 23" in terms of medicine spend by the NHS (currently ranked 37") —
certainly not an extraordinary situation

e NHS England stated they have £592m uplift in the 2015/16 financial year.
Based on the projected TAG timelines plus 90 day implementation, these
medicines will require funding for 4 months in the current 2015/16 financial
year (pro rata budget impact of £28-£92 million)

e NHS England currently have and expect further commercial in confidence
discounts which will further reduce the budget impact






Inclusion of affordability in the NICE appraisal process

Gilead refers to its 9 June 2015 letter to NICE (Meindert Boysen) setting out our serious
concerns in relation to the introduction of any consideration of affordability into NICE’s
appraisal process. While Gilead sets out below a substantive response to the matters raised
by NHS England in advance of the deadline for comments, as noted in our correspondence
of 9 June, we maintains our view that if NICE intends to consider the affordability of
ledipasvir-sofosbuvir, that this approach is procedurally unfair.

The affordability of a technology is a political question for Government; it is not a matter of
cost-effectiveness. In its response to consultation on the ACD in the LDV/SOF appraisal,
NHS England recognised that "affordability is not part of the consideration of the Technology
Appraisal process” - we are not aware of any change to the NICE method guide which would
explain if or how affordability should be taken into account in a single technology appraisal.

The claim by NHSE that the treatment of patients with Hepatitis C will cause “damaging cuts
elsewhere” is unhelpful. The purpose of NICE assessment is to provide an impartial and
objective value assessment regarding a new technology based on transparent and pre-
specified criteria.

NICE routinely provides positive recommendations for medicines with ICERs up to £20,000-
£30,000 and with significant budget impact to the NHS. In the case of ledipasvir/sofosbuvir
the ICERs are considerably lower than the threshold and the expected HCV budget is well
below that observed in other disease areas. NHS England has failed to provide any
evidence that the budget impact of this appraisal sits outside any threshold of typical
medicines spend.

During the consultation on the ledipasvir-sofosbuvir ACD, NHS England stated a “second
access scheme for all patients with cirrhosis soon to be available”. Clinicians, patients, and
NICE were led to believe this would happen by April 2015. It was also stated this would be
put in place to ensure patients would not be disadvantaged and put at risk of serious and
lifelong health consequences as a result of the delayed implementation of the sofosbuvir
TAG. This policy was substantially delayed before finally being announced on June 10th.

The result of this policy delay and the uncertainty imposed on the funding timelines f has
caused patients to have multiple appointments cancelled and rebooked, causing significant
disappointment and inconvenience for both patients and clinicians as well as expense to the
NHSE. It is estimated that as a result of this delay (2 months) 37 patients with cirrhosis will
have progressed to decompensated cirrhosis and 57 will have developed hepatocellular
carcinoma; both have severe and potentially fatal consequences. Due to these risks, in
some instances patients have chosen to fund their own treatment, despite the existence of a
NICE recommended medicine, as their treating physician could not guarantee when the
policy might come into effect.

The suggestion by NHS England that patients can only access these treatments for the
foreseeable future via an NHS England commissioning policy means there is great
uncertainty for clinicians and patients regarding when they will have access to treatment.
This is particularly relevant given that for the non-cirrhotic, treatment naive patients Harvoni
dominates versus current standard of care. Since LDV/SOF received European marketing
authorisation an estimated 300 patients have been initiated onto a Pl based regimen which





is more expensive and less effective in the non-cirrhotic group. A significant proportion of
these patients may fail and then require further expensive therapy.

The restriction of the use of these hew medicines will require patients who want to be treated
to be subject to sub-optimal, more costly treatments with lower probability of success if they
do not want to wait for treatment. There is no accountability for NHS England to provide
these medicines beyond the policies in place or to introduce policies within the timeframes
committed to. Aside from our concerns around the affordability estimates and scope of the
NICE process, the proposed strategy is inappropriate for this patient population, given that
we have already established the majority of the diagnosed patient population are lost to
follow up.

Cost-effectiveness of LDV/SOF in patients without cirrhosis

In the ACD for ledipasvir-sofosbuvir LDV/SOF (23rd February 2015) the NICE committee
recognised that LDV/SOF is a cost-effective use of NHS resources across patients with
genotype (GT) 1 chronic Hepatitis C and in selected GT4 patients.

NICE makes decisions based on a threshold of £20,000 to £30,000 per QALY, which has
historically been taken to represent the opportunity cost that the NHS accepts when thinking
about whether a technology offers value for money to the NHS. As part of the PPRS
discussion it was agreed that the threshold would not change, demonstrating the continued
support for this threshold value.

LDV/SOF offers a cost-effective treatment option whether using the accepted threshold at
£20,000 to £30,000 per QALY or even when using the artificially reduced (and extreme)
ICER threshold of £13,000 per QALY, for the majority of the non-cirrhotic HCV population.
For this population, which is the focus of NHS England request for an ‘only in research’
recommendation, LDV/SOF is highly cost-effective based on the incremental analysis with
ICERs of £8,894 for treatment naive (TN) non-cirrhotics (NC) and £16,566 for treatment
experienced (TE) NC. This uses 48 weeks of PEG and RBV as a comparator, which tends to
be used as a clinical option only where protease inhibitors (PIs) are not considered suitable.

LDV/SOF dominates versus the medicines that are standard of care for the non-cirrhotic
patient population (SMV, TVR or BOC). This is because the 8 week regimen of LDV/SOF is
cheaper as well as showing significantly higher efficacy (94% versus 82%, 77% or 64%). We
estimate Pls are currently prescribed in at least 70% of GT1 patients treated in the UK
(based on IMS data).

According to the NICE methods guide, when the budget impact is considered “high” a
greater level of certainty around the ICERs is required. The probability that LDV/SOF is cost-
effective at a threshold of £20,000 is 99.5% for TN NC and is 77.9% for TE NC. This latter
probability rises to 99.4% at a threshold of £30,000, demonstrating there is a high level of
certainty around the cost-effectiveness of LDV/SOF for GT1 and GT4 patients without
cirrhosis.





As NHS England points out, as these ICERs for the majority of the non-cirrhotic population
are below a threshold £13,000 per QALY, the redistribution of funding to treating Hepatitis C
will result in an overall health gain.

Why patients with hepatitis C should be treated before they progress to advanced
liver damage

The submission made by NHS England fundamentally misunderstands HCV disease on two
counts, portraying liver fibrosis as the sole manifestation of importance and assuming that
patients can somehow be targeted at precisely the right stage of their disease course to
prevent escalating liver damage and mortality risk. The first assertion is completely at odds
with the literature for this disease, and the latter has no evidence to suggest that it is
possible.

Hepatitis C patients are a particularly vulnerable cohort, disproportionately reflecting the
highest indices of deprivation. As set out in the first principle of the NHS Constitution, such
patients should expect to receive additional support as a population where health and life
expectancy are not keeping pace with the rest of the population. Introducing additional,
exceptional budgetary tests would imply significant health risks are acceptable within this
group in order to generate savings. One of the key premises of the NHS England response
is that the sole goal of HCV treatment is to prevent end stage liver disease. Of particular
note is the statement on page 2 that:

“...making new drugs available to all patients with chronic hepatitis C could
represent overtreatment as up to 70% of those receiving high cost drugs
would, in the absence of those drugs, have experienced little or no ill health
consequences from their disease.”

Extensive evidence exists showing that HCV infection results in significant extra-hepatic co-
morbidities in patients prior to the development of advanced liver fibrosis (Jacobson 2010;
Samuel 2013) and that many of these can be improved by curing the HCV:

a) Autoimmune / lymphoproliferative disorders such as cryoglobinemia, autoimmune
thyroid disorders, Non-Hogkins Lymphoma and lichen planus (Himoto 2012;
Shengyuan 2009; Carrozzo 2014; Lodi 2010)

b) Metabolic abnormalities including steatosis, insulin  resistance/diabetes,
atherosclerosis (Adinolfi 2011; Lim 2014; Kawaguchi 2014; Lonardo 2014; Adinolfi
2014; Vespasiani-Gentilucci 2014)

¢) Mental health effects including depression, psychiatric effects, anxiety, fatigue and
cognitive impairment (Forton 2001; Schaefer 2012; Kraus 2013; Adinolfi 2015)

d) Chronic inflammation including muscle and joint pain (Zampino 2013)

Two recent publications at the EASL 2015 International Liver Congress (Vienna, Austria,
April 2015) highlight the extra-hepatic burden of HCV:

e An analysis of over 3.5 million Americans showed that HCV infection is associated
with a statistically significant increase in cancer diagnoses, even when liver cancers
(HCC) are excluded from the overall analysis (Nyberg 2015).





e A second study found that manifestations with definitive causal associations with
HCV infection (such as mixed cryoglobulinemia vasculitis, porphyria cutanea tarda,
RA-like arthritis, and lichen planus) range in prevalence from 3%-23% in the US HCV
population (Younossi 2015a). Manifestations without definitive causal associations
(such as chronic renal disease, end-stage renal disease, type 2 diabetes mellitus,
and depression) range from 0.4%-24%.

HCYV infection is also associated with measurable societal burden (Di Bonaventura 2012). In
addition to being associated with a patient population recognised as disadvantaged and less
likely to be in work, patients with HCV have greater levels of presenteeism (present at work
but not productive), absenteeism, overall work impairment and activity impairment
(DiBonaventura 2011). Hepatitis C can also have an impact on a person’s ability to work. In
some cases there are formal restrictions e.g. healthcare professionals, dentistry, in other
cases barriers are placed based on ignorance and prejudice but these are still as impactful
for those involved. We are aware of UK patients unable to work in careers such as beauty
therapy, hairdressing and childcare.

HCV infection has a profound effect on health-related quality of life (HRQL) in UK patients
(Foster 2009), with fatigue, depression and neurocognitive deficits among the most common
complaints. This reduction in HRQL is observed regardless of the stage of their liver fibrosis
(early versus advanced). Data has been published showing the HRQL improvements
observed in the trials of LDV/SOF (Younossi 2015a; Younossi 2015b). At baseline, patients
with more advanced fibrosis had greater HRQL impairments, predominantly related to
physical functioning, than those with mild liver disease. However HRQL domains related to
emotional well-being and mental health were similarly low regardless of the severity of
fibrosis. By the SVR12 follow-up visit most HRQL domains notably improved from baseline
in both fibrosis cohorts, but work productivity and health utility improved in patients with mild
fibrosis only. This suggests that maximal benefits for a patient occur when they are cured of
HCV earlier in their disease course, rather than waiting until their infection has caused
significant liver damage.

Issues around HCV transmission

In addition to the multiple co-morbidities of HCV, NHS England has failed to take into
account that HCV is a communicable infectious disease, spread by blood — blood contact.
HCV is six times more infectious than HIV and has been shown to survive, and thus remain
infectious, outside of the body in microscopic blood spots for up to 6 weeks (Paintsil 2014).
For this reason HCV can be spread through shared personal items such as toothbrushes
and razors, tattooing equipment and equipment, in addition to needles.

The risk of onward transmission results in stigma against those infected with HCV and
anxiety in those that are infected that they might pass it on to uninfected partners, family and
other household members. In particular, the risk of mother to baby transmission of HCV is
around 5%, and thus many HCV-infected women wishing to have a child are keen to be
cured of their HCV prior to attempting to become pregnant. Denying patients treatment
means that they remain at risk of transmitting. It can also give the impression that the health
service does not consider HCV infection serious enough to warrant treatment, increasing the
likelihood that patients will choose not to engage further with specialist care and also be less
concerned about avoiding practices that might increase the risk of onward transmission.





The challenges and ethics of maintaining the entire diagnosed non-cirrhotic HCV infected
population in a long term watchful waiting strategy

A watchful waiting strategy is reliant on engagement with health services at a frequency
sufficient to enable identification of disease progression. However, the median time from
infection to cirrhosis can vary greatly according to the combination of multiple independent
factors, making it difficult to predict progression for any individual patient (Poynard 2010).
This challenge is coupled with the fact that the progression of HCV induced fibrosis, as
observed in UK patients (Ryder 2004), is not linear but rather increases with time.

The natural history of the disease has also been misrepresented in the NHS England
response where they state “it is estimated that 70% of patients will not develop cirrhosis”.
Data from a large London clinic indicate that the percentage of patients with cirrhosis is a
function of the time since infection (D’'Souza 2005). In this study, 71% of patients that have
been infected with HCV for >60 years had progressed to cirrhosis. Given the ongoing
increases in life expectancy in England, and predominance of HCV infections in PWIDs
occurring during their twenties, conservative estimates are that >50% of HCV patients could
progress to cirrhosis during their lifetime (Foster 2010). Thus, treatment of the majority of
patients is likely to be required, in contrast to the NHS England statement that “making new
drugs available to all patients with chronic hepatitis C could represent overtreatment as up to
70%”.

As stated by NHS England in its response, there is an “estimated 80,000 population with
confirmed chronic HCV” in England but only approximately “28,500 are known to the health
system”. This highlights the challenges the NHS faces in preventing dis-engagement of HCV
patients from care in the absence of (an effective and tolerable) treatment. A watchful
waiting strategy would require the NHS to re-engage, and maintain engagement of, an
approximate additional 51,500 patients and then nearly triple clinic capacity to enable them
to be actively reviewed to assess their liver fibrosis progression over the next decade or two.

In England, injecting drug use is the predominant risk factor for HCV infection, comprising
90% of all cases (Public Health England 2014). This population is significantly more
disadvantaged, and less engaged in the healthcare system and society as a whole, than the
general population. Engagement with services is difficult for PWIDs due to multiple individual
level and social level factors (Harris 2013). However, evidence is emerging from Scotland
that if early treatment is offered to those that do engage (two thirds of those engaging
initiated treatment (Harris 2013)) the positive experience of provision of treatment actually
aids further engagement of active PWIDs with health services, resulting in reduced drug use
and re-engagement with society (Ahmad 2015).

These data highlight the enormous challenges of engaging the PWID population in a long
term watchful waiting strategy to monitor for liver fibrosis progression. Furthermore, such a
strategy completely misses the opportunity of treating such patients to prevent both onward
transmission and the detriment to their HRQL (through HCV and extra-hepatic routes). For
regions with a 20-40% HCV prevalence in their PWID population, a range that incorporates
the estimated median prevalence in most cities in England (Martin 2015a), treatment of
PWIDs dominates treatment of ex/non-PWIDs in cost effectiveness terms (Martin 2012;





Martin 2015b). This is due to the benefits of preventing onward transmission and occurs
despite the risk of reinfection, which is incorporated into the modelling.

The ethics of a treatment sequencing approach

Historically, uptake of HCV treatment has been limited due to patient and physician concerns
regarding tolerability issues combined with long treatment durations (24-48 weeks) and sub-
optimal efficacy outcomes (<90% cure rates). Most patients experience flu-like symptoms
with IFN + RBV treatment, which also often results in neutropenia, thrombocytopenia and
anaemia, plus gastrointestinal disorders and dermatologic reactions (Ferenci 2011; Hashemi
2008). In addition to the on-treatment adverse events experienced, a Hepatitis C post-
treatment survey of 500 (predominantly UK) patients found that 90% of patients reported
ongoing symptoms/side effects for >12 months after the treatment ended (Hepatitis C Trust,
2010). These data highlight the need to utilise IFN-free treatments, or where there are not
available, IFN-sparing regimens.

The new HCV DAAs offer IFN-free (LDV/SOF) or IFN-sparing (SOF) treatments with
dramatically improved tolerability and significantly increased efficacy versus IFN+RBV.
Requiring patients to undergo a long duration, sub-optimal treatment course with a
significant adverse event burden provides a substantial barrier to treatment, for a disease
that is both communicable and ultimately life threatening.

The use of LDV/SOF first-line is a less costly strategy based on drug costs alone, as shown
in the calculations below. Of note, although not incorporated below for simplicity, the
inclusion of service costs would further increase the savings made for an IFN-free, shorter
treatment opposite by using an interferon-free regimen with a shorter duration as the first-
line treatment option.

For TN NC population, with relative drug costs of £25,987 for LDV/SOF and £10,411 for
PEG+RBYV versus efficacy of 94% for LDV/SOF (FO-F3) and 43.6% (F0-F2) for PEG+RBV, it
is clear that not only is LDV/SOF cost effective versus PEG+RBV but it is also a cheaper
way to achieve SVRs (see conservative calculation below):

e All non-cirrhotic patients receive PEG+RBYV first-line followed by 12 weeks LDV/SOF
for patient who fail, compared to all patients receiving LDV/SOF 8 weeks first line and
12 weeks SOF+SMV for patients who fail:

o Average cost per patient (PEG+RBYV first-line): £10,441+(1-0.436)*£38,980=
£32,426

o Average cost per patient (LDV/SOF first-line): £25,987+(1-0.94)*£57,380=
£29,430

Also, the comparison with PEG+RBYV for this population also shows LDV/SOF to be highly
cost-effective with ICERs of £8,895 for TN NC and £15,330 for TE NC





Affordability and incremental budget impact for LDV/SOF

Multiple incorrect and grossly inflated budget impact figures have been presented to the
NICE committee by NHS England, ranging from £285 million to £1.9 billion. In this NHS
England submission, it is not transparent how the budget impact figures have been
calculated, however it appears these figures are based on treating unrealistic numbers of
patients, as well as including patients outside of scope of these NICE appraisals. NHS
England’s submission also relies extensively on evidence and analyses which have not been
disclosed. Without access to this evidence, it is impossible to assess the weight to be
attached to such material, whether it is reliable and whether it supports the position
advanced by NHS England. Therefore to respond fully to the consultation, Gilead’s position
is that, to the extent that NHS England’s submission lacks transparency, it may not properly
be relied upon. To the extent that NICE intends to provide the full submission to the
Appraisal Committee, it is noted that there has not been an adequate opportunity for Gilead
to consider this before submitting its responses to the current consultation.

Therefore, we have provided our own budget impact estimates for LDV/SOF. The
incremental budget impact for LDV/SOF, based on the NICE recommendations and realistic
patient’'s numbers, is £85 to £276 million, as detailed below.

LDV/SOF is only recommended (as per the ACD) for GT1 and 4, which accounts for
approximately 50% of the HCV population in England. As LDV/SOF and the AbbVie regimen
are likely to have similar recommendations, the budget impact estimates can be considered
interchangeable for the two regimens but should not be combined as they will be used to
treat the same population.

Sovaldi (+RBV+PEG) has already been recommended by NICE, and therefore the budget
impact should not been considered in scope.

As a direct comparison to NHS England’s figures of £285-£772 million based on treating
7,000 to 32,000 patients, we also have estimated a comparable total budget impact of £259-
£805 million. A table summarising the budget impact estimates is shown below.

In summary, the greatest sensitivity of the budget impact is the:
e assumptions around the number of patients to be treated per annum
e use of incremental budget impact versus total budget.
e cost of the medicines

Patient NHS Gilead Gilead estimate | Gilead Gilead estimate

numbers | England estimate HCV estimate LDV/SOF
HCV total HCV total incremental LDV/SOF incremental
budget budget budget impact | total budget impact

budget

7000 £285m £259m £189m £125m £85m

15000 NR £465m £395m £316m £276m

20000 £518m £538m £468m £358m £345m

32000 £772m £805m £736m £594m £554m

See explanation below:






In this submission and previously, NHS England has reported inconsistent and grossly
inflated estimates of the budget impact for the treatment of HCV:

¢ In NHS England’s submission to NICE dated 4™ November 2014 a range of 10,000 to
15,000 patients is expected, based on the introduction of “low side effect combination
therapies available from 2015°, combined with ‘low control of prescribing decisions’
and ‘NHS policies and initiatives to screen high risk patients”.

e 10,000 to 15,000 patients was given as a range by NHS England in discussions with
NICE relating to the simeprevir appraisal 19/8/2014

¢ In NHS England’s response to the LDV/SOF ACD, a figure of £1.3 billion was cited
based on treating 34,000 non-cirrhotic patients

¢ In the submission under review a figure of 7,000 to 32,000 patients treated resulting
in a total budget impact per year of £285-£772 million

£1.9 billion based on treating all patients but it is highlighted this is hypothetical and
unrealistic

In this NHS England submission, it was stated:

“If there is access to all patients of all stages of disease (F0-4) with chronic HCV NHS
England estimated this could move patient treatment numbers to range from 7,000
(manageable but not currently affordable within current clinical services) to 20,000
patients per annum which will require significant service transformation along the
entire pathway (from diagnosis to treatment) in order to meet expectation generated by the
guidance even if this were affordable, which it is currently not. NHS England believes it is
unlikely that calls for treatment access will exceed 20,000 per annum”.

The budget impact analysis by NHS England assumes a range of 7,000 to 32,000 patients
and total budget impact figures of £285 to £772 million. Throughout the document, NHS
England use the figure of £700 million for making their point about lack of affordability
despite stating that this figure relates to a number of patients that is in excess of the
numbers they expect to be treated per year. For example, for the opportunity cost
calculations (pg 4), and the estimate of the required budget uplift compared to the total NHS
budget (paragraph 3 on pg 5 and g4 pg 9).

Based on the experience from other European countries regarding access to the new DAA
medicines for the treatment of HCV:

e An increase in treatment rates between 60% to 100% compared to historic treatment
rates - this would equate to 8,000-10,000 patients being treated in England

e In no country with comparable prevalence have we seen a 4-fold increase in
treatment rates, which is the required increase to equate to 20,000 patients treated





To provide consistency, the Gilead budget impact estimates are based on the same
minimum patient number that was used by NHS England (i.e. 7000 patients). Based on
previous communications from NHS England, guidance from clinicians, and experience from
other countries, the maximum number of patients treated per year with a NICE mandate is
10,000-15,000 patients; therefore the relevant range is 7,000-15,000.

The budget impact should also be assessed based on the additional or incremental budget
required for the introduction of a new treatment (i.e. it should take into account current spend
in this disease area). According to IMS data, during the 12 months to Feb 2015 total spend
on HCV therapies in England was £144m (based on list prices) of which 60-70% was likely
to be GT1 or GT4 usage. As we know the current standard of care medicines are
discounted, therefore we conservatively assumed a 50% discount on current spend for the
purposes of the budget impact analysis.

In addition, commercial discounts for the new medicines are not taken into account and
therefore the values discussed here should be considered the absolute maximum. The NICE
committee should be aware that NHS England currently have, and will have additional,
commercial in confidence discounts for the new Hep C medicines. As a result, the budget
impact will again be significantly reduced as a result of these discounts, and therefore the
figures presented are highly conservative.

Hepatitis C is currently ranked 37" in terms of current drug spend. It is estimated that the
budget could increase to £259-£465 million for the treatment of all HCV patients (not just
LDV/SOF patients). To help the NICE committee understand this level of spend relative to
other disease areas, this would mean Hepatitis C drug spend would increase to between 9™
and 23". This demonstrates that total spend on Hepatitis C is by no means far in excess of
‘routine’ spending in different therapy areas and highlights that Hepatitis C has historically
been, and currently remains, underfunded.

Table 1: Budget Impact Assumptions

Assumptions used

Patient Range of patient numbers from 7,000 to 15,000

population There are approximately 5000 cirrhotic patients under treater care.
Under each scenario, all 5000 cirrhotic patients are treated and non-
cirrhotic patients make up the difference (this is conservative as they
drug costs are much lower for the non-cirrhotic patients).

20% were assumed interferon unsuitable (only relevant in GT3 and
GT5/6 where all oral regimens are not the standard of care).

Genotypes GT1 — 45%; GT2 — 5%; GT3 — 45%; GT4 — 3.5%; GT5/6 — 1.5%

Drugs Treatments have been assigned where they currently have, or are
expected to receive, a NICE recommendation:

GT1 - LDV/SOF 8 weeks for TN NC and 12 weeks for the remainder of
the population

GT2 — PEG+RBYV for TN NC and SOF+RBV 12 weeks for the
remained for the population

GT3 — PEG+RBYV for TN NC and SOF+PEG+RBV 12 weeks for the






remainder of the interferon eligible population. SOF+DCV for interferon
unsuitable.

GT4 — SMV+PEG+RBV for TN NC and LDV/SOF 12 weeks for the
remainder of the population.

GT5/6 — PEG+RBYV for the non-cirrhotic population and
SOF+PEG+RBYV for the cirrhotic population. SOF+DCYV for the
interferon unsuitable population

Costs All medicines are based on list prices as per the NICE methods guide
Current It is estimated the NHS currently spends £70 million (net) on HCV
expenditure medicines of which £40 million is spent on GT1 and GT4

(proportionally higher due to availability of Pl regimens for GT1 only).

It should be noted that whilst NHS England stated that they have been ‘surprised’ by the
budget required to fund HCV treatments, they have been aware of these treatments for over
2 years, and have known the price for at least 18 months (Sovaldi price published November
2013). This is sufficient time for the treatment of Hepatitis C to be included in the financial
planning exercise of the NHS. As NHS England highlighted, budget planning took place for
the 2015/16 financial year in December 2014. NHS England was aware of these new
treatments at this time, and therefore a budget could have been planned for these
treatments.

By the time NICE guidance is published and taking into account the 90 days granted NHS
England to support implementation of NICE guidance, there are only approximately 4
months left in this financial year in which NHS England would need to fund these treatments
under a NICE mandate. Given NHS England have a budget uplift of £592m this year, it is
highly unlikely a NICE mandate for these medicines would create unaffordable demand,
even under NHS England’s assumptions. These medicines are affordable, with an estimated
pro rata incremental budget impact of £28-£92 million for the 2015/16 financial year.

Budget planning for the next financial year takes place in December 2015, allowing NHS
England sufficient time to incorporate funding for these medicines in the 2016/17 budget.
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THE HEPATITIS C TRUST RESPONSE TO NHSE SUBMISSIONS TO NICE

The Hepatitis C Trust would like to begin by making it clear that we believe that NHS England is
seeking to single out people living with hepatitis C to bear the consequences of its failure to budget
competently for the introduction of new drugs of which it has been aware for at least 2 years.
Through a mixture of inflammatory language, factual inaccuracy and exaggeration, highlighted
below, it is seeking to persuade NICE to act, in an unprecedented way, both ultra vires and against
the evidence to the clear detriment of a patient group already very significantly disadvantaged. This
is manifestly unfair and, in our view, illegal and contrary to both Government policy and the NHS

constitution and we object to it in the strongest possible terms.

We would also like to reiterate what is stated in the covering letter from NHSE that ‘comments from
the CRG’ are NOT comments from the CRG but from certain members, and that no consensus view
has been reached from the clinical body because there was much disagreement regarding NHS
England’s approach among this stakeholder group. Anyone who has not read the covering letter will
be completely misled. Indeed our CEO, who is a member of the CRG, dissociates himself completely

from the comments attributed to the CRG.

The last of our general comments is that this consultation is the latest in a series of manoeuvres by
NHSE that have very significantly delayed the introduction of highly effective, cost-effective new
drugs that will reduce the burden of liver disease in England and significantly reduce the incidence of
liver cancer. We are not aware that NHSE has ever employed such tactics before, and it is difficult to
conceive of a treatment that eliminates a major cause of an untreatable cancer being delayed in this

manner. Once again, patients with chronic hepatitis C are being hugely disadvantaged.

NHSE COMMENTS ON SOFOSBUVIR-LEDIPASVIR

1. However, NHS England understand that new data in specific patient groups is
continuing to emerge and it would seem prudent to allow for a more extensive time
period to enable NHS England to assess the emerging evidence under an evaluative
process that can be managed centrally rather than dictated by statutory guidance.
Such an approach is not usually adopted because it would mean very long delays in the
introduction of new technologies. Why are HCV drugs being singled out for the delays

this would entail?





4. & 8. NHSE propose either watchful waiting or treatment sequencing or both.
Watchful waiting assumes that the only morbidity of HCV infection is liver disease. We
know from countless studies it is not. There is ample evidence of extra-hepatic impact,
including psycho-social impact. Any prioritisation of patients for treatment must take
account of urgent need which must be broadened far beyond fibrosis score to include
such situations as:

- a woman who has unsuccessfully tried treatment and does not wish to risk maternal
transmission or who has had a complicated pregnancy as a result of HCV and now wants
another child but will not take the risk of those complications again

- someone with co-morbidities like cryoglobulinemia

- someone infected through the NHS

- someone who has lost their job because they revealed they have HCV or been
discriminated against in other ways

- someone with debilitating symptoms (debilitating fatigue is a priority indication in the
latest April 2015 European Association of the Study of the Liver HCV treatment
guidelines)

- someone whose life is severely impacted by their fear of transmitting their HCV to
people they love such as children

- someone who is severely burdened by stigma associated with HCV

As regards treatment sequencing, we strongly object to making patients go through an
extremely unpleasant therapy first, particularly one with the risk of permanent harm
(such as thyroid dysfunction), simply because it is cheaper, while denying them cost-
effective treatment that is not nearly so unpleasant and seems to have no long-term
risks. On that logic, is NHSE intending to reuse disposable syringes from now on and only
use new ones if the old ones are too blunt or clogged to work properly? We also ask
NICE to consider the legal position where someone does develop a permanent condition
such as thyroid dysfunction as a result of having to do interferon before being allowed
access to the new drugs. Furthermore, the long-term costs of interferon have never

been quantified properly so it is far from clear that this is cost-effective as a strategy.

5. The argument that cost-effective interventions may displace more cost effective
interventions applies across the whole of health. Why pick on people with HCV? The
£20,000 QALY threshold may be too high to be affordable but that is a system-wide





argument that has no place in a TA. Furthermore holding it at that level was a key plank

in the PPRS agreement with industry and is a matter for Government.

6. In answer to Question 6, NHSE again highlight issues around capacity, citing this as a
continuing constraint to the offer of treatment to all eligible patients. In its response to
NICE’s consultation on the proposal to extend the deferred funding period for
Sofosbuvir however, NHSE argued for a delay on the basis that this would allow it the
time to plan efficient and properly audited care and thereby improve its capacity,
meaning therefore by the end of July. Its failure to build up the expected capacity by this
point should therefore not be accepted as a reason for delaying yet more technology
appraisals for a range of other drugs. In any case, as NHSE states itself, the feedback
from clinicians, who have the on-the-ground knowledge, contradicted NHSE and

suggested the infrastructure was already in place.

NHSE CLARIFICATION

Background

NHSE appears to be asking NICE to replace STAs with a MTA. The question about whether this
succession of new technologies should be addressed through a series of STAs or with a MTA was
debated at each of the scoping workshops (which NHSE chose not to attend). STAs were chosen as
the way forward partly to give patients access to the medicines as quickly as possible. Since this has
already been decided, we think that comments on the need for a MTA by NHSE are irrelevant to
what is being discussed, and to our knowledge no example exists from another disease area of a STA
that is already underway being paused in order to seek a rule change midway through the process,

paving the way for a MTA.

Prioritisation strategies

NHSE states, ‘it is estimated that 70% of patients will not develop cirrhosis, and among the 30% who
do, time to progression is 40 years on average’. As with many of the other figures included by NHS
England in its response, this is not referenced and more importantly these figures are very much
open to dispute. For example, a meta-analysis of published studies showed that the prevalence of
cirrhosis after 20 years of infection was 16% (Thein et al Hepatology 2008;48:418-38). The
prevalence after longer durations of infection is unknown but one study in elderly Pakistani men

infected in early childhood showed a prevalence of cirrhosis of 71% in those infected for over 60





years (D’Souza et al.Clin Gastroenterology Hepatol 2005;3:910-17). We agree that there is
uncertainty about the long-term natural history of chronic hepatitis C infection and that the lifetime
risk of cirrhosis is unclear, as is the rate of progression in elderly patients. However, it is known that
the disease accelerates with ageing and unreferenced, highly selective quotations are not

appropriate for an organisation committed to evidence based medicine.

NHSE asks NICE to re-do its cost-effectiveness for people with FO-F2 on the grounds it will introduce
a policy to treat people with F3. This is clearly an attempt to find a group of patients for whom
generally cost-effective treatment is not cost-effective, a principle that could be applied throughout
the system with totally unacceptable results. There will always be some patients for whom
something is not cost-effective, perhaps because they have co-morbidities or are older or have
genetic variants. NICE has always assured us this is not an approach it wishes to take in TAs. Are

people with hepatitis C to be singled out?

Furthermore, one of the huge benefits of the new treatments is their short duration (8-12 weeks)
potentially allowing the treatment of groups who may not remain in the treatment pathway for long,
such as people who inject drugs (PWID) and prisoners. There is absolutely no guarantee, as NHSE
implies, that watchful waiting will ever present another chance to treat them. Even patients with
stable lifestyles may withdraw from follow-up after prolonged attendance at hard pressed liver
clinics — and the costs of watchful waiting and the impact on patients has not been considered by

NHSE.

There is no guarantee that if NICE allows NHSE to balance its budget by treating as many patients as
it feels like each year, given the number of new infections and indications of the numbers it
currently wants to treat, NHSE will EVER treat the majority of people with FO-F2 before they get to
F3. In other words the message will be ‘you are not sick enough to get treatment’, apparently
ignoring the principle of increased prevention in the case of hepatitis C patients in contrast to what
is being applied in the rest of the NHS. It also disregards the fact that many people have extra-
hepatic morbidity as outlined above in our response to NHSE’s response on Sofosbuvir-Ledipasvir as
well as the fact this is an infectious disease that can be cured with a short course of very tolerable

treatment.





For the above reasons we believe NHSE’s claim that up to 70% could be overtreated if access is
determined by cost-effectiveness to be highly speculative and we urge NICE to give it very little

weight.

Questions specific to the appraisals

Q1. NHSE states: ‘However, if a hypothetical but unrealistic 100% of the estimated 80,000
population with confirmed chronic hepatitis C comes forward for treatment our analysis suggest
budget impact up to circa £1.9 billion.” NHSE says it is unrealistic but includes it anyway. This is
unnecessarily inflammatory and manipulative (it is the sort of thing you might expect from a patient

organisation!).

NHSE’s estimates of numbers coming forward for treatment do not seem to be based on any
evidence and again, are not accompanied by references and therefore cannot be fairly challenged.
We are also confused as to why NHSE has decided to use list price for new drugs but discounted
prices for interferon. This is inconsistent. We are aware that industry has already discussed with
NHSE the sort of discounts that would be available and we are aware that in many EU countries
negotiations with the companies have led to ‘volume based discounts’ which ensures that if
numbers presenting for treatment exceed expectations a ‘price cap’ reduces the overall budget
impact. NHSE has well developed structures for managing the flow of patients with non-life
threatening disorders and we see no reason why local prioritisation and case load management
strategies can not be introduced for hepatitis C. As an aside, NHSE proposes apparently to treat
everyone for 12 weeks, including who have G3 and no cirrhosis with interferon and ribavirin. This

contradicts NICE’s TA on these drugs.

We are extremely concerned that NHSE says it cannot afford to treat just 7,000 patients. Clearly it
can afford it (it has a budget of £98 billion, 10% of which is a budget for medicines). It is simply
choosing to spend it elsewhere so that the quoted £285million exceeds whatever amount it has
arbitrarily decided to allocate to hepatitis C. NICE with its cost-effective approach is designed
precisely to prevent this entirely arbitrary type of resource allocation. According to the latest IMS
data, a spend of £285 million would rank 20" in drug spend by disease area; even a spend of £518
million, NHSE’s estimate for treating 20,000, would only rank hepatitis C 9", so why is hepatitis C
being singled out as exceptionally expensive and exceptional rationing being proposed?
Furthermore, throughout the discussion from NHSE there has been no mention of the cost savings

that will accrue to the NHS from reduced rates of liver cancer, reduced presentations with





decompensated cirrhosis and, ultimately, the cost savings from preventing hepatitis C transmission,
reflecting NHSE’s desire to base decisions entirely on their current year budget, an extraordinarily

short-sighted way of running a health system that we urge NICE to reject.

Q2. NHSE says it has not budgeted for these new drugs because the budget was set in December
2014. We are aware that clinicians met NHSE representatives in December 2013 to outline the issues
around the new drugs and the ballpark costs have been have been known since the beginning of
2014 so NHSE have had ample warning. Could someone please explain to us patients how this is not
gross negligence on the part of NHSE and why we should be chosen to make the sacrifice for this

abject failure of planning?

NHSE says that to fund the new drugs it would have to make reductions elsewhere (even though
NHSE says it would be inappropriate to say where). If there is an overspend, reductions should be
shared equally between disease areas, not concentrated purely on hepatitis C patients. This brings
us to the crux of what is unfair about NHSE’s approach with regards to hepatitis C treatment. Drug
expenditure is, inevitably, fluid. Older drugs become cheaper with time and, as patents expire and
generics become available, prices fall dramatically. These discounts are offset by new innovative
drugs that are, initially, expensive. We are aware of a number of drugs (particularly in the HIV and
HBV field) where expiry of patents will lead to significant price reductions in the foreseeable future —
why is NHSE moving the cost savings to other disease areas and not providing therapy for patients
with hepatitis C? This also disregards the PPRS, which is supposed to allow for innovative new

treatments to be provided through the NHS.

NHSE says: ‘Table 1 shows the health forgone from activities that are likely to be displaced in the
NHS from funding the new hepatitis C treatments assuming a budget impact from those products of
£300 million and £700 million using the opportunity cost calculator.” Despite the caveat that this is
for illustrative purposes only and will not necessarily happen, the implication of the words ‘likely to
be displaced’ is that if people with hepatitis C are given cost-effective drugs, we will be responsible
for between 1,500 and 3,500 deaths. This is absolutely outrageous. | cannot describe how disgusted
we are by this. Thank you, NHSE, for providing the detail of just who we will be killing. Perhaps NHSE
would like to spell this out in a patient leaflet to go with the drugs so patients can be reminded every
day just who they are killing by taking cost-effective drugs. Any displacement could be considered in

this light. Has this ever been done before? Have cancer patients been told how many people they





may be killing? Not only is NHSE trying to make a special case of people with hepatitis C, it is using

very special tactics to do so. Just suppose this had been done with the cancer drugs fund ...

By implication NHSE is suggesting that NICE too may be responsible for these deaths if it does not
allow NHSE to ration the new drugs. We consider this to be an attempt to put wholly unacceptable
pressure on an independent organisation and we hope that NICE will censure this publicly on June
23" and discuss this with Ministers. It is particularly unacceptable because it is an attempt by NHSE

to shift the blame for its failure to budget properly.

Q3. NHSE says: ‘NICE recently issued guidance which stated that ‘If there is more than one NICE-
approved medicine for the condition, providers and commissioners must not recommend that any
one of them is used routinely in preference to the others (unless an order of preference is stated in
the TAs or HSTs). Similarly, they must not recommend that a medicine that has not been assessed by
NICE is used routinely in preference to a NICE-approved medicine.” By issuing STAs for the different
treatments that are available NICE is effectively forcing NHS England down a treatment line which
may not be in the best interest of patients or the NHS as a whole.” We cannot comment on this

because we are unable to understand the point.

Q4. NHSE has chosen to take the upper figure of £772 million to illustrate that it cannot afford NICE
to issue TAs in the normal way. Leaving aside the incomprehensible failure to budget for hepatitis C
drugs and questionable costing, this is still a major exaggeration. This is predicated on 32,000 being
treated, when NHSE says that only 28,500 in total are in touch with services and that 20,000 is
beyond the current capacity. Indeed we estimate that 15,000 is about the current capacity, based on
a capacity to date of around 5,000 for IFN/Ribavirin treatment with an average treatment duration
of say 36 weeks (half G3 at 24 weeks and half G1 at 48 weeks) compared to 12 weeks for the new
treatments, allowing for the added time for working up new initiates to treatment. Since much of
this capacity is staff and clinic space, the ability to increase this in the short term is limited and we do
not believe NICE would expect NHSE to go to extraordinary lengths to increase capacity in the short
term. We are also convinced from surveying our constituency that most patients are prepared to
wait if there are real capacity issues (for a reasonable time), whereas they absolutely do not think

they should have to wait for cost-effective drugs purely because NHSE says it cannot find the money.

Questions not specific to hepatitis C





Qs 5-7. NHSE is asking NICE to consider ‘affordability’. Changing the healthcare system in this way
may indeed be necessary but this is something to be decided by Government, ideally after significant
public debate, not in the middle of three TAs. NHSE admits in an internal document on managing the
introduction of the new hepatitis C drugs that NICE can only consider cost-effectiveness and not

affordability and is therefore knowingly asking NICE to act ultra vires.

What NHSE appears to want is that at some threshold (£70 million is suggested by NHSE with
absolutely no evidence or justification) NICE will hand over to NHSE the decision as to who to treat
and with what. Certainly that is what NHSE is asking for here for people with hepatitis C. The
problem with that approach is that it is arbitrary, non-transparent and in the hands of unelected
people. What is affordable in a given disease area will depend on what budget is allocated to that
area. How will that be decided? How will the most disadvantaged fare? NHSE says it cannot afford to
treat 7,000 people with hepatitis C this year. Next year how many will be affordable or will it be
2,000?

There is a particular statement we find extremely sinister stating: ‘This is of particular concern if this
is done without a public debate not only about the benefits of the treatment recommended and the
needs of that patient population but also about the benefits of other treatments and needs of other
patients.’ This suggests NICE would like to see the public debate whether people with hepatitis C are
worthy of treatment or whether the money should go elsewhere. The whole point of NICE is that it
operates an evidence-based system that is fair and transparent and therefore allows access to cost-

effective drugs for disadvantaged groups, irrespective of how popular they are with the public.

CONCLUSION

To abandon people with hepatitis C in the undoubtedly worthy cause of trying to help NHSE with the
financial problem it faces as a result of its failure to budget properly for completely foreseeable costs
would, we consider, be both ultra vires and perverse and we urge the committee to withstand the

unprecedented pressure being applied.
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Dear Mr Boysen

Joint response to NICE from the British HIV Association (BHIVA) & the
British Association of Sexual Health & HIV (BASHH): ‘NHS England
Submission to Questions Raised by NICE Following Consultation
Responses to Hepatitis C Drug Appraisals’

We are grateful to the NICE Appraisal Committee for allowing us to respond to comments
received from NHS England with regards to the following treatments for hepatitis C (HCV):

e sofosbuvir/ledipasvir

e daclatasvir

e paratepravir/r, ombitasvir and dasabuvir

Although we appreciate the financial constraints facing NHS England, we are not in agreement
with their comments with regards to the publication (and implementation, thereafter) of NICE
technology assessments for the listed drugs.

Whilst the Viral Hepatitis group of the Infectious Diseases/Hepatobiliary CRGs were consulted
on NHS England’s response there clearly was not agreement from all CRG members in support
of it (apparent in the covering e-mail.) As representatives of associations representing both
patients and healthcare professionals caring for people with HCV and HIV/HCV co-infection, we
too disagree with many of NHS England’s assertions.

We have also sought views and input on this document form commentators within BVHG/BASL
who will be commenting separately on this consultation.

There are a number of specific issues to which we would like to draw the NICE committee’s
attention:

1) EFFICACY: we need to question NHS England’s assertion that there are uncertainties

regarding treatment effects and comparative effectiveness:

a) They state ‘the evidence base is small particularly in more severe patients (i.e. patients
with cirrhosis)’ - as the Committee are doubtless aware, a number of real-life cohorts
[1] and phase 3 trials [2] have presented or published data on the effectiveness of
IFN-free DAA regimens in cirrhotics, including de-compensated disease. Further
data will not change this

b) NHS England also states that ‘there is lack of evidence in harder to reach populations
(e.g. co-infection with HIV)’. We strongly refute this; there are now data from trials
and cohort studies that put beyond any reasonable doubt that DAA-based therapies
perform just as well in co-infected patients [3-5]. Furthermore as NHS England are
well aware, more than 80% of patients with HIV-infection in the UK are already in
care, the vast majority with HCV are diagnosed (due to regular viral hepatitis
screening) and most are linked into care for their viral hepatitis [6].
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2) COST-EFFECTIVENESS:

a.

NICE employs clear criteria for determining cost-effectiveness, as such, although
we appreciate the financial constraints facing NHS England, repeating cost-
effectiveness analyses would surely draw the same conclusions, regardless of
current financial constraints?

NHS England question the static nature of the cost-effectiveness models stating
re-infection and onwards transmission as sources of uncertainty. A number of
modelling studies, including work from the UK [7] have taken into account the
impact of re-infections on the effectiveness of testing and treatment; NHSE have
not acknowledged the potentially significant benefits of ‘treatment as
prevention’ nor that treatment will not only reduce the incidence of new
infections but the prevalence of HCV. To reduce the burden of disease and new
HCV infections amongst HIV+ MSM will require treatment with DAA-based
therapy for >80% of those with acute HCV and within a year of diagnosis and
20% of those with chronic HCV, per annum [7]. We are not convinced that
further data will change these assertions and now is the time to reduce the
burden of HCV-related disease in these vulnerable, high-risk populations.

We are concerned that basing cost analyses on list prices of new drugs over-
estimates potential costs; NHS England would usually negotiate significantly
lower prices

3) WATCHFUL WAITING & SEQUENCING:

a.

We must highlight that ‘watchful waiting and monitoring for disease progression’
has associated costs; whilst this may be possible for patients currently in care, it
will have significant resource-use implications for the future. Furthermore, such
a strategy may be detrimental in the case of rapid progression in some groups
(e.g. sub-groups of HIV co-infected patients). We also emphasise that HCV-
infection is a chronic inflammatory condition with deleterious effects beyond the
liver (renal disease, bone disease, cardiovascular disease, poor psychological
health, fatigue); this may be particularly more pronounced in co-infected
patients [8-10].

We are also disturbed that given therapies with significantly fewer side-effects,
and better SVR rates, NHS England would even consider sequencing therapies,
with ‘less expensive’ PeglFN and ribavirin (+/- first generation Pls): these
regimens are associated with unacceptably high rates of treatment-limiting
toxicities and the strategy is clearly counter-intuitive in terms of patient (and
clinician) acceptability. To accurately ascertain the impact of watchful waiting or
drug sequencing require trials designed to investigate these questions; this is
not what NHS England are suggesting and their proposed strategy does not
address this.

4) OPPORTUNITY COSTS OF HIGH-COST MEDICATIONS: whilst there is a large
population with HCV infection in England, the vast majority remain undiagnosed
(28,500 diagnosed of an estimated 160,000 infected), and of those diagnosed not all are
under regular follow-up and ‘in care’. It is therefore highly unlikely that uptake of
treatment according to NICE guidance will have anywhere near the suggested impact on
NHS England’s budget in a single year. Even if treatment is taken up by all HCV patients
in care this would take place over a period of many years.

5) CAPACITY CONSTRAINTS:





a. We, and others, have highlighted already that the infrastructure delivery of DAA-
based therapy was established by NHS England for the delivery of the EAP for
decompensated cirrhotics. An expansion of the number of networks delivering
DAA-based care is already underway and care networks for co-infected patients
have been established. Further refinement of delivery can happen in parallel to
establishing therapy; any further delay will not be helpful.

b. NHS England acknowledges that treating up to 7,000 individuals per annum
would be manageable within current clinical services. It was as a result of NHS
England’s concerns that services would be unable to meet a similar capacity
demand that the implementation time for Sofosbuvir/Ribavirin +/- Interferon
was extended. The fact that NHS services are now deemed capable of treating
this number of patients is reassuring and, as per point 4, treating 7,000
individuals a year would still enable us to treat all diagnosed people within 5
years.

c. We firmly believe that appropriate, equitable and controlled implementation of
NICE guidance can be achieved within existing and evolving services.

6) MULTIPLE TECHNOLOGY APPRAISAL: NHS England state that ‘all stakeholders who
have advised NHS England have indicated the importance of forming a multiple
technology appraisal..” We were certainly not consulted in this regard and are
interested to whom ‘all stakeholders’ refers. We believe that with the fast evolving
therapeutic landscape of HCV therapy, with several potentially beneficial agents still in
development, a meaningful MTA would not be possible for a few years to come and
would take a further 1-2 years to complete. As NICE and NHS England are both well
aware MTAs are not feasible for all therapy areas; NICE-accredited guidelines (as per
those for HIV treatment, for example) may be more useful and responsive to this quickly
changing disease area. An MTA would unnecessarily delay implementation of therapy
for groups of patients that would not meet NHS England’s ‘priority’ criteria.

7) PRIORITISATION STRATEGIES:

a. Although we applaud the NHS England DAA EAP for decompensated cirrhotics,
we are concerned about the already significant delays in the DAA programme for
compensated cirrhotics (initially promised in May 2015 and yet to be
implemented). We reiterate that the strategy of ‘watchful waiting’ is also
associated with a cost to the NHS and a burden on already full clinics. Further
delay would be detrimental to the sub-group of patients with rapidly
progressing liver disease (a significant sub-group of HIV/HCV co-infected
patients, for example) and patients who default regular follow-up creating
inequalities in healthcare delivery for certain sub-groups of society (homeless,
migrant communities and PWIDs, for example).

b. We are also concerned that ‘prioritisation’ strategies will be liver disease-based
(as already implied in the NHS England response) and will disadvantage certain
populations with major HCV morbidities not necessarily associated with
significant liver fibrosis. As already emphasised, successful HCV treatment
improves extra-hepatic HCV-related morbidities; in HIV-infected patients, even
those with milder fibrosis (<F2), successful HCV therapy is associated with
significantly improved overall survival [11]. National/international guidelines
[12,13] recognise this and recommend prioritising treatment for certain sub-
groups without significant fibrosis.

8) ‘RECOMMENDED WITH RESEARCH’:





a. We remain unconvinced that the ‘recommended with research’ position NHS
England urges for those without cirrhosis will deliver therapy to those most in
need of DAA-based therapy. NHS England provides no evidence to support this
strategy, nor any suggestions for a programme that would provide answers to
the questions they raise. We believe that ‘further research’ in this area is best
delivered by robust data-collection, as therapy is rolled-out as per guidance.
Contrary to NHS England’s assertion that there is insufficient data to support the
use of these new agents we would argue that the extensive phase 2 and 3 trials,
deemed sufficient for approval by the FDA and the EMEA, combined with
extensive phase 4 and ‘real world’ data provide ample evidence. Clarity from
NHS England about what evidence is lacking would be insightful.

b. We read with interest a paper outlining the principles underlying a NICE
decision to ‘approve with research’ [14] and, based on this, believe that HCV
treatment does not fulfil those principles:

i. The ‘uncertainties’ that NHS England cite are around cost-effectiveness
based on re-infections (driving up cost) and onward transmission
(driving down cost) and failure to explore a stepwise approach (this
would be unacceptable ethically as has already been accepted by
FDA/MHRA)

ii. The issues of re-infection/onward transmission may well not be
answered by further research - modelling data already addresses these

iii. The relatively high opportunity costs currently (almost all down to drug
price) will be reduced considerably over the coming years as
competition increases

iv. ‘Research’ of this nature is best carried out with wider implementation
of therapy

9) IMPACT ON OTHER SPECIALISED SERVICES: NHS England makes reference to this
issue and use it as justification for altering NICE processes. We would be interested to
see the data on which this is based.

10)NICE: we strongly advocate that NICE’s robust and validated processes remain
independent both in terms of external influences on their decisions and that
interventions are assessed on their own merits, not relative to the potential impact on
other disease areas.

We would urge NICE to move forward with its recommendations and for NHS England to
engage fully with all stakeholders (including national organisations, patient advocacy groups)
so that DAA-based treatment can be delivered efficiently and equitably. We would also suggest
use of evidence-based clinical guidelines to guide use of particular DAAs in sub-groups of
patients.

Please contact the BHIVA Secretariat if you have any queries regarding these comments.

Yours sincerely

Dr N Dr
, BHIVA Hepatitis Society Subcommittee BASHH
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‘NHS England Submission To Questions Raised By NICE Following
Consultation Responses To Hepatitis C Drug Appraisals’

The British Society of Gastroenterology, British Viral Hepatitis Group, British Association for the
Study of the Liver and Royal College of Pathologists are grateful to the NICE Appraisal Committee for

allowing us to respond to comments received from NHS England with regards to the following
treatments for hepatitis C:

e sofosbuvir/ledipasvir
e daclatasvir
e paritaprevir/ritonavir, ombitasvir and dasabuvir

Summary of the organisations responses to specific NHS England points
e lack of evidence of effectiveness

We disagree with NHS England’s assertion that there are significant gaps in the evidence base and
stand with NICE in its decisions

e Lack of evidence of cost effectiveness

The evidence for cost effectiveness is clear and the additional data alluded to in NHS England’s
submission increases, not decreases the cost effectiveness of therapy

o Need for multiple technology appraisal

This mechanism would be too slow, would potentially exclude some suitable therapies, and is
inappropriate in a fast moving therapeutic area. NICE guidelines and outcome monitoring are a more
appropriate way forward using NICE judgements from the current STAs as the base case

e lack of consideration of a wait and watch approach for those with less severe liver disease.

This is unsafe clinically as the tools for diagnosis, for monitoring frequency and a recall system are
lacking. It has also been previously assessed by NICE as being suboptimal on both cost effectiveness
and clinical grounds.

e Budgetary impact and affordability

NHS England’s arguments are based on wholly inappropriate interpretations of the numbers of
patients aware of their diagnosis and who are likely to access therapy and be treated each year. We
contest that the true figures are highly affordable and represent excellent value for NHS England

e Role of NICE and the NHS England challenge

We believe that if upheld, this challenge to NICE by NHS England would fundamentally alter NICE's
role and remit. This would potentially lead to a situation where NHS England’s veto on the ground of
potentially spurious claims of unaffordability would deny not only hepatitis C sufferers but people
with other serious clinical conditions access to highly cost effective therapy.
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The NHS England submission.

NHS England have submitted a series of arguments to NICE to evidence their contention that NICE
should not approve the 3 current STAs ongoing.

These arguments are summarised as:

1. The evidence base for the interventions is inadequate, specifically in hard to treat patients,
those currently not engaged in treatment where the risk of reinfection is unclear and the
omission of watch and wait strategies for those with mild liver fibrosis

2. The cost of implementing NICE guidance for these 3 drug regimens would be unaffordable.

The organisations above, who represent a broad spectrum of clinicians involved in diagnosing and
treating hepatitis C infection in England, feel the arguments cited have no validity and solely
represent an attempt by NHS England to both constrain costs at the expense of patients’ health in an
area of existing significant health inequalities, and undermine the vital role of NICE in setting an
objective benchmark for treatment cost effectiveness and fitness to become standard NHS therapy.

Evidence supporting effectiveness and cost effectiveness.

To deal with specifics in the NHS England response relating to the evidence, NICE has an established
and robust process for assessing the evidence and no substantial gaps were identified which would
not allow an assessment of cost effectiveness to be undertaken. The levels of evidence for each
specific patient group are extensively addressed across the three STAs and the clinical community
believes this data is as robust as any other area of recent medical therapeutic advance. The evidence
cited by NHS England as areas of gaps are not so, with perhaps a single exception. Indeed the data
cited by NHS England in their submission specifically undermine their argument. All the data for
Sofosbuvir/Ledipasvir confirm that short duration therapy (12 weeks versus 24 weeks) is effective
which makes the new agents more cost effective than the base case taken by NICE. The cited specific
gap of evidence for effectiveness in those with advanced liver disease is inaccurate and incorrect —
sufficient data is available and indeed some of this has come from access policies funded by NHS
England. The Sofosbuvir Early Access Programme for those with severe or decompensated disease
was a significant success and is the one area where clinicians felt that there was a genuine
partnership between NHS England and those delivering treatment to a high needs group. This major
programme demonstrated that the drugs assessed in two of the three STAs are highly effective even
in this patient population. The other specific area of evidence where NHS England are incorrect is
genotype 3 infection where the UK based BOSON study has provided clear unambiguous answers.

The clearly carefully selected edited commentary by the hepatitis C CRG/CAG also appears at odds
with NHS England’s interpretation. This direct misrepresentation by NHS England of any consensus
CRG/CAG view has resulted in one member of the CRG/CAG resigning on principle. The clinical
community regard the CRG/CAG’s comments as emphatically in support of treatment with the new
agents in line with NICE provisional approvals. We hope and expect that CRG members, some of
whom have not been able to discuss the situation and their views with the rest of the clinical
community because of signed confidentiality agreements with NHS England, are able to present a
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full view of their opinions to NICE. We have no doubt they will support the provisional approvals
issued by NICE in full.

This degree of certainty over the correct choices of treatment was ratified by a consensus meeting
proposed and supported by NHS England where, in the light of NICE draft STA guidance and
additional evidence that had become available, the optimal regimens were agreed (the document is
attached as an appendix to this letter). This process clearly had the stamp of approval of NHS
England and it is again perverse to suggest that having initiated this, NHS England now do not accept
there is a clinical consensus supported by a strong evidence base for these treatments.

The only area where the specialist societies are in some agreement with NHS England over the
evidence base is the expansion of treatment into areas where patients currently have lifestyles
which would not allow interferon based therapies. In this setting uptake, completion rates and
reinfection have uncertainties. This is an area where commissioning for evaluation may have a place
as may formal research projects. Indeed NIHR are shortly considering the funding of a study
examining initiatives in this very specific patient group (Chief investigator Dr -), and the Chief
Investigators (Profs -, -) of a Department of Health Policy Research grant have
approached NHS England to ask for access to all oral DAAs for the treatment of clients attending
substance misuse services as a research exercise.

It is important to consider however the current structure of services in regard to this. Seventy
percent of hepatitis services do not have outreach sites in substance misuse services currently,
based around the poor uptake of interferon based therapies in this patient population. There is
overwhelming evidence that patients in these settings do not access secondary care and therefore
this patient group represents a substantial proportion of those currently tested and known to be
positive who have not accessed treatment. There is no reason to suspect that lifestyle factors which
stop hospital attendance for assessment will differ from those which would stop people taking up
oral treatments so treating this population will requite establishment of outreach services in
locations they can and do attend. To establish these services will take time, presumably a function
of the new hepatitis C networks. Given however that the funding mechanism for networks, outside
some pump priming for data gathering and pharmacy support, is likely to be negligible, it seems
certain that any expansion of outreach will be a slow and therefore highly controlled one with little
short or medium term impact on NHS England’s budget. It is salutary and informative in this regard
to note that opt out testing in the prison population has only just been rolled out and there remains
a substantial gap in the delivery of treatment in prisons which will likely take a number of years to
close.

Multiple technology appraisal.

NHS England suggest that given the number of agents being considered by NICE an MTA would be
the appropriate method of assessing these agents. There is a comment that ‘all stakeholders who
have advised NHS England’ have indicated the importance of MTA in this disease area. We are not
clear on who these stakeholders are as there have been no approaches to any of the specialist
societies. The argument is fallacious, in a rapidly moving area with new agents likely to enter clinical
practice an MTA would be too slow, would not be able to consider newly available agents, and
would be rapidly outdated. We assert that a NICE-accredited guideline approach as for HIV therapy
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is a far more effective and appropriate way of managing these new introductions within the cost
effectiveness envelope established by NICE.

Wait and watch approach for patients without severe fibrotic liver disease.

NHS England contend that a wait and watch approach should have been a comparator in the STA
assessment process. We believe this is not a safe or cost effective clinical path to follow. There is a
clear evidence base assessed by NICE which mitigates against a wait and watch approach. Since the
advent of ribavirin the cost effectiveness of treating over waiting for liver fibrosis to develop has
been clear, leading to recommendations that all patients irrespective of liver disease severity should
be treated. NHS England produces no data to suggest that this well established principle, one
produced with drug treatments which had a cost not dissimilar to the oral agents included in the
STAs, should be abandoned.

The NHS England proposal to address this is also unworkable in practice. An arbitrary F3 fibrosis level
for treatment initiation has a number of significant practical problems. Liver biopsy solely for this
purpose is impractical, unethical and unacceptable to patients and the non-invasive technologies
available have a poor evidence base for such a distinction and are not widely available in the UK.
Many liver and infectious diseases centres in England as well as most smaller units do not have
access to elastography. There is no evidence base to suggest a reasonable time frame for repeat of
such testing in those who have a score below such an arbitrarily defined threshold and there are no
robust mechanisms of any sort to ensure adequate recall for patients. It is the contention of the
clinical community that given these key uncertainties it is impossible for NHS England to safely adopt
a wait and watch process now or in the medium term.

Budgetary impact of the new agents: affordability.

NHS England’s view of the budgetary challenges hepatitis C drugs may pose is simplistic and wrong
both in terms of factual information and the principles of equity and fairness.

There are a number of models of the UK hepatitis C epidemic, some produced and validated by
Public Health England (PHE). In the PHE models of impact the key assumptions are based on both the
figures held by PHE and full engagement with clinicians to understand the barriers to diagnosis and
treatment and what may be possible to deliver to reduce the burden of end stage liver disease. Even
with the most aggressive case finding and treatment scenarios from PHE treating more than 10 000
people per year is highly unlikely, and it should be borne in mind that even this figure is three times
that achieved currently. There are a number of reasons why NHS England’s worst case scenario is
incorrect. Firstly the figures they quote assume that all patients estimated to be living with hepatitis
Cin England are aware of their diagnosis which is incorrect. PHE estimates that possibly 60% are
diagnosed. This dramatically reduces NHS England’s predicted impact in the absence of some sort of
national case finding strategy for which there is no current plan. We also know a significant number
of people have disengaged with services and many have not engaged at all, estimated to be another
20-30%. The idea that suddenly all these individuals will come forward for treatment is fanciful, the
reality is that clinical services will have to work hard to find them and this will take time.

Even considering those patients who are engaged with existing services the figures proposed by NHS
England are not realistic. The potential numbers able to be treated are also determined by the
present treatment capacity within the NHS. Each course of antiviral therapy with these antiviral
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drugs requires 7 outpatient attendances with an experienced, trained hepatitis specialist and a
review at a multidisciplinary meeting. Treating 80,000 patients (involving 560,000 extra outpatient
visits and 13,000 hours of MDT discussion) is unrealistic within the timeframes that have been
suggested.

In the initial year the clinical capacity issue has been exacerbated by the very significant delays in the
commissioning policy statement for cirrhotic patients from NHS England. Despite NICE ruling that
this should have been available from April 2015 it was finally signed in the second week of June. This
delay has led to an increased backlog of patients with cirrhosis that should be treated in the initial
wave. This limits access for others.

Funding Hepatitis C drugs and impact on other specialised commissioned services

NHS England’s contention that funding hepatitis C drugs will displace other more effective
treatments is particularly noteworthy. Few health interventions offer cure, fewer still in more than
90% of people affected and as an investment for the Nation hepatitis C therapy is highly cost
effective. Further the quoted impacts on the wider health system suggested by NHS England are
based on an unpublished draft paper which is not available for scrutiny, and a further article which
has been incorrectly referenced and therefore similarly not available for review. Also
unacknowledged by NHS England is that from August 2015 sofosbuvir, peg-interferon and ribavirin
will be commissioned (as per previous NICE STA) for all those with genotype 1 disease and some
other patients with different genotypes. The products presently under review by NICE are similarly
effective and cheaper than this therapy when utilised within clinically acceptable 8-12 week
regimens and therefore are actually cost-saving to NHS England, rather than the converse which is
being proposed.

NHS England has choices about where it may invest and where it may make savings in a very
substantial drug budget. To compare the cost impacts of a new technology solely to the expected
growth in funding is unbalanced, as costs are fluid within the health system with new innovations,
advances, the greater availability of generics etc. It would rather be more valid to compare any cost
pressures to their total budget. NHS England also chooses in its submission to play off the
discounted costs of current treatments for hepatitis C which it quotes as the comparator, against the
list prices of the new agents. There are clear savings to be made with these new drugs which NHS
England does not appear to be willing to include in its calculations although it is universally
acknowledged that these will emerge. We do not believe that a sensible approach to funding NICE
approved hepatitis C drugs will disadvantage other similarly cost effective therapies. It is perhaps of
note in this regard that there appear to be incorrect financial calculations provided by NHS England —
for example in the ledipasvir STA response they quote that treating 50% of 6000 patients with
cirrhosis would cost £121 million, however 3000 treatments at the full list price of £38 980 would be
£117 million, not the inflated figure quoted.

NHS England comment on the difficulties of in-year budget adjustments. It is important to state
clearly that NHS England has been aware for the last two full financial years that these treatments
were likely to have received European Medical Agency approval and were on the programme for
NICE approval, as well as having estimates of their costs. We therefore fail to understand why no
budgetary plans have been put in place to deliver these treatments prior to part way through this
financial year.
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NHS England suggest that the ICER thresholds should be adjusted. To our knowledge the setting of
the ICER thresholds is a matter for NICE, the Department of Health and wider society, not national
commissioners and we believe NHS England have overstepped their authority in making such
statements.

Clinical and patient partnerships in new drug allocation

An important comment is that clinicians and patients are reasonable people who respond to
reasonable things. We are used to working in resource limited environments and managing budgets.
Patients understand that a treatment that costs £30 000 will be subject to limitations on speed of
access and appreciate that some degree of prioritisation is likely to be required. Arbitrary decisions
over treatment based on a total misunderstanding of the need are unlikely to be as effective a way
of managing budgets as a dialogue between informed patients and clinicians over clinical need. NHS
England would benefit significantly from understanding this.

NHS England’s challenge and the broader impact on NICE

The NHS England approach in challenging NICE on the grounds of affordability, particularly with
spurious costs and unrealistic projections, is potentially hugely damaging. If this challenge were to go
through there is no role for NICE, NHS England would not have to justify its budget allocations in
future other than by claiming that any new development, on however arbitrary grounds, was
unaffordable. The unanimous view of the clinical organisations who are signatories to this letter is
that these objections are unfounded and should not be allowed to stop the approval by NICE of the
three STAs on new hepatitis C agents or any other subsequent drugs assessed by NICE.
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APPENDIX

Recommendations from Consensus Meeting on Therapy for Chronic Hepatitis C
London March 3 2015

Background
The treatment options for patients with chronic hepatitis C are expanding rapidly. To guide

clinicians and commissioners the national societies (BASL, BHIVA BIA, BSG, BVHG)
representing clinicians with an interest in this area convened a meeting to provide evidence
based treatment and management recommendations.

Methods

A nominated individual outlined the background data (both published and outcome data from
the English early access program) and presented proposals for therapy. These were discussed
by the 80 attendees and a consensus was reached. This document outlines the consensus
recommendations.

Treatment recommendations:

Genotype 1 - Patients with no evidence of cirrhosis/severe fibrosis

For patients who are treatment naive preferred treatment is with all oral direct acting antiviral
regimens. The following options are all acceptable on efficacy and safety criteria:-

Sofosbuvir/Ledipasvir+/- ribavirin* 8 weeks

Ombitasvir/Paritaprevir (r)/Dasabuvir +/- ribavirin* 12 weeks
Sofosbuvir/Simeprevir 12 weeks
Sofosbuvir/Daclatasvir 12 weeks

If oral DAA regimens are not funded for this patient group by the NHS, patients have the
option of waiting for oral therapy, self-funding or starting treatment with an interferon-based
regimen.

Interferon based regimes include:-

Sofosbuvir/PEG-interferon/Ribavirin 12 weeks
Simeprevir/PEG-interferon/Ribavirin
G1b or Gla without Q80K variant 12 weeks plus 12 or 36 weeks PEG/RBV

For patients with Gla who are Q80K variant positive simeprevir based regimes are not
recommended.

Genotype 1 Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Preferred treatment is with all oral direct acting antiviral regimens. The following options are
all acceptable on efficacy and safety criteria:

Ombitasvir/Paritaprevir (r)/Dasabuvir +/- ribavirin* 12 weeks (Child Pugh A only)
Sofosbuvir/Ledipasvir+/- ribavirin* 12 weeks
Sofosbuvir/Simeprevir +/- ribavirin 12 weeks

Sofosbuvir/Daclatasvir +/- ribavirin 12 weeks
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For all patients who have failed to achieve SVR with PEG-interferon/Ribavirin treatment is
as above (i.e. as per G1 compensated cirrhosis). However for patients with genotype la
virus, and previous null response to PEG-interferon/Ribavirin, treatment should be 24 weeks
of Ombitasvir/Paritaprevir (r)/Dasabuvir/Ribavirin.

For patients who have failed to achieve an SVR with PEG-interferon/Ribavirin and a protease
inhibitor treatment should avoid a protease containing regime and preferred treatment options
are sofosbuvir plus ledipasvir OR sofosbuvir plus daclatasvir.

Genotype 1 - Patients with decompensated cirrhosis

Treatment is recommended with oral Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12
weeks

*Strong consideration should be given to adding ribavirin, though individual patient
decisions are to be made by MDT. For G1b patients without cirrhosis the licensed indication
for AbbVie 3D does not include ribavirin

Genotype 2 - Patients with no evidence of cirrhosis/severe fibrosis

Treatment naive

PEG-interferon/Ribavirin 24 /52 (12-16/52 in low viral load/rapid viral response)

Treatment experienced (previous PEG-interferon/Ribavirin), or IFN intolerant
Sofosbuvir/ribavirin or those with extrahepatic manifestations 12/52

Genotype 2 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Treatment naive: Sofosbuvir/Ribavirin 12/52
Treatment experienced: Sofosbuvir/Ribavirin 12/52 (cirrhotics 16/52)

Genotype 2 - Patients with decompensated cirrhosis

Treatment is recommended with either
Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks

Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks

Genotype 3 - Patients with no evidence of cirrhosis/severe fibrosis

For patients who are treatment naive preferred therapy is:-

PEG-interferon/Ribavirin for 24 weeks (12-16/52 in low viral load/rapid viral response)

For those intolerant of interferon — Sofosbuvir plus daclatasvir or ledipasvir +/- ribavirin for
12 weeks is recommended

For patients who are treatment experience preferred therapy is:-

PEG-interferon/Ribavirin /Sofosbuvir for 12 weeks
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For those intolerant of interferon — sofosbuvir plus daclatasvir or ledipasvir +/- ribavirin for
12 weeks is recommended.

Genotype 3 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Preferred treatment is:-
PEG-interferon/Ribavirin /Sofosbuvir for 12 weeks

For those intolerant of IFN the following treatment options are all acceptable:-

Sofoabuvir/daclatasvir/ribavirin for 12 weeks
Sofosbuvir/ledipasvir/ribavirin for 12 weeks
Sofosbuvir/ribavirin for 24 weeks

Genotype 3 - Patients with decompensated cirrhosis

Treatment is recommended with either
Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks

Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks

Genotype 4 - Patients with no evidence of cirrhosis/severe fibrosis Non-cirrhotic G4
patients

Preferred treatment is for 12/52 therapy with all oral direct acting antiviral regimens. The
following options are all acceptable on efficacy and safety criteria: choice to be determined
by NICE approval, availability of funding from NHS England, and local MDT choice:

PEG-interferon/Ribavirin /Sofosbuvir for 12/52

PEG-interferon/Ribavirin/Simeprevir for 12/52 with PEG-interferon and ribavirin for a
further 12 weeks

Ombitasvir/paritaprevir/ritonavir/ribavirin for 12/52

Sofosbuvir/Ledipasvir/ribavirin for 12/52

Genotype 4 - Patients with compensated cirrhosis/severe fibrosis/major extra-hepatic
manifestations

Sofosbuvir/Ledipasvir/ribavirin for 12/52

Should none of the options above be available, patients wishing to be treated should be
offered Simprevir/PEG-interferon/ribavirin with 24-48 weeks therapy (response guided
therapy)

Genotype 4 - Patients with decompensated cirrhosis

Treatment is recommended with either

Sofosbuvir/Ledipasvir +/- Ribavirin for a total of 12 weeks
Sofosbuvir/Daclatasvir +/- Ribavirin for a total of 12 weeks
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Liver transplant patients

Evidence of fibrosis post-transplant should mandate therapy as current data suggest that
earlier treatment delivers comparable outcomes to non- transplant, non-cirrhotic populations.
Therapy options can impact on immunosuppression thus monitoring and therapy should be
delivered by, or in close collaboration with a transplant centre. Peg-interferon can precipitate
graft rejection and its use can no longer be justified for the majority of transplant patients.
Options:
Gl  sofosbuvir/ daclastavir +/- ribavirin — 12 weeks

sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks

ombitasvir/paritaprevir (r)/dasabuvir/ribavirin 24 weeks

sofosbuvir/ simeprevir +/- ribavirin- 12 weeks
G3  sofosbuvir/ daclastavir +/- ribavirin — 12 weeks

sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks
G4  sofosbuvir/ ledipasvir +/- ribavirin — 12 weeks

ombitasvir/paritaprevir/ritonavir/ribavirin- 12 weeks

Cirrhotic post —transplant are a small population and treatment should be individualized — ie
no recommendations can be made due to a paucity of data

Other general recommendation:

- It is strongly recommended that all patients starting DAA therapy have a baseline
plasma sample archived in the event of treatment failure. All patients with DAA
failure should have a sample tested for relevant resistance on the first sample
following failure

- Whilst currently treatment recommendations for HIVV+ patients are the same as for
HIV negative patients, this may change with emerging data. Furthermore the choice
of therapy will need to be guided by potential for drug-drug interactions with HIV
therapies (see http://hep-druginteractions.org/). All HIV co-infected should be
managed jointly with experts in managing co-infection

- It is recommended that consideration is given to embedding strategically important
research questions into the specialist commissioning process

Diagnosis of cirrhosis

The following working definition of ‘cirrhosis/advanced fibrosis' was agreed for the sole
purpose of including all/most patients likely to have cirrhosis due to hepatitis C* into the
treatment algorithms proposed. Any one of the measures listed will suffice:

e Liver biopsy with stage 5/6 fibrosis or METAVIR 3/4

e Imaging evidence of cirrhosis (either US, CT or MR scan)

e APRI>2 and AST:ALT>1 on at least two occasions

e Evidence of established portal hypertension (varices or ascites) excluding non-

cirrhotic or other causes
e Fibroscan elastography score >11.5 (or equivalent ARFI)

*where the patient has other risk factors for cirrhosis it will be for clinical judgement to
consider the relative contribution from HCV and potential impact of treatment



http://hep-druginteractions.org/�




3 Royal College
[ Of PhySiCiClnS Royal College of Physicians

11 St Andrews Place
Regent’s Park
London NW1 4LE

Tel: +44 (0)20 3075 1560

www.rcplondon.ac.uk

Meindert Boysen From
Programme Director, Centre for Health Technology Evaluation
Submitted via NICE Docs
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Dear Mr Boysen

Re: NHS England response to the Appraisal Consultation Documents for Hepatitis C Drug Appraisals

The Royal College of Physicians (RCP) plays a leading role in the delivery of high quality patient care by
setting standards of medical practice and promoting clinical excellence. We provide physicians in the
United Kingdom and overseas with education, training and support throughout their careers. As an
independent body representing over 31,000 fellows and members worldwide, we advise and work with
government, the public, patients and other professions to improve health and healthcare.

The RCP is grateful for the opportunity to respond to comments received from NHS England with regards to
the following treatments for hepatitis C:

e ledipasvir-sofosbuvir [ID742]
e daclatasvir [ID766]
e ombitasvir/paritaprevir/ritonavir with or without dasabuvir [ID731]

We support almost all of the arguments made by the BSG/BASL/BHVG/RCPath in their joint submission as
well as those made by our own Joint Specialty Committee for Genito-urinary Medicine (see below for further
details). We also acknowledge the difficulties in introducing new and very effective treatments which are
expensive in a cash-constrained NHS. It is vital that NHS England, NICE and the profession collaborate to
ensure that such treatments are introduced in a way that does not compromise care either for that patient
group or at the expense of other patient groups.

The detailed arguments and evidence base is made in the other responses mentioned above, and our
position can be summarised as:

o We believe the evidence for cost effectiveness for these new treatments is clear and that later
additional data than that available in NHS England’s submission increases the cost effectiveness of
these new therapies compared with their calculations. This evidence is significant and robust.

e We support NICE guidelines and outcome monitoring as opposed to Multiple Technology Appraisals for
these treatments.

e We believe a ‘watch-and-wait’ approach is unproven and likely to endanger patients as well as creating
large additional costs. The new treatments are affordable if introduced in a measured roll-out agreed
with the clinical community and patients. It is clear from the specialty society responses that the
profession is fully engaged with such a process.
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e  We support NICE and it is important that implementation of NICE recommendations is done in a
consistent way rather than on a case-by-case basis

Response from the Joint Specialty Committee for Genito-urinary Medicine

We are grateful for the opportunity to respond to comments received from NHS England with regards to
Sofosbuvir/ledipasvir, daclatasvir and paratepravir/ritonavir, ombitasvir and dasabuvir for the treatment of
HCV.

Whilst we appreciate the financial constraints that NHS England is currently under, we are not in agreement
with the comments made to NICE with regards to the publication (and the implementation, thereafter) of
the above technology assessments.

There are a number of specific issues we want to bring to the NICE committee’s attention in this regard

1) We would like to point out that whilst the Viral Hepatitis group of the Infectious Diseases CRG were
consulted on the NHS England response there clearly was not agreement from all the members of this
clinical group in supporting the NHS England comments (as apparent in the covering e-mail.) As
representatives of associations representing patients and clinicians/health-care professionals looking
after patients with HIV/HVC co-infection, we too disagree with some of the assertions made by NHS
England.

2) We would question NHS England’s assertion that there are uncertainties in treatment effects and
comparative effectiveness

a) NHS England state the the ‘evidence base is small particularly in more severe patients (ie patients
with cirrhosis)’ — as the Committee are no doubt aware, there have been a number of real-life
cohorts (including the NHS England EAP in de-compensated cirrhotics) and phase 3 (Solar-1 study)
that have presented/published data on the effectiveness of IFN-free DAAs in cirrhotics including de-
compensated cirrhotics. Further data will not change this.

b) NHS England also state that ‘there is lack of evidence in harder to reach populations (eg co-
infection with HIV) — there are now data from large phase 3 studies and cohort studies, that put
beyond any reasonable doubt (ION-4, ALLY-3, Trio, ANRS cohorts) that DAA-based therapies
perform just as well in co-infected patients. Furthermore, as NHS England are well aware, more
than 80% of patients with HIV-infection in the UK are already in care and the vast majority have
their hepatitis status diagnosed (with regular screening) and are linked into care for their viral
hepatitis (see BHIVA National Audit 2010).

3) NHS England question the static nature of the cost-effectiveness models stating re-infection and
onwards transmission as sources of uncertainty. We would like to highlight that a number of modelling
studies, including work from the UK (N Martin, et al EASL 2015) have taken into account the impact of
re-infections on cost-effectiveness of testing and treatment. Similarly, in the context of HIV-infection,
modelling studies based on the UK CHIC data have also shown that reducing the burden of disease and
new HCV infections amongst HIV+ MSM will require treatment with DAA-based therapy for >80%
within a year of diagnosis and 20% of chronically-infected per annum (N Martin, et al EASL 2015). We
are not convinced that further data will change these assertions and that time is now right to try and
reduce burden of disease in these vulnerable, high-risk populations.

4) The omission of relevant treatment strategies: watchful waiting and treatment sequences. We would
like to highlight to the Committee that ‘watchful waiting and monitoring for disease progression’ has a
cost associated with it, and whilst this may be possible for the current patients in care, this will have





5)

6)

7)

8)

9)

significant resource-use implications for the future. Furthermore, such a strategy may be detrimental
in the case of rapid progression in some groups (eg sub-groups of HIV co-infected patients). We would
also like to point out that HCV-infection is a chronic inflammatory condition and has effects outside of
the liver (renal disease, bone disease, cardiovascular disease, poor psychological health, fatigue) and
that this may be particularly more pronounced in co-infected patients (see Wormack, et al. J Am Heart
Assoc, 2014; 3e:001035, Molnar, et al. Hepatology 2014, Geisbrecht, et al. Plos One 2014; 9:e89556).

We are also disturbed that given therapies with significantly fewer side-effects (and better SVR rates)
that NHS England would even consider sequencing therapies, with ‘less expensive’ PeglFN and ribavirin
(+/- first generation Pls): this is clearly counter-intuitive in terms of patient (and clinician) acceptability

Opportunity costs of high-cost medications affecting large populations. We would highlight that whilst
there is a large population with HCV infection in England, the vast majority remain undiagnosed (28500
diagnosed of an estimated 160 000 known to be infected), and of those diagnosed not necessarily all
are under regular follow-up and ‘in care’. It is therefore highly unlikely that uptake of treatment
according to NICE guidance will have the suggested impact on NHS England budget in a single year but
that even if treatment is taken up by all known to services this would be over a period of many years.

Capacity constraints. We, and others have highlighted that the infra-structure and capacity to deliver
DAA-based therapy had already been established by NHS England for the delivery of the EAS for de-
compensated cirrhotics. An expansion of the number of networks delivering DAA-based care is already
underway and that for co-infected patients networks of care have been established. Further
refinement of delivery can happen in parallel to establishing therapy, a further delay will not be helpful.

NHS England state that ‘all stakeholders who have advised NHS England have indicated the importance
of forming a multiple technology appraisal...” We were certainly not consulted in this regard and
believe that with the fast evolving therapeutic landscape of HCV therapy an MTA would not be possible
for a few years to come and would take a further 1-2 years to complete. As NICE and NHS England are
both well aware this is not feasible for all therapy areas (HIV treatment, for example) and would
unnecessarily delay implementation of therapy for groups of patients that would not meet NHS
England’s ‘priority’ group.

Prioritisation strategies. Whilst we applaud the NHS England DAA EAS for de-compensated cirrhotics,
we are concerned that there are already significant delays in delivering DAAs to the compensated
cirrhotics (this programme was initially promised in May 2015 and has yet to be implemented). We
would point out that the strategy of ‘watchful waiting’ is also associated with a cost to the NHS and a
burden on already full clinics. Furthermore, this would be detrimental to the sub-group of patients
with rapidly progressing liver disease (a significant sub-group of HIV/HCV co-infected patients, for
example) and patients who default regular follow-up creating inequalities in healthcare delivery for
certain sub-groups of society (homeless, migrant communities, PWIDs, for example).

We are also concerned that ‘prioritisation’ strategies will be liver disease-based (as already implied in
the NHS England response) and will disadvantage certain populations with significant HCV morbidities
that are not necessarily associated with significant liver fibrosis. As we have already pointed out, there
is a significant association between extra-hepatic morbidities associated with HCV and successful
treatment, certainly in HIV-infected patients of even those with milder fibrosis (<F2) is associated with
significantly improved overall survival (Berenguer et al, JAIDS 2014; 66: 280-7). In fact
national/international guidelines (AASLD, EASL guidelines 2015) recognise this and recommend
prioritising treatment for certain sub-groups without significant fibrosis.

10) We remain unconvinced that the ‘recommendation with research’ position that NHS England urges for

those without cirrhosis will deliver therapy to those most in need of DAA-based therapy. We believe





that ‘further research’ in this area is best delivered by robust data-collection, as therapy is rolled-out as
per guidance.

In conclusion, we would urge NICE to move forward with its recommendations and for NHS England to
engage fully with all stakeholders (including national organisations, patient advocacy groups) so that DAA-
based treatment can be delivered efficiently and equitably. We would strongly recommend the use of
evidence-based clinical guidelines to guide use of particular DAAs in sub-groups of patients.

Yours sincerely

e






9" June 2015

Dear NICE Team,

Re: NHS England response consultation: (Hepatitis C (chronic)
e Daclatasvir[ID766].
e Ombitasvir/paritaprevir/ritonavir with or without dasabuvir [ID731]
e Ledipasvir-sofosbuvir [ID742]

As a committee member of the United Kingdom Clinical Pharmacy Association (UKCPA)
Gastroenterology and Hepatology Group | would like to thank NICE for requesting us to respond to
the comments made by NHSE to the ACD consultation on the new anti-virals for hepatitis C.

Due to the confidential nature of the NHSE comments the committee response is based on my
overall senior opinion and discussion themes which we as a group have had since the changing
paradigm of hepatitis C.

The NHSE response to the ACD consultation is robust and attempts have certainly been made to
address the concerns put forward by NICE and committee members and we feel this should be
acknowledged. However we believe there remains a number of points which need addressing and
outline these below.

e Itis our understanding that a NICE Only in Research (OIR) specification was developed to
deal with interventions which may not be supported by a sufficiently robust evidence base
to justify an unqualified recommendation. In the latter instance NICE would outline what
further research is carried out to help realise the promise of the intervention. NICE have not
outlined that their appraisal process supports an OIR scheme for the anti-virals currently
available. NHSE have not outlined specifically what research they would want NICE to
undertake nor has their response defined who would be responsible for funding this.

e How would a OIR specification give clarity on what treatment regimen would be ‘first line’
etc? This is not clear in the response from NHSE and with the current access policy being
very limited we would be concerned if these restrictions on choice remained the case until a
multiple technology appraisal was undertaken.

e If a regimen choice was given in a OIR access scheme how would this be done and by whom?

e The NHSE response has outlined that there are a number of drugs in the pipeline which may
rival the effectiveness of the currently licensed anti-virals however surely this is the same
with any drug which NICE appraise or NHSE have to consider? Uncertainties with regards a
treatment can never be fully excluded and it would be unrealistic for NHSE to use this as an
argument for an OIR specification.

e We appreciate that collating an abundance of real world data could facilitate more robust
decision making and support this. Are we in a position where the results of the first phase of
the EAP can be used — these results have been presented at the recent EASL conference and
further support the benefits of some of the anti virals currently available. Have NHSE
considered using filtered non UK based real world data such as HCV-Target from the States
to enhance their assurance with regards treatment regimens?





Will we need to wait for real life experience data for all of the upcoming agents including
those that may not be licensed until 2016/17? How much real life data and in what time
scale will be considered sufficient? As the NHSE response outlines it is challenging to predict
how swiftly disease progression can take place in a non-cirrhotic patient. One could argue
that an F2 patient who is of African descent, overweight, diabetic, male and 65years of age
may progress faster than those with no other risk factors —will there be capacity in an OIR
specification to take this into account?

Does the existence of an OIR specification remove the ability for exceptional cases? Will
there be an exceptional panel? And will this be fully supported / funded by NHSE?

NHSE outline that they are confident that a stepwise implementation programme can be
formed to substantially reduce the burden of disease however we are not convinced based
on the delays we have seen in the development of a cirrhotic and advanced fibrosis policy.

We are concerned that an NHSE promoted NICE OIR approach will remove the ability of a
common sense approach and importantly clinician expertise where more than the clinical
scenario with regards a patient is taken into account (e.g. previous treatment history, social
and psychological factors).

Research has shown that lifetime healthcare costs for a HCV-infected person are significantly
higher than for non-infected persons. This point has not been focused on in the NHSE
response and so the added value of treating and curing a less advanced patient has not been
made clear.

A recent report in the Lancet led by leaders in the field of Hepatology and Health Economics
outline that viral hepatitis remains a significant issue in the UK. It stresses that hepatitis C
can be prevented and details that a lack of investment in this disease area has not assisted
with stemming the increase in HCV prevalence. The longer that the HCV infected population
are left untreated the greater the risk of potential transmission. We acknowledge that anti-
viral treatment is but one aspect of the HCV pathway but are not reassured by the complete
absence of any detail in the NHSE response with regards plans for increased screening and
diagnosis. If the treatment population is going to be restricted due to an access scheme then
the latter point must be addressed.

The NHSE response outlines the need to allow for a more extensive time period so as to
assess emerging evidence. The time frame of 18 months — 5 years has been detailed with
regards developing a multiple technology appraisal etc. There is a lack of clarity on what will
actually be delivered by NSHE in this time frame other than collection if ‘real world data’
which we presume will ultimately be the responsibility of the treatment centres and not
NHSE.

There are concerns that the current NHSE access programme has been reliant on a small
number of individuals and as a result communication of information and translation of
developments has been, at times, less than optimal. There are also concerns that the lack of
transparency as to ‘who is in control’ of an access scheme has proved challenging when
guestions arise. This is not an issue we have had in previous treatment pathways for HCV





and have always had a ‘point of contact’. NHSE would need to ensure greater transparency
with regards contact personnel in future potential schemes.

We are concerned that the approach from NHSE to a high cost therapy has changed
abruptly. The evidence base in terms of numbers for the new anti-virals is arguably more
robust than the studies used to look at earlier agents such as Telaprevir and Boceprevir. The
percentage of cirrhotic patients has been outlined as low in the NHSE response but in fact
the number of cirrhotic patients and special populations such as those co-infected with HIV
has increased. Also it is our understanding that reinfections or onwards transmissions
(including or excluding either) have not been previously included in a NICE appraisal such as
this and therefore should not be used by NHSE as a cost effectiveness uncertainty.

We are concerned that cost effectiveness is heavily focused on within the NHSE response.
We would dispute that if NHSE had concerns are issues with the currently used NICE cost
effectiveness model then this should have been addressed last year so that amendments
could have potentially been made to the calculations in advance of this response. NHSE need
to be clearer on what they want to achieve with regards data on affordability V cost
effectiveness. There remains a lack of definition on what overall value they attach to a
patient achieving a SVR especially those with less advanced fibrosis

If one or more agents in development comes out more appealing in terms of ‘direct drug
cost’ and has acceptable SVR rates will NHSE retract its wish for an OIR specification?

The NHSE response outlines that anti-viral treatment could be commissioned on an
evaluative basis for fixed 2 year period with robust data collection and analysis led by
regional networks — does the NHSE feel that they can commit to this time frame to have a
full strategy in place? We are concerned as a result of the time lags we have seen in the
current development of strategies. A commitment to a time frame would need to be
transparent.

Watchful waiting as described in the NHSE response is not seen as routine practice in many
HCV treatment centres. As a result of the tolerability of PR being so low it is important that
patients who are as clinically fit as possible get initiated on this regimen. The longer the
patient is left the greater their risk of developing complications on treatment or becoming
ineligible for exposure to interferon. Watchful waiting was more aligned with the practice of
waiting for the currently licensed anti-virals to become available so that better tolerated and
more efficacious treatments could be offered.

Capacity issues outlined in the NHSE response existed with interferon treatment and are
likely to be greater if this continues to be the sole treatment available for non-cirrhotics.
Interferon requires regular monitoring due to its side effects and tolerability issues. The
newer agents require less intensive support once a pre readiness screen has been
completed to ensure adherence.

Concerns with regards development of NS5A resistance outlined in the NHSE response lacks
some validity based on the fact that a restricted commissioned access scheme will not
remove the risk of developing resistant variants. The risk is present in either a restricted or
unrestricted access scheme.

Whilst we appreciate that NHSE has finite resources and that we are in a state of economic
recovery we would argue that the newly licensed anti-viral have been known about for over





2 years. We are concerned that there is a lack of recognition that these new agents were
aware of by NHSE and that this further supports the lack of acknowledgement as to the
burden of viral hepatitis. Certainly Horizon Scanning, the sole purpose of which is to assist
with ‘budget planning’ highlighted the majority of the new agents coming on board back in
2013.

e There is confusion with regards treatment number predictions in the NHSE response and the
range 7,000-20,000 (FO-F4) is not realistic. There is a discontent between their argument
with regards capacity and potential treatment numbers. There needs to be recognition that
a clinician or treatment centre will only treat a number of patients that s/he can to do so
safely.

As a pharmacy led group we have been at the forefront of the delivery of the first phase of the NHSE
commissioned scheme and have been involved in the discussions with regards the cirrhotic and
potential F3 policy. At times the disconnect between NHSE, CRGs and those at the ground level has
been frustrating. There has been a lack of uniformity in the translation of information to treatment
centres and as a result this had led to a lot of reacting to new policy changes as opposed to being
proactive. If NHSE are successful in delaying open access to the new antiviral and move forward with
a further commissioned access scheme we would seek policies which are delivered in a much more
streamlined fashion and which have the clarity that is needed.

The decompensated cirrhotic access scheme required significant workforce input from a pharmacy
standpoint. We undertook the later without any additional funding or support and in conjunction
with our current clinical roles. If a similar access scheme was to be supported by NHSE then there
would need to be some form of additional funding acknowledgement at a local and national
commissioning level for specialist pharmacy input. We believe that it is clear from phase 1 of the
NHSE access scheme that pharmacists are essential in the delivery of the newer anti —virals.

We thank you again for inviting us to comment on the NHSE response and we welcome all future
involvement with NICE.

Yours Sincerely,

On behalf of the Gastroenterology and Hepatology UKCPA Group
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Comment from the Foundation for Liver Research on content of NHS England response to
the Appraisal Committee’s recommendations on Ledispavir and Sofosbuvir for chronic
hepatitis C

The response and recommendations of NHS England to take a step-wise approach to
implementation of the new highly effective but extremely costly oral agents, would appear
to be both sensible and constructive.

1. New follow-up information will almost certainly be obtainable from the many
ongoing trials around the world, quite apart from experience in the UK with the
further cirrhotic programme as well as that obtained from the rapid access
programme, as to the health benefits of these treatments. Such information will give
a more accurate cost benefit analysis of the different agents that are likely to
become licensed over the next two years.

2. The evidence is that the majority of cases with FO-3 stage disease do not progress in
the absence of lifestyle co-factors such as alcohol and obesity. In the absence of
those factors, if they do progress this is very slowly over many years.

3. Establishing the criteria for therapy with the new drugs at the F3 stage will require
most careful consideration as the technology is limited and the treatment of
asymptomatic patients raises issues, particularly when many of these patients will
not have come to medical recognition.
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4. Wider and indiscriminate prescribing to large numbers of patients could carry
enhanced chances of developing drug resistance and follow-up data is unlikely to be
of high standard.

5. Finally, the uncertain health gains from HCV treatment of earlier stage disease
should not be allowed to take away funds from potentially more valuable areas of
treatment in other diseases.

_, Foundation for Liver Research






Please find my comments as a clinical expert to the NHS England responses to the Single Technology
Appraisal (STA) on Ledipasvir-sofosbuvir for treating chronic hepatitis C [ID742].

| look forward to the discussions on this and the additional STA’s for daclatasvir (Daklinza®) [ID766],
and paritaprevir/ritonavir/ombitasvir (Viekirax®) +/- dasabuvir (Exviera®) [ID731] being held on 23"
June.

The remit of the STA was to appraise the clinical and cost effectiveness of ledipasvir-sofosbuvir
within its licensed indication for treating chronic hepatitis C and it has done this. The responses
from NHS England indicate that in their view the NICE STA recommendations should additionally
take into account a much broader perspective of affordability of a treatment within the context of
limited overall NHS resources. This runs counter to the long held use of cost per QALY as the
benchmark for cost effectiveness.

A detailed rebuttal of many of the arguments put forward by NHS England has been provided by
BSG, BASL and other organisations representing clinicians specialising in this field.

The advent of directly acting anti-viral therapies for hepatitis C represents a very significant clinical
advance with the opportunity to now cure most people infected with HCV, if identified and treated.
Whilst the evidence base continues to grow rapidly, with the data from large clinical trials
increasingly supported by real world experience of using these medications, the evidence behind the
appraisals for the use of these treatment options was already large and comprehensive. Deferring
recommendations for 18 months to allow a multiple technology appraisal to take place at this stage
is both inappropriate and unfair to patients with HCV infection.

The debate over how to implement recommendations and how to fund them is clearly pertinent and
challenging. We all recognise the need to work within financial constraints, but it is unfair to apply a
different threshold for cost-effectiveness to hepatitis C than other disease areas. There will be a
number of constraints on the use of these treatments in the next 12 months, importantly including
current service organisation and capacity, as well as finance. Inevitably there will be some clinical
prioritisation of those treated, and the recent confirmation of the extension of the NHS England
treatment programme to include all cirrhotic cases is very welcome. This will keep many treatment
centres working at or close to capacity for some months to come. However, treating only cases with
advanced fibrosis misses the opportunity of preventing disease and leaves those patients
successfully treated still at risk (albeit reduced) of encountering complications subsequently.
Previous work makes it clear that treating HCV early is effective and clearing HCV RNA is a cure that
will prevent liver disease developing in the absence of other disease drivers. It was not in NICE’s
remit to identify a strategy for phased implementation of its treatment recommendations, but this
could be part of the work of the CRGs and specialist bodies to guide this. Any decisions need to take
into account multiple factors that would make early treatment appropriate, not just liver fibrosis
severity. The recent call for HCV Operational Delivery Networks that will cover the whole of England
potentially provides a platform for oversight of treatment.

I hold the view that the evidence base for the clinical and cost effectiveness of the new HCV
treatments is compelling and that the NICE review has been robust and thorough. NHS England’s
concerns over possible budgetary impact on treating a prevalent condition such as HCV are
understandable, but the process of planning for the implementation of NICE recommendations falls





within the remit of specialised services and the CRGs and should not be used to prevent NICE

sticking to its remit of appraising the clinical and cost effectiveness of the new HCV treatments
within their licensed indication for treating chronic hepatitis C.

Matthew Cramp






From: [N I

Sent: 22 June 2015 17:26
To: Meindert Boysen

I____

Subject: Access to all oral therapies for patients with HCV.

Dear Meindert,

NICE HCV Assessment of all oral antiviral therapy for chronic HCV infection

We are writing as the clinical and patient representatives on the NHSE Hepatitis C Clinical
Advisory Group (CAG). The HCV CAG is a formal subgroup of the Infectious Diseases
Clinical Reference Group (CRG), with representation from the Hepato-Bilary CRG, which
was constituted to advise NHS England on the commissioning of treatment for patients with
hepatitis C infection. We have been active in this role since September 2013, and we are
obviously aware of the ongoing discussion about future commissioning of all oral antiviral
agents for hepatitis C infection. Our experience with the commissioning process to date may
be helpful to the NICE committee in reaching a decision on patient access to these valuable
new therapeutic options.

In December 2013 the Chair and Vice chair of the CAG met representatives from NHSE to
outline the issues regarding the efficacy and costs of the new all oral drugs. It was
understood by all those present that the drugs had extraordinary potency with minimal side
effects, and it was anticipated that they would be both popular and expensive. After
discussion we agreed that patients with advanced, decompensated cirrhosis should be
prioritised for treatment and we developed a policy that offered treatment to patients with
decompensated cirrhosis through an early access scheme. NHSE agreed to fund sofosbuvir
for such patients and the pharmaceutical companies (Gilead and BMS) provided NS5A
inhibitors free of charge. Patients in extremis were offered therapy in April 2014 and 17
designated treatment centres were then established and became operational in June 2014
when patients with decompensated cirrhosis were offered antiviral therapy. We agreed with
NHSE that with the imposition of strict clinically-determined criteria no more than 500
patients would be treated before the licensing of the NS5A inhibitors, and at the time of
licensing of these drugs just over 500 patients had been registered for therapy. This
demonstrated the ability of the treatment networks to prioritise and control the flow of
patients to match the budget set by NHSE. Data from the early access scheme was
collected centrally and in August 2014 NHSE agreed to extend the scheme to treat a further
500 patients and, at the time of writing, the scheme remains operational for patients with
decompensated cirrhosis and a total of just over 1000 patients have received antiviral
therapy.

NHSE and the HCV CAG understand that patients with HCV induced cirrhosis are at high
risk of developing decompensation and liver cancer (approximately 5% per year develop one
of these complications) and accept the clinical evidence that oral antiviral therapy can
reduce the incidence of these adverse events. In discussion with NHSE the CAG agreed that
such patients should be prioritised for therapy and it was initially agreed that such patients
should be able to start antiviral therapy in January 2015. At a meeting with the NHSE Clinical
director for Specialised Commissioning in December 2014 members of the CAG were
informed that therapy for patients with cirrhosis would commence in April 2015. An



mailto:g.r.foster@qmul.ac.uk



announcement in parliament reiterated the April start date but this was subsequently
changed to a start in ‘the first half of the year’. During the NICE review of Pegylated
interferon, ribavirin and sofosbuvir NHSE asked NICE to extend the implementation period
from 90 to 180 days and informed NICE that therapy for patients at high risk would be
available by April 2015. NICE commented that ‘NHS England is making a considerable effort
to ensure that patients for whom a delay in access to sofosbuvir represents a serious
medical risk will have access to it under the existing and planned interim commissioning
policies’. In April 2015 the HCV CAG were informed that to conform to NHSE requirements
the cirrhosis program could not start until May, and in May we were informed of a further
delay. The program to treat patients with HCV cirrhosis was formally announced on 10 June
2015, some 18 months after the original discussion with NHSE, 6 months after the initial
proposed start date and 2 months after the start date provided to NICE. It is likely that a
number of patients will come to significant harm, including in some cases the development of
liver cancer, as a result of the delay in treatment from January to June 2015. We

believe, therefore, that it is important for NICE to be cautious in placing undue reliance on
assurances from NHSE regarding timetables for delivery of care. Our experience is that,
even for patients at high risk of imminent complications from their infection, NHSE - for
whatever reason — may not be able to deliver therapy in a timely fashion. Deviations from
published timetables cause very considerable difficulties to doctors planning services and
patients suffer marked anxiety and, in some cases, choose alternative, suboptimal, therapies
to avoid the trauma of continued waiting. NICE will be aware that less effective, more
expensive therapies for patients with mild HCV infection (pegylated interferon, ribavirin and
sofosbuvir) must be provided in August 2015 and whilst patients may be willing to defer
therapy for a NICE mandated (and thereby guaranteed) alternative it is probable that many
patients will insist upon the more expensive, less efficacious therapy if they perceive that
NHSE controls the delivery timetable.

NHSE have agreed to establish a nationwide chain of HCV networks with operational
delivery networks that will supervise access to therapy from hospitals and other health care
providers in each area. These ‘administrative regions’ will ensure that all patients with
chronic HCV are discussed with knowledgeable clinicians through an MDT system, and that
the most clinically and cost effective therapies can therefore be prescribed. Access to
therapies can be prioritised effectively so that NHS resources can be deployed in the most
appropriate manner, as dictated by local clinical conditions. At the time of writing the
commissioning process for the network centres has commenced, and the networks are
scheduled to become operational in August 2015.

The issues about the use, deliverability, and affordability of oral antiviral therapy for hepatitis
C infection are complex, and England is not alone in struggling with them. In other European
countries where unrestricted access has been approved we are not aware of any examples
of massive over prescribing leading to unmanageable budget deficits. The HCV CAG will
continue to work with NHS England to try to balance clinical demand with the huge potential
cost. NICE clearly has a vital role in providing independent authoritative guidance on new
therapies, and we look forward to hearing the NICE opinion on future access to these
extraordinary drugs.

Yours sincerely,
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NHS England response consultation: (Hepatitis C (chronic) - ledipasvir-
sofosbuvir) [742]
Comments on the content of the NHS England responses

Helen Harris BSc PhD FFPH

Research Associate/Clinical Scientist - Epidemiology
Immunisation, Hepatitis & Blood Safety Department
CIDSC, HPS, Public Health England

DOCUMENT 1B

1. Uncertainty in treatment effects and comparative effectiveness

“Furthermore, the clinical studies are mainly non-randomised open-label studies without concurrent
controls. These studies are at higher risk of bias and additional uncertainty from the lack of randomised
control. Evidence from these studies should therefore be interpreted with caution.”

It is not clear how the lack of randomisation is necessarily as an issue here, as the purpose of these
trials has been to establish an absolute SVR rate rather than determine superiority over other
treatments. There are well-known issues of treatments being less efficacious in clinical practice
compared to clinical trials, but it is simply a case of recognising this; a randomised trial would allow
comparative measures such as odds ratios to be calculated with less bias, but a cost-benefits
assessment ultimately requires a point estimate of the SVR rate. In any case, it is not clear whether the
new oral regimens will be less effective in practice. This was observed for pegylated interferon and
ribavirin, but these regimens are harder to tolerate and of long duration, so are less likely to succeed
outside the more regimented environment of a trial and its selection procedures. The newer
treatments do not have the same drawbacks, so rates may be more comparable in clinical practice.

2. Development of the evidence base

“The small sample sizes for particular patient groups may have implications for external validity. For
example, the SVR rate for ledispavir+sofosbuvir (LED+SOF) over 12 and 24 weeks in cirrhotic people with
HCV genotype 1 was obtained from the ION-1 study. In this study, 34 patients with chronic hepatitis C
genotype 1 and cirrhosis received LED+SOF over 12 weeks, of which 32 (94.1%) achieved SVR. Had the
trial recruited an additional patient with those characteristics, and that additional patient had not
achieved SVR, the SVR rate would have reduced to 91.4%, a drop of 2.7%. Had an additional 5 patients
been recruited who did not achieve SVR, the SVR rate would have reduced to 82.1%. Reductions in SVR
rates are likely to affect the cost-effectiveness of the new treatments.”

This last sentence in particular is not a very useful line of reasoning, and focus should be on the
statistical uncertainty. The 95% confidence interval for the proportion 32/34 is 80.3-99.3%, so a true
rate around 80% is unlikely. Put another way, the likelihood of 5 additional patients being recruited
with no SVR, given the observed 94% rate in the observed 34 patients, is implausible; the confidence
intervals should be considered instead. The question of “external validity” in terms of whether the
recruited patients are representative is perhaps more pertinent than the size of the sample and what
might have happened in the trial.

3. The static nature of the cost effectiveness models

“The cost-effectiveness models utilised in the ACD did not include reinfections or onward transmission.
Excluding reinfection is likely to overestimate the benefits and underestimate the costs of more effective
treatments since re-infected individuals require new treatment. Excluding onward transmission may
underestimate the benefits of more effective treatments. The impact of excluding reinfection and





onward transmission is likely to be larger and depends on the prevalence of the disease and on the
probability of risky behaviours by the patient population.”

This is an important limitation of the cost-effectiveness models. However, we understand that work on
a HCV dynamic transmission and cost effectiveness model is currently being undertaken by the
University of Bristol. Outputs from this modelling work could inform prioritisation of new treatments.
As it currently stands, it is not clear that prioritising treatment for patients with fibrosis stage F3
alongside instituting a F3 surveillance programme (after treating cirrhotic patients) is more cost
effective than treating those in FO-F2 groups, particularly if patientsin FO-F2 are more likely to be
current injectors and hence their treatment could prevent onward transmission. In view of the
comments by NHSE that the potential financial impact of any treatment strategy is high, so there is
minimal room for uncertainties in the assumptions, NHSE should be clearer about the evidence to
support an F3 all-oral treatment prioritisation strategy as the preferred option during the proposed
evaluation period.

4. The omission of relevant treatment strategies: watchful waiting and treatment sequences
“Treatment sequences include strategies where patients are treated with a cheaper less effective
regimen (e.g. Pegylated Interferon and Ribavirin) and patients who do not achieve SVR are re-treated
with a more expensive more effective regimen”

Although these strategies are sensible from a cost-effectiveness perspective, they rely on the
assumption of being able to implement in practice. Uptake of Pegylated Interferon and Ribavirin
(IFN+RIB) has always been low because this drug therapy is of long duration, difficult to tolerate, and its
side effect profile makes it difficult to roll out in community settings where those in need of therapy can
be accessed. Uptake has also fallen in recent years; speculatively, this may be due to patients waiting
for new treatments. Overall, it does not seem likely that large numbers will be treated with IFN+RIB and
strategies based on use of these therapies are likely to widen health inequalities as they will be less
accessible to those groups who are marginalised, including people who inject drugs. There is also the
possibility of deliberate drop-out if it is known that new treatments will be offered in case of
failure/intolerance. Therefore strategies of tackling HCV in the long-term that rest on treating large
numbers of patients with IFN+RIB, or other regimens that are sub-optimal for the patient, may be
untenable.

5. The opportunity costs of high cost medications affecting large populations
6. The capacity constraints to offer treatment to all eligible patients
7. Implementation of ‘recommended as option’ guidance

8. Investment in increasing uptake of cheaper treatments vs investment in expensive
treatments

It is not known whether any efforts to increase uptake of traditional therapies (Peg IFN & Ribavirin)
would be successful (See previous comment).

“It is clear from the clinical trial evidence that for many patient groups sofosbuvir/ledipasvir is an
excellent treatment. However for others, who fell outside the relatively restrictive clinical trial
programme, it is difficult given the currently available data to say with certainty how and in whom the
sofosbuvir/ledipasvir combination should be used”

“The place of sofosbuvir/ledipasvir in the treatment of some HCV groups is inadequately defined by the
published literature.”





There are a number of trials in different patient groups showing high efficacy in most of the main
patient groups that would be treated under the NICE recommendations. The question really is whether
alternative strategies are nearly as good that may be delivered at lower prices for some groups, not the
uncertainty of the efficacy and suitability of the regimen itself.

Are the provisional recommendations sound and a suitable basis for guidance to the NHS?
“Drug treatment for hepatitis C could be commissioned on an evaluative basis for a fixed two year
period, with robust data collection and analysis included as an integral part of the programme delivered
by regional treatment networks. This would allow thorough evaluation of available therapies ahead of a
more long term commissioning strategy”.

For this to be possible NHS E would need to ensure that they gather the national HCV Rx monitoring
minimum dataset from all centres providing treatment, from the point that new therapies are rolled
out (the content of this dataset has already been agreed with NHS E SC). NHS number will be critical for
future linkage of this minimum dataset to other data in the future, subject to the necessary governance
arrangements. The HCV national Rx monitoring dataset represents the minimum dataset that could
support such an approach and these data should be made available to PHE for PH health monitoring
purposes on an annual basis.

NHSE should also clarify the time period of the evaluation as in the final section “Any other comments”
a five year time period is referred to:

“It is for this reason coupled with the uncertainties highlighted above that NHS England wish to propose
an evaluative process to take place over the next five years”.

DOCUMENT 3

“The introduction of the oral treatments for hepatitis C is a major change in the management of this
disease and NHS England is supporting the implementation of these treatments in a stepwise fashion
with:

a) the early access scheme for decompensated cirrhosis;

b) the access scheme for all patients with cirrhosis soon to be available; and

c¢) the formation of the work programme to establish access to oral drugs for patients with F3 liver
fibrosis in conjunction with an effective program of surveillance for other patients and a focus on the
specific needs of the complex patient groups with hepatitis C.”

This strategy has not been evaluated in terms of the potential for failing to reduce preventable disease
compared with more widespread treatment strategies. In particular, the following are not known:
1) Whether SVR rates are as high once cirrhosis has developed.
2) Whether liver damage is fully reversible and the potential for continued poor health/loss of life
once SVR is achieved for those that have developed cirrhosis compared to SVR at earlier stages.
3) How many patients may be “missed” that develop cirrhosis before they are indicated for
treatment by fibrosis staging; this may occur due to rapid disease progression in some patients,
and/or due to imprecise grading of fibrosis stage, i.e., mistaking F3 grades patient for an earlier
stage.

The generic issue of affordability is a real one. Where treatments are proven to be cost effective by
NICE but there are insufficient resources within the NHS to fund them, then broader discussions are
required as to whether additional funds should be sought from elsewhere to meet these costs or
whether some cost effective therapies (according to current NICE thresholds) will no longer be made
immediately available on the NHS. That said, since hepatitis C is a life threatening liver disease





principally of marginalised populations, it would presumably remain an NHS priority in view of current
government policy to tackle health inequalities and premature mortality from liver disease.

“Prioritisation strategies

Watchful waiting strategies may be particularly cost-effective for patients with mild disease and a
low likelihood of onward transmission. For example, it is estimated that 70% of patients will not
develop cirrhosis, and among the 30% who do, time to progression is 40 years on average (3). If the
aim of treatment is to reduce the incidence of events with a high health burden and/or health care
costs (decompensated cirrhosis, end stage liver disease, liver transplant), then making new drugs
available to all patients with chronic hepatitis C could represent overtreatment as up to 70% of
those receiving high cost drugs would, in the absence of those drugs, have experienced little or no ill
health consequences from their disease”.

This rationale for the watchful waiting strategy assumes that those “waiting” for treatment have a low
likelihood of onward transmission and does not offset the “gains” from a low disease progression rate.
However, since the majority of HCV infection is among current or past injecting drug users - and most
infection is acquired early on during an individual’s injecting history - then it follows that those who
have mild disease are likely well and still injecting as opposed to those who have cirrhosis, are older,
have poorer health and therefore less likely to be injecting. If not treated, the group with mild disease
who inject may continue to transmit and the expected reductions in incidence in high health burden
events may not be observed. As mentioned earlier, dynamic transmission and models need to be used
evaluate the cost-effectiveness of treatment on preventing end-stage liver disease and cancer both
directly on an individual’s disease progression and indirectly by interrupting onward transmission.

“The ability to undertake further research to support future care of HCV
The evaluations NHS England suggests should be carried out by a ‘recommended with research’
appraisal include:

e Adirect comparison of all the relevant treatment options, including new treatments, watchful
waiting, and treatment sequences.

e Subgroup analyses by patient characteristics that affect the costs or benefits of treatment, such
as genotype, prior treatment experience, interferon eligibility and severity of disease.

e The impact of uncertainty in the effects of treatment on the costs and benefits of the optimal
strategies.

e The costs and benefits of reducing onward transmission and reinfection.

e The implications of current NHS England commissioning policy for treating those with
decompensated cirrhosis and its impact on extending access for people with cirrhotic and non-
cirrhotic disease.

e The level of investment to increase treatment uptake that is warranted alongside the optimal
strategies in each of the patient groups.

e The characteristics required of any further new treatment in order for it to offer value to the
NHS (threshold levels of effectiveness and cost)”.

To a greater or lesser extent, all these areas of work will require data on HCV treatment uptake and
outcome from all clinical centres. This further reinforces the need for a national HCV treatment
monitoring dataset with mandatory submissions from all clinical centres. These data should be made
available to PHE for public health monitoring of equitable access and health outcomes.





