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Preview: Key issues - clinical effectiveness

* Are the results from ARCHER 1050 generalisable to clinical practice?

— The trial included no UK centres and only [} of participants were from European
countries.

— The trial included people with EGFR positive NSCLC specifically with exon 19
deletion (del19) and exon 21 L858Arg substitutions (L858R) only and ECOG
performance score 0 or 1 and excluded people with brain metastases

— The trial has a high proportion of people with an Asian family origin

* |Isthe ARCHER 1050 bias in favour of dacomitinib because the dacomitinib treatment
arm had more females and ECOG performance score of 0?

* Is the company’s fractional polynomial (FP) model appropriate for decision making?
— Are the patients in ARCHER 1050 and LUX-lung 7 similar?

— The company does not present results of the indirect comparison between
dacomitinib and afatinib

— The ERG had concerns over the use of the FP analysis with respect to the
extrapolations for the survival outcomes.

* |s it reasonable to assume equal efficacy between erlotinib and gefitinib?



Treatment pathway in the UK: EGFR
positive NSCLC

Confirmed EGFR
positive NSCLC

=== ===

! !
I Gefitinib (TA192)
S g —— e m——_

If T790M positive,
osimertinib (TA422, CDF)

Chemotherapy plus platinum drug
or single agent chemotherapy
(CG121) +/- pemetrexed
maintenance (TA190 & TA402)

Pemetrexed plus cisplatin (TA181) or
carboplatin +/- pemetrexed
maintenance (TA190 & TA402)




Dacomitinib

Mechanism of Second generation tyrosine kinase inhibitor (TKI) — selective and
action irreversible TKI that has activity against 3 members of the ErbB
family of proteins (EGFR/HER-1, HER2 and HER4)

CHMP positive Dacomitinib as monotherapy for the first-line treatment of adult
opinion patients with locally advanced or metastatic NSCLC with EGFR-
activating mutations

LCIILISIELCL -3 One oral 45mg dose daily (available in three dose strengths —
45mg, 30mg and 15mg) until disease progression or
unacceptable toxicity

RIS YR | ist price: |l for 30 x 15mg or 30 x 30mg or 30 x 45mg
capsules

AT EL XSS X Bl Based on the mean treatment duration of [l months in the
UCEHEU LGN economic model, the average cost of treatment is | list
(list price) price and | (with PAS)

Patient access PAS application has been approved by NHS England for
scheme (PAS) dacomitinib. This provides a simple discount to the list price



Decision problem

I Final Scope | ____ Company__|_

Population People with untreated locally
advanced or metastatic NSCLC v - only included del19 and
with EGFR activating mutation(s) L858R EGFR mutations

Dacomitinib v
Adverse events of treatment,

Overall survival
Health-related quality-of-life

Progression-free survival
Overall response rate v
Afatinib, erlotinib, gefitinib J
S e )] - None J

Duration of response

ERG comment: Trial population is narrower than the scope. Approx. 90% of EGFR+
mutations are del19 & L858R.
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Clinical expert perspective

Submissions from British Thoracic Oncology Group, clinical
specialist




Patient expert perspective

Submission received from Roy Castle Lung Foundation




NHS England comments

Of comparators, afatinib used most in NHS England and superior to gefitinib in
prolonging PFS but no extension of OS

Afatinib has most side-effects (compared with erlotinib & gefitinib) and in NHS
practice offered to patients at the fitter end of the spectrum. Dacomitinib also likely
to be given to fitter patients, due to its considerable side effect profile

NHS England notes that 76% of ARCHER 1050 study were Asian. Despite known
limitations of subgroup analysis, NHS England has uncertainties as to whether ITT
benefit of dacomitinib would fully translate into outcomes for patients in England

Much higher rates of dose reductions/interruptions seen with dacomitinib vs
gefitinib were in a fit population of patients and hence NHS England is concerned
about the toxicities (in particular much higher rates of diarrhoea and cutaneous
toxicity) likely to be seen in practice in England

Company has modelled a 2nd line treatment rate with osimertinib of 56% which is
too high. Company indicates 2nd line systemic treatment rate in EGFR-mutated
NSCLC is 71% and 3rd line treatment rate is 48%. Likely figures in NHS practice
would be 50-60% and 25-30% respectively



Clinical effectiveness



Company’s main clinical evidence: ARCHER 1050
Phase lll, randomised, multicentre, open-label study

Population  People with locally advanced or metastatic newly diagnosed, treatment-
naive NSCLC or with recurrent NSCLC
« All eligible patients had tumours that tested positive for at least one
EGFR-activating mutation (either the del19 or L858R)

Intervention, dose Dacomitinib (n=227), 45 mg orally, once daily
Comparator, dose Gefitinib (n=224), 250 mg orally, once daily

PFS (IRC assessment)

PFS (investigator assessment), OS, ORR, DoR, AEs of treatment, TTF (IRC
20 outcomes and investigator assessment), HRQoL

* Age (<65 years vs >65 years)
¢ Sex

Pre-specified - ECOGPS(Ovs1)
subgroups  Race (Asian vs non-Asian)

« Smoking history (never vs former or current)
EGFR mutation (del19 vs L858R)

PFS = progression-free survival, OS = overall survival, ORR = objective response rate, DoR =
duration of response, AE = adverse event, TTF = time-to-treatment failure, IRC = independent

review committee, ECOG PS = Eastern Cooperative Oncology Group performance status, HRQoL =
Health-related quality of life



Archer 1050: Baseline characteristics

.
P N=227

81 (35.7) 100 (44.4)
Famlly origin, n (%) 56 (24.7) 49 (21.8)
1(0.4) 0
170 (74.9) 176 (78.2)
Smoking status, n (%) 147 (64.8) 144 (64.0)
[Ex-smoker 65 (28.6) 62 (27.6)
15 (6.6) 19 (8.4)
ECOG performance 79 (28, 62 (28)
status n, (% _ 152 (67) 163 (72)
Disease stage at 18 (8) 16 (7)
screening, n (%) 184 (81) 183 (81)
25 (11) 26 (12)
Mutation type, n (%) 134 (59) 133 (59)
93 (41) 92 (41)

ERG comment: Trial imbalance with sex, and ECOG PS — all potentially favouring
the reported effectiveness of dacomitinib. High proportion of Asians and people with
brain metastases excluded — may impact generalisability
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CONFIDENTIAL

ARCHER 1050: Dacomitinib significantly
improves PFS compared with gefitinib

* Improvement of 5.5 months in median PFS compared with gefitinib
* Reduction of 41% in the risk of progression compared with gefitinib
» Investigator-assessed PFS was consistent with the blinded IRC analysis

100 Patients Events Median progression-free
survival (months)
= 80+ Dacomitinib 227 136 14-7 (95% C1 11-1-16-6)
%" Gefitinib 225 179 9-2 (95% (1 9-1-11-0)
=
S 60+
:
=
g A0 —
& Dacomitinib -+
o' Gefitinib ][
S 20 | 444+ Censored
Hazard ratio 0-59 (95% Cl 0-47-0-74; - )
p<0-0001)
’ : ' 5 ' ' 6 >
Number at risk 0 12 ! >4 30 3 4
(number censored)
Dacomitinib 227 (0) 154 (23) 106 (31) 73(36) 20 (74) 6 (88) 0(91) 0(91)
Gefitinib 225 (0) 155 (15) 69(23)  34(27) 7 (40) 1(45) 0 (46) 0(46)

Subgroup: Asian HR |l (95% C!: |IE), Non-Asian HR [l (95 % CI: | )
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ARCHER 1050: Dacomitinib significantly
improves OS compared with gefitinib

* Improvement of 7.3 months in median OS compared with gefitinib
* Reduction of 24% in the risk of death compared with gefitinib

100 4 + + + + Censored
an 4 HR, 0.760; 95%: Cl, 0.582 to 0.993; P = .0438
80
70
— Gu —
==
A 50 4
= 40 -
30 + Dacomitinib Gefitinib
zu | im=227) (m=225)
10 4 MNo. of deaths 103 117
Median (95% C1} OS5, months 34.1 (29.5 to 37.7) 26.8 (23.7 to 32.1)
| | I I I I I |
0] 5] 12 18 24 30 26 42 48
Time (months)
Mo. at risk:
Dacomitinib 227 206 188 167 138 77 14 3 0
Gefitinib 225 213 186 144 113 63 12 3 0

Subgroup: Asian HR [l (95% C!: ), Non-Asian HR [l (95% C!: |IEEEEN)
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CONFIDENTIAL

ARCHER 1050: Subsequent systemic

therapies (SST,

Any SST

from CSR)

Dacomitinib (N=227)
n (%)

Gefitinib (N=224)
n (%)

Number (%) of patients with SST; 2 or more patients in dacomitinib arm

pemetrexed
carboplatin

cisplatin
osimertinib
gefitinib
docetaxal
gemcitabine
erlotinib
paclitaxel
Others
I
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ARCHER 1050: Health Related Quality of
Life

EQ-5D-3L absolute score (PRO population)

Baseline: 73.1 (SD 19.6) Baseline: 74.7 (SD 17.6) Baseline: -1.6

End of studyz: |l End of study?: |l End of study: |

Utility index [EEREICE 2z | Baseline: [N Baseline: | Il
End of study?: ||l End of study?: |l End of study?: | N

EQ-5D = European Quality of Life-5 Dimensions; PRO = patient-reported outcome; VAS =

visual analogue scale (quality of life measure). 2Assumed by ERG.
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CONFIDENTIAL

ARCHER 1050: Treatment-related adverse
events occurring in 220% of patients

N=227 N=224

A y
dverse event, % Grade(s) Grade(s)

1-2

1-2

Diarrhoea
Paronychia
Dermatitis acneiform

Alopecia
ALT increased
AST increased

XXX
XXX
XXX
XXX
Decreased appetite XXX
XXX
XXX
XXX
XXX

AE = adverse event; ALT = alanine aminotransferase; AST = aspartate aminotransferase.

« No grade 4 or 5 AEs other than [l grade 5 diarrhoea in dacomitinib treatment arm

I 16



Dacomitinib and afatinib have a higher incidence of
common AEs than other TKis

Stomatitis / Dermatitis
Diarrhoea Paronychia
Mucositis acneiform

Dacomltlnlb 85% 41% 62% 49%

Gefitinib (TA192) 34 to 54% 15 to 40% 14 to 32% 15 to 66%
Erlotinib (TA258) 2510 57% 13% 4% NR
Afatinib (TA310) 88 to 95% 52 t0 72% 33 to 57% 81 to 89%

ARCHER 1050: dacomitinib had significantly more dose reductlons than gefltlnlb*

i N=227 N=224

Any AEs n (% 150 (66.1) 18 (8.0)
27 (11.9) 3 (1.3)

Skin and subcutaneous tlssue disorders, n (%) 91 (40.1) 4 (1 8)
53 (23.3) 2 (0.9)
Investigations, n (%) 4 (1.8) 7 (3.1)

*Dose reductions for 2% or more of patients in either treatment arm (safety population)



Company’s network meta-analysis
comparing dacomitinib with afatinib and

erlotinib

LUX-Lung 7 ARCHER 1050

Equivalent

Erlotinib



Comparison of key baseline characteristics
in ARCHER 1050 and LUX LUNG-7

B Dacomitinb Gefitinib Afatinib Gefitinib
N 227 225 160 159
62 61 63 63
36 44 43 33
75 78 59 55
33 28 32 30
67 72 68 70
0 0 16 15
812 812 95 98
65 64 66 67
59 59 58 58
41 41 42 42

a Proportion at screening; in addition, 11% of dacomitinib and 12% of gefitinib were
classified as ‘unknown’ but were newly diagnosed with stage IV at time of study entry.
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CONFIDENTIAL

Fractional polynomial results for PFS and OS (months):
Means & medians compared with observed data

PFS (IRC
Geftinib/Erlotinib Dacomitinib Afatinib
Median Mean Median Mean Median Mean
P1=0.5; P2=1.5*
(company base XXXX XXXX XXXX XXXX
case
P1=0.5: P= e i
(company scenario XXXX XXXX XXXX XXXX
analysis
ARCHER 1050 9.23 - 14.65 - - -
Geftinib/Erlotinib Dacomitinib Afatinib
Median Mean Median Mean Median Mean
P1=-0.5* (company
. — XXXX XXXX XXXX XXXX
P1=0* (company
scenario analysis - - - -
ARCHER 1050 26.84 - 34.07 - - -

*Generated with ‘base’ gefitinib generalised gamma curve 20



ERG’s exploratory analysis: fixed effect

NMA

PFS HR (95%ClI
DI SUCRA Dacomitinib Afatinib Gefitinib
0.95 0.80 (0.57-1.12) 0.59 (0.47-0.74)

Afatinib 0.55 0.74 (0.57-0.95)
[SITTHEEE 0.00

DT  SUCRA Dacomitinib Afatinib Gefitinib
0.86 0.88 (0.61-1.29) 0.76 (0.58-0.99)
0.58 0.86 (0.66-1.12)
Gefitinib O

ERG undertook an indirect treatment comparison for PFS and OS

For both PFS & OS: analyses based on SUCRA values suggest higher probability
that dacomitinib is superior to afatinib but there is no significant difference between
the two drugs.
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Key issues — clinical effectiveness

* Are the results from ARCHER 1050 generalisable to clinical practice?

— The trial included no UK centres and only [l of participants were from European
countries.

— The trial included people with EGFR positive NSCLC specifically with exon 19
deletion (del19) and exon 21 L858Arg substitutions (L858R) only and ECOG
performance score 0 or 1 and excluded people with brain metastases

— The trial has a high proportion of people with an Asian family origin

* |Isthe ARCHER 1050 bias in favour of dacomitinib because the dacomitinib treatment
arm had more females and ECOG performance score of 0?

* Is the company’s fractional polynomial (FP) model appropriate for decision making?
— Are the patients in ARCHER 1050 and LUX-lung 7 similar?

— The company does not present results of the indirect comparison between
dacomitinib and afatinib

— The ERG had concerns over the use of the FP analysis with respect to the
extrapolations for the survival outcomes.

* |s it reasonable to assume equal efficacy between erlotinib and gefitinib?
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CONFIDENTIAL

Preview: Key issues — cost effectiveness

Does the generalised gamma (company) or log-normal (ERG) parametric curve for gefitinib
give more clinically plausible PFS estimates?

Does the generalised gamma (company) or log-logistic (ERG) parametric curve for gefitinib
give more clinically plausible OS estimates?

|s it reasonable to assume equal efficacy between dacomitinib and the comparators from
month 36 onwards for OS?

Is it clinically plausible that dacomitinib provides both pre- and post-progression benefit?

Is the utility value of 0.64 from literature (company) or |l from ARCHER 1050 (ERG) a
more clinically plausible post-progression utility value?

Is it reasonable to include treatment specific utilities AND disutilities associated with adverse
events?

Does the modelling of the proportion of patients receiving subsequent therapy after a first
line TKI and the subsequent therapies received reflect clinical practice?

Should the cost for rebiopsy for osimertinib (currently the CDF) be included in the model?
Are the end of life criteria met?

|s dacomitinib innovative? Are there any equalities issues?



Company’s 3 state partitioned survival

model = ~ - ~
| Progression free | " Progressed _I
. Mo — f".. .-"H__ - e .
Hx“m ) pr
“E{,ﬁ’f
vl ™
l Death :l
L. v
Time horizon 15 years
Cycle length 28 days
Half cycle correction Yes
Duration of treatment effect Continued across model time horizon
Discount rate 3.5% per year
Perspective NHS and Personal social services

ERG comment: The model does not capture survival following second and third-line treatment
directly or separately. Instead, time in post-progression survival was derived using the area
under the curve approach; the difference in the survival between overall and progression-free
survival

w



CONFIDENTIAL

Company used generalised gamma to
extrapolate the gefitinib curve from
ARCHER 1050 for PFS

Distribution

Proportion PF at

2years J3years Jyears

Gompertz

Log-loqistic
Log-normal
Generalised gamma

ERG comment: Extrapolation with generalised gamma may be too pessimistic beyond two
years. ERG considered the log-normal and log-logistic models, and alternatively using a two-
phase piecewise model (e.g. KM data followed by a parametric extrapolation), in later analyses.




Company generated PFS curves for
dacomitinib, afatinib & erlotinib by applying
time-varying hazard ratios to gefitinib curve

observed in ARCHER 1050 closely (the median PFS in the

The extrapolated curve of dacomitinib follows the survival
trial and the model are 14.7 and 14.5 months, respectively)




CONFIDENTIAL

Company used generalised gamma to
extrapolate the gefitinib curve from

ARCHER 1050 for OS
3years 5 years 10 years
Exponential
Weibull

Log-logistic
Log-normal

Generalised gamma

ERG comment: Extrapolation with generalised gamma may be too pessimistic beyond two
years. ERG considered the log-normal and log-logistic models, and alternatively using a two-
phase piecewise model (e.g. KM data followed by a parametric extrapolation), in later analyses.




Company generated OS curves for
dacomitinib, afatinib & erlotinib by applying
time-varying hazard ratios to gefitinib curve

r

The median OS of dacomitinib of 34 months in
ARCHER 1050 is reflected well in the extrapolation
which estimates the median OS of 33.0 months

A

The company took a similar approach in their modelling of OS. They fitted a range

of parametric models to the observed OS data from the gefitinib arm of ARCHER

1050 and selected a model based on the statistical goodness-of-fit, clinical
lausibility and visual fit.

N



Company included subsequent therapies as
a one-off cost in their base case

Proportion of people receiving second- and third-

Subsequent treatment line treatment
Second-line (%)? Third-line (%)°

Osimertinib 56% -

Platinum doublet 449,
chemotherapy

Docetaxel

amodel assumed that 71% of people who progressed received second-line treatment
bmodel assumed that 48% of original cohort received third-line treatment

« Included as the lowest cost per mg of any vial and complete vial sharing was assumed

ERG comment: ERG considered that the subsequent treatments following first-line treatment
are appropriate. However, it was not clear what strategy/methods that were used to identify the
EGFR-T790M mutation to guide subsequent treatment decisions (cost of biopsy not included)
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Company inputs: utility values

95% CI

Progression-free

Dacomitinib EQ-5D from ARCHER 1050

EQ-5D from ARCHER 1050

Assumed equal to dacomitinib based on similarity of
safety profile
Assumed equal to gefitinib based on similarity of safety
profile

Afatinib

Progressed disease

All treatments 0.64 Based on the results of the SLR the study by Labbée

provided the most appropriate values for this analysis

ERG supports use of PF utility data from the trial, but feels that PD utility values should also
be from the trial rather than the literature

ERG used all values from the trial and included disutility for aging and AEs

({=]



Adverse events included in the model

Grade 3 or higher occurring in >5% of patients

Adverse event Dacomitinib Gefitinib Afatinib
(n=227) (n=224) (n=160)
ALT increased 2 (0.9%) 18 (8.0%) 0 (0.0%) 18 (8.0%)
Diarrhoea 18 (7.9%) 1(0.4%) 21 (13.1%) 1(0.4%)
0 (0.0%) 0 (0.0%) 9 (5.6%) 0 (0.0%)
Paronychia 17 (7.5%) 3 (1.3%) 3 (1.9%) 3 (1.3%)
Rash (grouped term) 55(24.2%)  1(0.4%) 15 (9.4%) 1(0.4%)

Grades 1 and 2 excluded from model

Company’s base case did not include disutilities for AEs

Company included one-off utility decrement in scenario analysis

ERG did not accept inclusion of disutility decrements in the base-case would constitute
‘double counting’, and specifically included a disutility decrement in their base-case
analysis.
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Available cost-effectiveness results

Analysis Document or slide(s) in
PMB

Company base case & Dacomitinib with confidential PAS PMB slides 45-48
scenario analyses discount versus comparators

(erlotinib, afatinib and gefitinib)

with PAS discounts assumed by

the company

Additional analyses from Dacomitinib and comparators Appendix M in appendix to
company (erlotinib, afatinib and gefitinib) all  the company submission
at list prices
ERG base case & Dacomitinib (with PAS discount) PMB slides 52-59
scenario analyses versus comparators (at list prices)
Additional analyses, Dacomitinib with confidential PAS PMB slides 50-51
applying ERG’s suggested discount versus comparators
changes to company’s (erlotinib, afatinib and gefitinib)
base case with PAS discounts assumed by
the company
Additional analyses, Dacomitinib and comparators ERG report, Section 6.1.2,
applying ERG’s suggested (erlotinib, afatinib and gefitinib) all  Tables 59 to 61, pages 136
changes to company’s at list prices to 138

additional analyses



CONFIDENTIAL

Company’s deterministic results:
dacomitinib (with PAS) versus comparators
(with company assumed PAS)

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY QALY

OO OO
OO OO
OO 00X

« Company’s probabilistic ICER for dacomitinib is

Definitions: dominated: both more expensive and results in the same or poorer outcomes than the comparator;
extendedly dominated: a treatment that is not cost-effective because another available treatment provides
more units of benefit at a lower cost per unit benefit

Abbreviations: ICER: incremental cost-effectiveness ratio; QALY's: quality-adjusted life years
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CONFIDENTIAL

Company’s scenario analyses

Progression free * Curve for gefitinib:
survival for gefitinib Generalised gamma
« Survival for the other
comparators from the FP NMA
(P1=0.5; P2=1.5)
Curve for gefitinib:
Generalised gamma
« Survival for the other
comparators from the FP NMA
(P1=0.5; P2=1.5)
Treatment specific utility based
on ARCHER 1050 and

assumption (ESEERSNN)

Treatment specific utility based
on ARCHER 1050 and

assumption (SEENSEN)

No

Overall survival for
gefitinib

Progression-free
survival utility value (1)

Progression-free
survival utility value (2)

Treatment beyond
disease progression

» Curve for gefitinib: Log-normal
* Treatment effect based on
conventional NMA

» Curve for gefitinib: Log-logistic
* Treatment effect based on
conventional NMA

Non-treatment specific PFS utility
value (Jllll) based on ARCHER
1050. Progressed disease (0.64) from
Labbé with AE disutilities
Non-treatment specific PFS utility
value (0.77) based on Labbé.
Progressed disease (0.64) from
Labbé with AE disutilities.

Including treatment beyond disease
progression
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CONFIDENTIAL
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Company’s scenario analysis results:
dacomitinib (with PAS) versus comparators
(with company assumed PAS)

Base-case
Gefitinib survival
projection (PFS)
Gefitinib survival
projection (OS)
FP model (PFS)
FP model (OS)

NMA methodology (PFS
and OS)

Utility (PF - ARCHER)

Utility (PF - Labbé) with
AEs

Treatment beyond
progression




CONFIDENTIAL

15

ERG’s preferred base case assumptions

Progression free survival
for gefitinib

Overall survival for
gefitinib

Post-progression utility
value

Disutilities due to adverse
events

Age-related disutilities

Gefitinib PAS discount
I

» Curve for gefitinib:
Generalised gamma

« Survival for the other
comparators from the FP
NMA (P1=0.5; P2=1.5)

» Curve for gefitinib:
Generalised gamma

« Survival for the other
comparators from the FP
NMA (P1=0.5; P2=1.5)

0.64 from Labbé et al

Not included in the model

No age-adjustment applied

Applied in Cycle 2

» Curve for gefitinib: Log-normal

« Survival for the other comparators
from the FP NMA (P1=0.5; P2=1)

 Assumed PFS equal to mean
PFS for dacomitinib and gefitinib
from 36 months

» Curve for gefitinib: Log-logistic

« Survival for the other comparators
from the FP NMA (P1=0.5;P2=1)

» Assumed equal efficacy, on the
hazard scale, from 36 months
onwards

Weighted-mean utility value from the

ARCHER 1050 trial = |}

« Diarrhoea: -0.15 -« Paronychia:

« Fatigue: -0.18 -0.20

* ALT increased: 0 - Rash:-0.20

Included from the study published by

Ara and colleagues

Applied in Cycle 3

15



CONFIDENTIAL
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Impact of ERG’s preferred assumptions on

company’s base case (1): dacomitinib (with PAS)
versus comparators (with company assumed PAS)

Basecase I S
Gefitinib survival projection (PFS)
[SSS0 [SS0N [BESN SSEN SeeN

Gefitinib survival projection (OS)

using log-logisticand HR=1from i jg g §§ M

36 months



CONFIDENTIAL
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Impact of ERG’s preferred assumptions on

company’s base case (2): dacomitinib (with PAS)
versus comparators (with company assumed PAS)

Dlsutllltles associated with AEs DO DO IO DO DO XXX

Post-progression utility from
ARCHER 1050
Age-related disutilities DOOOCKIIDOOOCK XXX XXX X XXX

Correction of the PAS applied to
[SS00 [SO0F [SS0N SEPN SSPE SeEe

gefitinib



CONFIDENTIAL

ERG’s deterministic base-case results:
dacomitinib (with PAS) versus comparators

(list price)

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY QALY
£
O

Afatinib

- ERG'’s probabilistic ICER for dacomitinib is | Gz

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years
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CONFIDENTIAL

Company’s deterministic base-case results
(run by ERG): dacomitinib (with PAS) versus
comparators (list price)

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY QALY
(£)
XXX XXXXX

XXXXX
XXXXX
Afatinib XOXXXX

Dacomitinib

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years

I 19



CONFIDENTIAL

ERG’s additional scenario analyses

Progression free » Curve for gefitinib: Log-normal
survival « Survival for the other comparators from Assumed afatinib PFS
the FP NMA (P1=0.5; P2=1) equal to mean PFS for

« Assumed afatinib PFS equal to mean dacomitinib and gefitinib
PFS for dacomitinib and gefitinibo from  from 55 months
36 months

Overall survival « Curve for gefitinib: Log-logistic Assumed dacomitinib OS

« Survival for the other comparators from equal to that of afatinib
the FP NMA (P1=-0.5)

« Assumed equal efficacy, on the hazard
scale, from 36 months onwards

Post-progression utility Weighted-mean utility value from the 0.64 from Labbé et al
value ARCHER 1050 trial = [|l}}
NMA method for OS Company’s FP NMA, including: Company’s traditional

« Curve for gefitinib: Log-logistic proportional hazards NMA

« Survival for the other comparators from
the FP NMA (P1=-0.5)

« Assumed equal efficacy, on the hazard
scale, from 36 months onwards



CONFIDENTIAL

ERG’s scenario analysis results (1):
dacomitinib (with PAS) versus comparators
(list price)

« Log-normal parametric curve for progression-free survival for gefitinib and equal
efficacy assumed from month 55

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY

Afatinib

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years
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ERG’s scenario analysis results (2):
dacomitinib (with PAS) versus comparators
(list price)

« Log-logistic parametric curve for progression-free survival for gefitinib and equal
efficacy assumed from month 55

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY

XXX XXXXX
XXX XXXXX
Afatinib XXX XXXXX

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years
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ERG’s scenario analysis results (3):
dacomitinib (with PAS) versus comparators

(list price)

« Using utility values from Labbe et al.

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY QALY
£
XXX XXXXX

Erotinib [ ]
XXXXX
Gefitinib
Afatinib DXOXXXX

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years
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ERG’s scenario analysis results (4):
dacomitinib (with PAS) versus comparators

(list price)

* Using results from the NMA for overall survival (HR constant)

Treatment Expected Incremental Expected | Incremental | ICER (£)
mean costs costs (£) mean QALY

Afatinib

Abbreviations: ICER: incremental cost-effectiveness ratio; QALYs: quality-adjusted life years
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Additional ERG scenario analysis results:
dacomitinib (with PAS) versus comparators
(list price)

mean costs (£ costs (£ mean QALY QALY
Scenario 1: No additional survival benefit (OS HR=1) after 48 months

Erlotinib

Gefitinib
Afatinib

Erlotinib

Gefitinib
Afatinib

Scenario 3: Equivalent post-progression survival from ERG base case (HR=




End of life

« Company have not presented a case that dacomitinib meets the end
of life criteria

Data available

L CRICEUNE SR (e [T T R {o I LV ERY1 L -W Current approved options are already

Y Lol g AN WV LI EL T Ll n ELWAEEER G ET W22 S associated with >24 month survival outcomes.
months In ARCHER 1050, the median OS for gefitinib
was 26.8 months (95% CI. 23.7, 32.1).

L GG HE R R R AL E I ICRGE S As detailed in Section B.2.6.3.2, dacomitinib

I ERICEN P ER I EER R oo o T Ml Heli (- i [ -1t demonstrated a 7.3 month improvement in

CY QI EI i R Rl (A el EVNAO RO CEURZ TG B median OS and a 24% reduction in the risk of
at least an additional 3 months, compared death compared with gefitinib in EGFR+

with current NHS treatment NSCLC. The median OS was 34.1 months (95%
Cl: 29.5, 37.7) in the dacomitinib arm compared
with 26.8 months (95% CI: 23.7, 32.1) for
gefitinib (HR: 0.760; 95% CI: 0.582, 0.993; 2-
sided p-value=0.0438; stratified analysis).

ERG comment: ERG considers that dacomitinib does not meet the end of life criteria
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Equality & innovation

Equality
« The company, experts & professional organisation identified no equality issues

Innovation

« Company claim that dacomitinib is innovative — improves survival compared with
gefitinib with a longer duration of effect with indirect treatment comparison further
supporting survival improvement compared with other TKIs
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Key issues — cost effectiveness

Does the generalised gamma (company) or log-normal (ERG) parametric curve for gefitinib
give more clinically plausible PFS estimates?

Does the generalised gamma (company) or log-logistic (ERG) parametric curve for gefitinib
give more clinically plausible OS estimates?

|s it reasonable to assume equal efficacy between dacomitinib and the comparators from
month 36 onwards for OS?

Is it clinically plausible that dacomitinib provides both pre- and post-progression benefit?

Is the utility value of 0.64 from literature (company) or |l from ARCHER 1050 (ERG) a
more clinically plausible post-progression utility value?

Is it reasonable to include treatment specific utilities AND disutilities associated with adverse
events?

Does the modelling of the proportion of patients receiving subsequent therapy after a first
line TKI and the subsequent therapies received reflect clinical practice?

Should the cost for rebiopsy for osimertinib (currently the CDF) be included in the model?
Are the end of life criteria met?

|s dacomitinib innovative? Are there any equalities issues?
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