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The company identified 11 overall issues in relation to factual inaccuracies in the original
Evidence Review Group (ERG) report. Not all were considered by the ERG to be factual
inaccuracies but some were considered to require minor changes to the text. The pages of

the ERG report that have been affected are included in this document. Please note that:

¢ New text added by the ERG is in red italics and underlined.

o Text deleted completely 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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Table 1 Results from the KEYNOTE-024 trial (ITT population)

Endpoint IA2 Final
Pembrolizumab SOC Pembrolizumab SOC
N=154 N=151 N=154 N=151
Primary endpoint
PFS (BICR)
Median, months [ ] [ ]
(95% Cl) I I
I
I I
I I
I I
I I
I I
Secondary endpoints
(O]
I [
I I
I I
I .
OS rate at 12 months [ ] [ ]
(95% CI) I |
I I
I I
OS rate at 24 months [ ] [ ]
(95% C1) I |
I I
I I

BICR=blinded independent central review; Cl=confidence interval; HR=hazard ratio; ITT=intention to treat; IA2=second interim
analysis; ORR=0bjective response rate; OS=overall survival; PFS=progression-free survival; SOC=standard of care

Source: CS1, Table 17, Table 18, Table 25 and CS2, Table 6, Table 7 and Table 8
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median PFS was longer for patients in the pembrolizumab arm

compared to patients in the SOC arm, [JJlfimonths versus [ months.
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Table 2 Summary final OS results adjusted for direct and indirect switching

IPCW

Cl=confidence interval; HR=hazard ratio;

preserving structural failure time; SOC=standard of care
* p-value retained from the ITT analysis based on distribution of the test statistic under the null hypothesis of no treatment effect
** This is a bootstrap p-value (not 2-sided)

IPCW-=inverse probability of censoring weighted; ITT=intention to treat; RPSFT=rank
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Two thirds of patients in this arm (i) received immunotherapy (Jlij pembrolizumab
and il other immunotherapies). In the CS2 model, it is assumed that ] of patients

receive pembrolizumab and the remaining [Jlij of patients receive docetaxel.
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Table 3 Company model results (CS2)

Technologies

Total Incremental ICER per QALY
Costs |LYG | QALYs | Costs | QALYs gained
Distributions appended to K-M data at 33 weeks (company base case)

by immunotherapy)

SOC (chemotherapy followed

Pembrolizumab

Distributions appended to K-M data at 23 weeks

by immunotherapy)

SOC (chemotherapy followed

Pembrolizumab

Distributions appended to K-M data at 43 weeks

by immunotherapy)

SOC (chemotherapy followed

Pembrolizumab

ICER=incremental cost effectiveness ratio; K-M=Kaplan-Meier

SOC=standard of care
Source: CS2 model

; LYG=life year gained; QALY=quality adjusted life year;
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Fiqure 1 |1

The K-M data from the SOC arm of the KEYNOTE-024 trial show that [JJjij patients who did
not receive immunotherapy on disease progression died within 6 months of enrolment into the
trial compared to ] of SOC arm patients who received immunotherapy. | EGcGc_G
receiving pembrolizumab in the SOC arm had died within the first 12 weeks of the trial

compared to [JJJilij of SOC arm patients who did not receive immunotherapy.

The K-M data from the SOC
arm of the KEYNOTE-024 trial also show that around [JJij of patients who did not receive
immunotherapy following progression were still alive ||| .
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However, it is
stated within the SmPC?8 issued by the European Medicines Agency that the recommended
dose of pembrolizumab for patients with NSCLC who have previously been treated with
chemotherapy is 2mg/kg bodyweight Q3W. Applying the cost for the recommended dose of
pembrolizumab in the CS2 model (based upon the mean body weight of patients participating
in the KEYNOTE-024 trial) reduces the company base case discounted costs for patients
receiving SOC by | to Il per patient, and increases the ICER for the comparison
of pembrolizumab versus SOC to |l per QALY gained.
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Adjusting the company base case by model by limiting the utility value to the age-related
population norms reduces the difference in QALYs for patients treated with pembrolizumab
versus SOC by 0.02 QALYs and increases the ICER for this comparison to |l per QALY
gained.

The effect on the company base case
of using the Nafees utility values is to reduce the difference in QALYs for patients treated with
pembrolizumab versus SOC by 0.16 QALYs and increases the ICER for this comparison to

I per QALY gained.
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case, to use an exponential distribution is the joint most pessimistic option; with the projection
generated by their Weibull distribution being essentially equivalent to that generated by their
exponential distribution. The company also chose, in their base case, to use an exponential
distribution to extrapolate KEYNOTE-024 trial SOC OS data. The exponential distribution is
also the most pessimistic of the considered options for extrapolating SOC arm data and leads
to a substantially more pessimistic projection than any of the other distributions considered by

the company.

Assuming that the same type of distribution is appended to both the pembrolizumab and SOC
OS K-M data at 33 weeks, the ICER for the comparison of the cost effectiveness of
pembrolizumab versus SOC varies between |JJJll per QALY gained when a generalised-
gamma distribution is used to |l per QALY gained when a Weibull distribution is used.
The choice of distribution makes a substantial difference to the cost effectiveness of
pembrolizumab versus SOC and highlights the uncertainty inherent in the long-term

extrapolation of short-term trial data.

Assuming
that the immunotherapies received by the [} of patients in the KEYNOTE-024 trial were all
as effective as pembrolizumab in the KEYNOTE-010 trial,
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The company provided justification for their choice of time point at which to append a
distribution to KEYNOTE-024 trial data in Appendix L of CS2. The company identified three

points where they considered the slope of the pembrolizumab and SOC K-M data changed

(23, 33 and 43 weeks). The company chose to append a distribution at 33 weeks as this

approach, which included adjustment for treatment switching, led to an estimated 5% of

patients receiving SOC being alive at 5 years, the level of survival that the committee, during

AC1, considered plausible (33 weeks). Commencing extrapolation at 43 weeks provides a 5-

vear OS estimate of 10% for patients receiving SOC. The company considers this to be

clinically implausible. In the original ERG report, it was stated that the ERG considered that,

based on available reqgistry data, a survival rate of 10% at 5 years for patients receiving SOC

was not implausible. The ERG considers that the company’s projections generated by

appending exponential distributions (the company’s base case choice of distribution) to K-M

data at 23, 33 and 43 weeks (Figure 4, Figure 5 and Figure 6 respectively) suggest that the

closest fit to the trial data (for both arms) occur when distributions are appended at 43 weeks.
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Figure 4
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QALYs at an additional cost of il _compared to SOC (where SOC involves [JJillof

patients receiving immunotherapy following disease progression), with an ICER for the
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comparison of the cost effectiveness of pembrolizumab versus SOC of || llllper QALY
gained.

. Compared to the
values generated by the company base case, the ERG’s alternative scenario, which involves
apply all three amendments, increase the incremental costs of treatment with pembrolizumab
by [l per patient and reduces the incremental QALYs by 0.15. These changes increase
the size of the company base case ICER from ||l to B per QALY gained.
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Table 4 ERG adjustments to company base case: pembrolizumab versus SOC (discounted, list prices)

Pembrolizumab SOC Incremental ICER
SeEEi SRR ARG Cost QALYs Life Cost QALYs Life Cost QALYs Life £/QALY Change
Years years years from base
case

A. Company base case

R1) Cost of pembrolizumab in
SOC in line with recommended
dose

SOC

death set to population norm
B. ERG alternative scenario

||

||
R2) Utility value for >360 days to - -
R3) OS extrapolation at 43 -

H H H B
(R1-R3)

weeks for pembrolizumab and
ICER=incremental cost effectiveness ratio; OS=overall survival; QALY=quality adjusted life year; SOC=standard of care
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