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The company identified 8 overall issues in relation to factual inaccuracies in the original
Evidence Review Group (ERG) report. All were considered by the ERG to require minor

changes to the text. The pages of the report affected are presented here. Please note:
¢ New text added by the ERG is in italics.
o Text deleted completely (as opposed to being re-worded) is struck out.

e Unaltered text which is considered to be of relevant context to that added, amended
or deleted (such as headings or sentences preceding or following the added, amended

or deleted text) is presented in its original font.

o All other unaltered text is greyed out.
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Cost effectiveness evidence

e Incorrect calculation of the utility value used to represent the HRQoL of patients in the
PPS state renders the company’s estimate invalid

e The company model does not include a half-cycle correction

e The company employed a per-cycle rather than annual method of discounting
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415 Approach to evidence synthesis

The company’s literature search for RCTs led to the identification of two trials that were
considered to be directly relevant to the decision problem (the PALOMA-1 and PALOMA-2
trials). The company did not carry out a meta-analysis of efficacy outcomes or pool data for
AEs from the two trials (although the company did present pooled data for some AEs occurring
in patients treated with palbociclib from the PALOMA-1, PALOMA-2 and PALOMA-3 trials);
instead the company described and reported findings from the PALOMA-1 and PALOMA-2
trials narratively. As stated in the company response to the ERG during the clarification
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process, its reason for this was that it considered that the PALOMA-2 trial (the larger,

confirmatory, later phase trial) was the most robust data source.

The ERG considers that the company’s approach to evidence synthesis was appropriate for
both systematic reviews. The ERG also considers that, for completeness, a meta-analysis of
OS and PFS outcomes from the PALOMA-1 and PALOMA-2 trials, and pooling of the AE data
from only these two trials, may have been informative (since the PALOMA-3 trial investigated
palbociclib in combination with fulvestrant and included patients previously treated for MBC).
However, the ERG also considers that the reporting of the PALOMA-1 and PALOMA-2 trial

data narratively was also appropriate, and sufficient for the purposes of this appraisal.
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ERG comment on overall survival findings

The ERG considers that the post-progression treatments received by patients in both trials are
treatments that are routinely offered to patients with MBC in clinical practice. However, clinical
opinion received by the ERG is that patients in England and Wales are more likely to receive
anthracycline based treatments on disease progression, especially when patients do not
receive an anthracycline treatment as a component of adjuvant treatment. Baseline
characteristics reported for the PALOMA-1 and PALOMA-2 trials include details of prior

chemotherapy, not prior anthracycline based chemotherapy.
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4.6.5 Safety

Safety data for patients in the PALOMA-1 and PALOMA-2 trials treated with PAL+LET are
reported in the CS. Pooled data for palbociclib in combination with LET or fulvestrant are
presented in the CS (Table 43) and used to inform the information presented in the draft
summary of product characteristics. In this section of the ERG report, the ERG has confined
its critique of AEs to PAL+LET versus LET or PLACEBO+LET from the PALOMA-1 and
PALOMA-2 trials. In both trials, data are presented for the as-treated population. In the
PALOMA-1 trial, this included five fewer patients than in the ITT population, in the PALOMA-
2 trial this population is identical to the ITT population.
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5.4.3 Interventions and comparators

Intervention

PAL is supplied as a capsule and is used to treat patients in the model in line with its expected

EMA marketing authorisation (i.e. 125 mg daily for 21 consecutive days with the subsequent
7 days off treatment until disease progression).
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Table 19 Drug acquisition costs

Technology | Licensed dose Package' Cogl PET | Source
information package
125 mg daily used in model | 155 . Unpublished.
g capsule, Proposed list '
PAL (100 mg and 75mg also . U Note, the same price
available) 21 capsules in pack | price: £2,950 for all mg

LET=letrozole; mg=milligram; PAL=palbociclib; SD=standard deviation
Source: CS, Table 65
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5.6.3 Time-to-event evidence: overall survival and post-progression
survival

The company provides no evidence for the assumption of zero PPS gain. The assumption of
zero PPS gain is not even a conservative one, as evidence from the PALOMA-1 trial indicates
that PPS is shorter for treatment with PAL+LET than for treatment with LET (a PPS loss). Re-
censored K-M data provided by the company during the clarification process indicate that
restricted mean PFS gain in the PALOMA-1 trial, until the data cut on 29 November 2013, was
Il months and restricted mean OS gain was . months. Restricted mean PPS loss for
treatment with PAL+LET was ] months. Although data are sparse (18 deaths in the post-
progression state in the PAL+LET arm and 26 in the LET arm), Figure 6 shows that patients
treated with LET in the PALOMA-1 trial tend to live longer after progression than patients
treated with PAL+LET.
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Figure 11 Hazard profiles for company base case PFS

LET=letrozole; PLACEBO+LET=placebo+letrozole; PFS=progression free survival
Source: Company model; ERG calculations

ERG exploratory analyses

The company provided the ERG with re-censored investigator assessed PFS data from the
PALOMA-1 trial during the clarification process. Restricted mean PFS gain for patients treated
with PAL+LET versus LET in the PALOMA-1 trial was [Jfj months.
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Figure 15, however, shows that some patients in the PALOMA-1 trial stopped treatment for
reasons other than progression or death, which indicates that the time spent on treatment in
this trial was less than the time spent in the progression-free state. It is unclear whether the
TTD data for the PAL+LET arm of the PALOMA-1 trial represent PAL alone (that is, patients
may have continued treatment with LET monotherapy) or whether it represents the

discontinuation of all first-line treatments.

It is important to model time on treatment using trial TTD data where possible, as using PFS
as a proxy can lead to an overestimation of the costs of treatment acquisition and
administration (or an underestimation, if patients are permitted to continue treatment after
progression). Figure 15 shows how, at around 3 months, some patients treated with LET
actually received treatment for a brief period after their progression was confirmed. Treatment

beyond progression was not specified in the trial protocol.®’

The company provided the ERG with TTD data from the PALOMA-1 trial during the clarification
process. The difference between PFS and TTD was greater for patients treated with PAL+LET
than for patients treated with LET (Figure 15). The difference between PFS and TTD can be
explained in the most part by the proportion of patients discontinuing treatment due to AEs:
out of those patients in the PALOMA-1 trial who had discontinued their randomised treatment
by the time of data cut-off (jill. in the PAL+LET arm and [l in the LET arm), [
of patients who had received treatment with PAL+LET discontinued due to AEs in comparison

to [l of patients who had received treatment with LET. %

@@%@@

wFigure 15
PFS and TTD K-M data (PALOMA-1 trial data re-censored)

LET=letrozole; PAL+LET=palbociclib+letrozole; PFS=progression free survival; TTD=time to treatment discontinuation
Source: Clarification response B4
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5.6.7 Health state utility values: post-progression

The company has incorrectly calculated post-progression utility values using the published
results of a study by Lloyd et al.> The company used the utility decrement associated with
disease progression in the Lloyd® paper to derive a multiplier, which it then applied to the
(average) pre-progression utility value from the PALOMA-2 trial. The company’s resulting

post-progression utility value used for both treatments in the base case is 0.4492.
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5.6.8 Half-cycle correction

The company did not include a half-cycle correction to improve the accuracy of the cost and
outcomes estimates. All patients progression-free and/or alive at the beginning of a cycle are
assumed by the company to accrue costs and benefits throughout the entire cycle. However,
some patients progress or die during a cycle and do not accrue the full costs and benefits for
that cycle. It is more accurate to assume costs and benefits apply to the average number of
patients progression-free and/or alive in a cycle, which can be achieved by averaging the
number of patients at the beginning and end of a cycle (mid-cycle correction). The company
notes in the CS that it did not include a half-cycle correction due to the short (28 day) cycle
length used in the model. It is not clear whether a 28-day cycle can generally be expected to
be short enough to have minimal impact on the resulting ICER per QALY gained,**® so the
ERG considers it necessary to investigate the impact of a mid-cycle correction.

Applying a mid-cycle correction to PFS and OS in the model reduces both incremental costs
and incremental QALYs, and reduces the base case ICER per QALY gained by £2,182 to
£148,687.

5.6.9 AE costs

The company is not justified in using a proportion of the relevant NHS Reference Cost!'° to
represent a meeting of 20 minutes (Grade 3) or 30 minutes (Grade 4) with a consultant
oncologist. This is because NHS Reference Costs!!? provide a currency for payment for the
average patient'*® and do not represent an hourly cost (unless that is how much of the
resource the average patient uses).
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In addition, the DSU discussion paper regarding cost-effectiveness at zero price*?° considers
scenarios in which non-treatment related costs could be excluded however concludes that a
narrow perspective does not enable full consideration of the opportunity cost to the NHS of
the introduction of a new technology and therefore the ERG does not consider this element of

the scenario analyses plausible.
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