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Instructions for companies

This is the template for submission of evidence to the National Institute for Health
and Care Excellence (NICE) as part of the single technology appraisal (STA)
process. Please note that the information requirements for submissions are
summarised in this template; full details of the requirements for pharmaceuticals and

devices are in the user guide.

This submission must not be longer than 150 pages, excluding appendices and the

pages covered by this template. If it is too long it will not be accepted.

Companies making evidence submissions to NICE should also refer to the NICE

quide to the methods of technology appraisal and the NICE guide to the processes

of technology appraisal.

In this template any information that should be provided in an appendix is listed in

a box.

Highlighting in the template (excluding the contents list)

Square brackets and - highlighting are used in this template to indicate text that
should be replaced with your own text or deleted. These are set up as form fields, so
to replace the prompt text in || | | T \ith your own text, click anywhere
within the highlighted text and type. Your text will overwrite the highlighted section.

To delete grey highlighted text, click anywhere within the text and press DELETE.

Grey highlighted text in the footer does not work as an automatic form field, but
serves the same purpose — as prompt text to show where you need to fill in relevant
details. Replace the text highlighted in |l in the header and footer with
appropriate text. (To change the header and footer, double click over the header or

footer text. Double click back in the main body text when you have finished.)
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Abbreviations

AE Adverse event

AUC Arena under the curve

BGCS British Gynaecological Cancer Society

BICR Blinded independent central review

BNF British National Formulary

BOR Best overall response

BSA Body surface area

BSC Best standard of care

CASP Critical Appraisal Skills Programme

CDF Cancer Drugs Fund

CHMP Committee for Medicinal Products for Human Use
Cl Confidence interval

CR Complete response

CTCAE Common Terminology Criteria for Adverse Events
CxDx Cycle X Day X

DCO Data cut off

DCR Disease control rate

DG Diagnostics guidance

dMMR DNA mismatch repair deficient

DOR Duration of response

DSA Deterministic sensitivity analysis

DSU Decision support unit

EC Endometrial cancer

ECOG PS Eastern Cooperative Oncology Group performance score
eGFR Estimated glomerular filtration rate

EMA European Medicines Agency

EORTC QLQ- European Organisation for Research and Treatment of Cancer Quality of Life
C3- Questionnaire

EOT End-of-treatment

EQ-5D EuroQoL 5-dimensions 5-levels

ESGO European Society of Gynecological Oncology
ESMO European Society for Medical Oncology Annual Meeting
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ITC Indirect treatment comparison

ITT Intention-to-treat
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NR Not reported
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TEAE Treatment emergent adverse event
TTNT Time to next treatment

ToT Time on treatment

TTD Time to discontinuation

TTNT Time to next treatment

VAS Visual analogue scale
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B.1 Decision problem, description of the technology and
clinical care pathway

Recurrent or advanced dMMR/MSI-H EC

e Dostarlimab is a treatment for patients with recurrent or advanced DNA mismatch repair
deficient (dMMR)/microsatellite instability-high (MSI-H) endometrial cancer (EC) that has
progressed on or following prior treatment with a platinum-containing regimen."

e This patient population, which equates to approximately 124 women each year in England
(see Section B.1.3.3), reflects a small, well-defined proportion of the total EC population,
and represents those with the greatest critical unmet need.

e Once patients are diagnosed with recurrent or advanced EC, they face an extremely poor
prognosis; only 15% and 20% of patients diagnosed with advanced EC and recurrent EC,
respectively, will survive for longer than five years.?®

e First line platinum-based chemotherapy is the mainstay of initial treatment for patients with
recurrent or advanced EC, but regrettably, disease progression is inevitable and only one in
every three patients will ever receive another line of treatment — the remaining patients will
have died or be too unwell to withstand further treatment. Following progression on or after
platinum-based chemotherapy, patients face a bleak prognosis with no recognised standard
of care treatments and a median overall survival (OS) of less than one year.5'"

Current clinical pathway of care

e With no standard of care treatments available following disease progression on platinum-
based chemotherapy, patients in this setting are left with extremely limited and inadequate
treatment options, based on unclear and inconsistent treatment guidelines.

e Many patients will receive further lines of chemotherapy but by this stage, EC is largely
considered to be a chemotherapy-resistant disease.'? Real-world evidence (RWE) in the UK
shows that patients receiving further chemotherapy face a median OS of just JJj months
95% Cl: L. ). only % (95% Cl: I, ) and Il (95% Cl: [l I of patients
were alive after one and two years, respectively.’® A small number of patients may
alternatively receive hormone therapy, despite the lack of published evidence that it
provides any benefit in this setting.™

e The lack of effective treatment options has a detrimental psychological impact on patients,
leaving them feeling underserved and abandoned. The critical unmet need for a more
effective treatment is so severe that unlicensed nivolumab monotherapy is temporarily
available via the Cancer Drugs Fund (CDF) through a COVID-19 response programme,
despite there being no clinical evidence to support its use in this patient population.'®

Dostarlimab

e Dostarlimab is a novel and innovative immuno-oncology (I-O) therapy that represents a
significant step-change for patients with recurrent or advanced dMMR/MSI-H EC tht has
progressed on or after a platinum-containing regimen.

e In the single-arm pivotal GARNET trial (see Section B.2.3.1); interim analysis data when
compared with RWE on current clinical management shows that dostarlimab potentially
improves survival for this patient group. Overall 1% (95% CI: |}, Il of patients treated
with dostarlimab were alive after one year, and [J§% of patients were still alive after two
years, | the proportion of patients alive at two years in current UK clinical
practice based on RWE."3 16

e Dostarlimab represents a critical addition to the treatment armamentarium for patients with
recurrent or advanced dMMR/MSI-H EC that has progressed on or after a platinum-
containing regimen, who will otherwise continue to face an extremely bleak prognosis with a
limited life expectancy and almost no hope of receiving effective treatment.
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B.1.1 Decision problem

This submission demonstrates the clinical and cost-effectiveness of dostarlimab within its full marketing authorisation as monotherapy for the
treatment of adult patients with recurrent or advanced mismatch repair deficient (dAMMR)/microsatellite instability-high (MSI-H) endometrial cancer
(EC) that has progressed on or following prior treatment with a platinum-containing regimen.

The decision problem addressed within this submission is broadly consistent with the NICE final scope for this appraisal as outlined in Table 1. The
principal difference relates to the comparators considered relevant to this appraisal as detailed in Table 1.

Table 1: The decision problem

Final scope issued by NICE Decision problem addressed in Rationale if different from the final NICE scope
the company submission
Population People with previously treated Patients with recurrent or advanced The patient population is aligned with the NICE final scope,
advanced or recurrent EC with dMMR/MSI-H EC that has progressed | though it is important to note that patients eligible for
MSI-H or dMMR. on or following prior treatment with a dostarlimab must have progressed on or following prior
platinum-containing regimen. treatment with a platinum-containing regimen. This is in

line with the marketing authorisation for dostarlimab in this
indication and the patient population included in the pivotal
GARNET trial (see Section B.2.3.1).

Intervention Dostarlimab Dostarlimab NA — aligned with the NICE final scope.
Comparator(s) | ¢ Chemotherapy, including: Base case cost-effectiveness Current clinical management
o Carboplatin and paclitaxel | analysis: e In the absence of a definitive standard of care or clear
o Paclitaxel monotherapy e A basket of treatments representing treatment guidelines for this indication, the base case
o Doxorubicin monotherapy current clinical management, cost-effectiveness analysis compares dostarlimab to
o Carboplatin monotherapy comprising: current clinical management in the UK as a basket of
e Hormone therapy (such as o Carboplatin plus paclitaxel comparator therapies. This consists of aggregate data
medroxyprogesterone o Paclitaxel monotherapy for patients receiving a range of the most commonly
acetate and megestrol) o Carboplatin plus pegylated prescribed chemotherapy regimens in patients with
« Best supportive care (BSC) liposomal doxorubicin (PLD) recurrent or advanced. EC who. have_pro_gr.essed on or
o PLD monotherapy after a platinum-containing regimen in clinical practice,
o Carbop|atin monotherapy based on a GSK-initiated real-world evidence (RWE)
o Hormone therapy (50:50 ratio of study using data from the National Cancer Registry
medroxyprogesterone and Analysis System (NCRAS) in England (hereafter
letrozole) referred to as the UK RWE study).
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o

o O O O

Scenario analyses:
¢ Individual comparisons versus:

Carboplatin plus paclitaxel
Paclitaxel monotherapy
Doxorubicin monotherapy
Carboplatin monotherapy
Hormone therapy (50:50 ratio of
medroxyprogesterone and
letrozole)

e The treatments included in this aggregate data include

the individual chemotherapy regimens listed in the final
scope, as well as carboplatin plus PLD. As the UK
RWE study could not capture hormone therapy, the
costs of hormone therapy (a weighted average of
medroxyprogesterone acetate and letrozole based on
UK clinical expert feedback) have instead been
incorporated within the basket.

An SLR was conducted to identify relevant clinical
evidence for the individual therapies listed in the NICE
final scope however these data were extremely limited;
most studies in the relevant patient population were
observational studies, where patient characteristics and
Kaplan-Meier (KM) survival data were poorly reported.
Where possible, scenario analyses have been
conducted versus the comparators for which data were
identified in the literature in the post-platinum
chemotherapy setting.

No data were identified for either carboplatin
monotherapy or hormone therapy. Despite efforts made
to identify alternative sources of data for these
comparators, feedback from UK clinical experts strongly
indicated that any data for patients not in the post-
platinum chemotherapy setting would not be suitable to
use as a proxy for these comparators. The UK clinical
experts also indicated that survival with hormone
therapy or carboplatin monotherapy would not be
expected to exceed that observed in the UK RWE
study. As such, individual comparisons have been
explored between dostarlimab and carboplatin
monotherapy and hormone therapy in scenario
analyses, using efficacy data for doxorubicin
monotherapy and current clinical management as a
proxy, respectively (See Section B.3.8.3).

Removal of BSC
e BSC was not fully defined in the NICE final scope, and

there is a lack of standardised definition in the literature.
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It is likely to consist of pain and symptom management
or relief with treatment such as analgesics and
corticosteroids.

e BSC is not considered a relevant comparator to
dostarlimab in this submission and a comparison
versus BSC has not been included, for the following
reasons:

o Feedback from UK clinical experts is that, for most
patients, BSC would be used as an add-on therapy
to chemotherapy and thus is expected to be used as
an add-on therapy to dostarlimab.'® Accordingly, UK
clinical experts agreed that BSC would not represent
a relevant comparator to dostarlimab.'®

o Whilst a small proportion of patients with recurrent
or advanced EC who have progressed on or after a
platinum-containing regimen may receive palliative
therapy as BSC, these patients reflect a different
patient population (of more severely unwell patients)
compared to the proposed target population for
dostarlimab.

Outcomes

Progression-free survival
Overall survival

Response rates

Duration of response
Adverse effects of treatment
Health-related quality of life

Progression-free survival
Overall survival

Response rates (overall response
rates, disease control rate)

Duration of response
Adverse effects of treatment
Health-related quality of life

NA — aligned with the NICE final scope.

Economic
analysis

The reference case
stipulates that the cost
effectiveness of treatments
should be expressed in terms
of incremental cost per
quality-adjusted life year.

The reference case
stipulates that the time

An economic analysis has been
conducted with the cost-
effectiveness of treatments
expressed in terms of incremental
cost per quality-adjusted life year.

A lifetime time horizon has been
adopted to reflect all differences in
costs and outcomes between the

e Regarding the costs associated with diagnostic testing,
NICE diagnostics guidance DG42 recommends that all
patients with EC should be tested using
immunohistochemistry (IHC) to identify tumours with
dMMR/MSI-H."® DG42 recommends that IHC testing for
dMMR is the preferred approach, and clinical expert
opinion sought by GSK agreed with this.'® Additionally,
discussions with NHSE at a surgery confirmed that
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horizon for estimating clinical
and cost effectiveness
should be sufficiently long to
reflect any differences in
costs or outcomes between
the technologies being
compared.

Costs will be considered from
an NHS and Personal Social
Services perspective.

The availability of any
commercial arrangements for
the intervention, comparator
and subsequent treatment
technologies will be taken
into account.

The economic modelling
should include the costs
associated with diagnostic
testing for microsatellite
instability status in people
with endometrial cancer who
would not otherwise have
been tested. A sensitivity
analysis should be provided
without the cost of the
diagnostic test. See section
5.9 of the Guide to the
Methods of Technology
Appraisals.'”

technologies being compared.

Costs are considered from an NHS
and Personal Social Services
perspective.

A confidential commercial discount
to the list price of dostarlimab has
been adopted within the base case
analysis.

Any commercial arrangements for
the comparators are not known and
have therefore not been taken into
account.

The inclusion of diagnostic testing
for AIMMR/MSI-H status has been
explored within a scenario analysis,
which considers dAMMR/MSI-H
testing for recurrent patients only
(see Section B.3.8.3).

testing would not be an issue for access to dostarlimab.

Furthermore, given the availability of nivolumab through
the Cancer Drugs Fund (CDF) for patients with
dMMR/MSI-H, dMMR testing is already in use in clinical
practice to identify eligible patients, and therefore
resources for dIMMR testing are already being
embedded within usual practice.

As such, dMMR testing will soon become standard of
care for all patients with EC and no additional
diagnostic tests will be required to facilitate the
prescribing of dostarlimab beyond those already
conducted for patients with EC in UK NHS clinical
practice. These costs have therefore not been included
within the base case economic analysis, but a scenario
analysis has been conducted to explore the impact of
the inclusion of diagnostic testing costs for AMMR
status for recurrent patients only.

Abbreviations: BSC: best supportive care; CDF: Cancer Drugs Fund; DG: diagnostics guidance; dMMR: DNA mismatch repair deficiency; EC: endometrial cancer; GSK:
GlaxoSmithKline; IHC: immunohistochemistry; KM: Kaplan-Meier; MSI-H: microsatellite instability-high; NA: not applicable; NCRAS: National Cancer Registry Analysis System;
NHS(E): National Health Service (England); NICE: National Institute for Health and Care Excellence; PLD: pegylated liposomal doxorubicin; RWE: real-world evidence.
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B.1.2 Description of the technology being appraised

A description of the technology being appraised (dostarlimab [Jemperli]®) is provided in Table 2.

Table 2: Technology being appraised

UK approved name
and brand name

Dostarlimab (Jemperli®)

Mechanism of
action

Dostarlimab is a humanised, monoclonal antibody which binds with high
affinity and specificity to programmed cell death protein 1 (PD-1), a cell
surface receptor expressed on activated T-cells.™

PD-1 and its two known ligands, programmed cell death ligands 1/2 (PD-
L1 and PD-L2), are part of a complex signalling system which controls T-
cell activation- The PD-1/PD-L1 checkpoint serves as a negative regulator
of T-cells, which typically helps to control local inflammatory responses.
PD-L1 is constitutively expressed on a subset of macrophages, but it can
also be expressed on tumour cells.?°

In the tumour microenvironment, PD-L1 expressed on the surface of
tumour cells binds to PD-1 on activated T-cells in a process called
immune evasion.2" This results in T-cell inhibition, suppressing
subsequent cytokine production and cytotoxicity. This dampening of the
immune response prevents T-cells from killing the tumour cells, enabling
the tumour to continue to grow without restriction.?!- 22

By inhibiting the binding of PD-1 to PD-L1 and PD-L2, dostarlimab blocks
the PD-1 signalling pathway and subsequent immune evasion resulting in
an increased anti-tumour immune response and cancer cell death (Figure

1).

Figure 1: Mechanism of action of dostarlimab binding with PD-1
receptor

p-1 T Cell

Anti-PD-1
Antibody
(dostarlimab)

Source: GSK Infographic.

dMMR/MSI-H EC

DNA mismatch repair deficient (dMMR)/microsatellite instability-high
(MSI-H) endometrial cancer (EC), is a subtype of EC that comprises
approximately 23% of all EC cases (see Section B.1.3.2) and represents
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a subgroup where PD-1/PD-L1 inhibition with I-O therapy is most
effective.'® 23

dMMR/MSI-H EC is highly immunogenic, and exhibits more tumour-
specific neoantigens, which results in increased T-cells, including tumour-
infiltrating lymphocytes, and compensatory upregulation of immune
checkpoints.2® This combination of increased mutation load, T-cells and
PD-1/PD-L1 expression means that IMMR/MSI-H EC represents an ideal
target for dostarlimab and PD-1/PD-L1 inhibition.23

Marketing A regulatory submission for dostarlimab as a new active substance has
authorisation/CE been made via the European Medicines Agency (EMA) centralised
mark status procedure. Committee for Medicinal Products for Human Use (CHMP)

positive opinion was received on 25" February 2021, recommending the
granting of conditional marketing authorisation.

A conditional marketing authorisation is granted to a medicinal product
that fulfils an unmet medical need when the benefit to public health of
immediate availability outweighs the limitation inherent in the fact that
additional data are still required. It is issued with the expectation that
comprehensive clinical data is provided at a later stage. EMA regulatory
approval was received on 21st April 2021.

An application to the Medicines and Healthcare Regulatory Agency
(MHRA) for a UK marketing authorisation has also been made for
dostarlimab via the European Commission Decision Reliance Procedure
(ECDRP), for the MHRA to adopt the CHMP opinion and thus convert to a
national licence.

Indications and any | “Jemperli is indicated as monotherapy for the treatment of adult patients
restriction(s) as with recurrent or advanced mismatch repair deficient

described in the (dMMR)/microsatellite instability-high (MSI-H) endometrial cancer (EC)
summary of product that has progressed on or following prior treatment with a platinum

characteristics containing regimen.”!
(SmPC)

Method of Dostarlimab 500 mg is administered via a 30-minute 1V infusion every 3
administration and weeks (Q3W) (Day 1 of each 21-day cycle) for the first 4 cycles.’
dosage
This is followed by dostarlimab 1,000 mg administered via IV infusion
every 6 weeks (Q6W) (Day 1 of each 42-day cycle) for all subsequent
cycles.’

Additional tests or NICE diagnostics guidance DG42 recommends that all patients with EC
investigations should be tested to identify tumours with dAMMR/MSI-H.'® DG42
recommends that testing for AMMR/MSI-H tumours should consist of
dMMR testing via immunohistochemistry (IHC), and clinical expert opinion
sought by GSK for this submission agreed that this would be the
preferred testing approach and that all patients eligible for treatment with
dostarlimab would receive dMMR testing as a result of this guidance.

Consultation with NHS England (NHSE) via an NHSE surgery also
confirmed the availability of dMMR testing across England, and that
access to testing will not be a barrier to accessing dostarlimab upon
reimbursement. Consequently, dMMR testing via IHC will soon become
standard of care for all patients with EC, and no additional diagnostic
tests will be required to facilitate the prescribing of dostarlimab beyond
those already conducted for patients with EC in UK NHS clinical practice.
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List price and The list price of dostarlimab is £ JJll per 500 mg vial.

average cost of a Based on the time on treatment in the base case cost-effectiveness
course of treatment | analysis, the average discounted cost per course of treatment with
dostarlimab (including drug acquisition and administration costs) is
- at list price and when including the patient access scheme
(PAS) discount for dostarlimab (see below).

Patient access A confidential simple PAS discount application has been submitted by
scheme (if GSK that provides dostarlimab at a net price of £|Jilij per 500 mg vial.
applicable)

Abbreviations: CHMP: Committee for Medicinal Products for Human Use; dMMR: DNA mismatch repair
deficiency; DG: diagnostics guidance; EC: endometrial cancer; ECDRP: European Commission Decision
Reliance Procedure; EMA: European Medicines Agency; GSK: GlaxoSmithKline; IHC: immunohistochemistry; 1V:
intravenous; MHRA: Medicines and Healthcare Regulatory Agency; MSI-H: microsatellite instability-high; NA: not
applicable; NHS(E): National Health Service (England); PAS: patient access scheme; PD-1/2: programmed cell
death protein 1/2; PDL-1/2: programmed cell death-ligand 1/2; QXW: once every X weeks; SmPC: Summary of
Product Characteristics.

B.1.3 Health condition and position of the technology in the
treatment pathway

B.1.3.1 Disease overview

Overview of endometrial cancer

EC is a type of uterine cancer that originates in the lining of the womb (uterus), known as the
endometrium. The term EC is frequently used synonymously with uterine cancer, since a large
majority (~94%) of uterine cancers are EC.?* However, other types of uterine cancer are clinically
distinct and are treated differently to EC.%®

EC contributes to an estimated 2,162 deaths every year in the UK, with an age-adjusted mortality
rate (the number of deaths due to EC occurring in a specified population over a given period of
time) of 2.6 per 100,000 patients in 2018.26:27 In the UK, EC is responsible for approximately one
woman’s death every four hours.?4 26

This submission focusses on patients with recurrent or advanced dMMR/MSI-H EC (see Section
B.1.3.2) who have progressed on or following prior treatment with a platinum-containing regimen.
This patient population, which equates to approximately 124 patients each year in England,
focusses on a small, well-defined proportion of the total EC population, and reflects the
population of patients with the greatest critical unmet need.

Patients with recurrent or advanced EC face an extremely poor prognosis — only 15% of patients
diagnosed with advanced (Stage V) disease will survive longer than five years, compared to
92.2% of patients with Stage | disease.? Fewer than half (46.5%) of patients with Stage IV EC will
survive for more than one year.'* 28 Similarly, only 20% of patients who experience disease
recurrence from earlier stages of disease will survive for five years, versus 89% of patients
without disease recurrence.®® Advanced EC is also associated with a range of debilitating
symptoms, deteriorations in physical functioning and health-related quality of life (HRQoL).?%-3"

For patients with recurrent or advanced EC, first-line platinum-based chemotherapy is the
standard of care, and is currently their last chance to receive effective treatment. Regrettably,
most patients will progress past this first line of therapy, and feedback from UK clinical experts is
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that only one in every three patients will ever receive another line of treatment — the remaining
patients will have died or be too unwell to withstand further treatment.'®

Disease progression carries devastating and distressing consequences and an extremely bleak
prognosis. No evidence based standard of care treatments are available in the post-platinum
chemotherapy or subsequent settings, leaving patients with extremely limited and inadequate
treatment options based on unclear and inconsistent treatment guidelines. The lack of
subsequent effective treatment options has a detrimental psychological impact on patients,
leaving them feeling underserved and abandoned.

Most patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or following
prior treatment with a platinum-containing regimen will go on to receive further lines of
chemotherapy, either as monotherapy or as a doublet chemotherapy regimen. However, each
subsequent line of chemotherapy results in increased chemoresistance and is associated with a
substantial burden of toxicity.'? '® Data from a GSK-initiated UK RWE study show that further
chemotherapy in this setting is associated with a median OS of just [ months (95% CI: [},
). with only % and 1% of patients alive after one and two years, respectively (see
Section B.2.3.2)."3

Alternatively, some patients who have high oestrogen or progesterone receptor expression in the
tumour (known as hormone receptor positive [HR+]) may receive hormone therapy, such as
letrozole or medroxyprogesterone acetate, despite no evidence that it provides any survival
benefit in this post-platinum setting.'* This highlights the significant unmet need clinically, that
when faced with extremely limited treatment options, clinicians are willing to administer non-
evidence based treatments in the hope that they will provide some benefit for patients in this
setting.

Patients with recurrent or advanced EC who progress on or after platinum-based chemotherapy
unequivocally deserve an effective, evidence-based treatment option. This critical unmet need is
so severe that currently unlicensed nivolumab is available via the Cancer Drugs Fund (CDF) for
patients with metastatic or locally advanced dMMR/MSI-H EC through a COVID-19 response
programme, despite there being no available clinical evidence in support of its use in this patient
population.®

B.1.3.2 Disease classification, progression and recurrence

Dostarlimab is a treatment option for adult patients with recurrent or advanced dMMR/MSI-H EC
that has progressed on or following prior treatment with a platinum-based chemotherapy
regimen, in line with its marketing authorisation.

It is important to note that, whilst patients with recurrent EC and patients with advanced EC may
have different treatment histories, they are viewed as one patient population in clinical practice
following the treatment of recurrent or advanced EC with platinum-based chemotherapy. As
such, patients with recurrent EC and patients with advanced EC in the post-platinum
chemotherapy setting are viewed together as one within this appraisal. This population
represents the patients that face the worst prognosis, and those with a critical unmet need.

Advanced disease

Upon diagnosis, EC is staged according to the International Federation of Gynaecology and
Obstetrics (FIGO) system.3? FIGO Stages |-l are considered early stage EC, at which point the
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disease has not spread outside of the uterus. The majority of patients with EC (approximately
80%) are diagnosed at an early stage (Table 3).3

A smaller number of EC patients (15-20%) will be diagnosed with advanced stage cancer (Stage
[ll and V), at which point the disease has spread beyond the uterus (Table 3).32 Patients with
advanced stages (Stage Il and V) of disease, have a much poorer prognosis. Only 50% of
patients with Stage Il EC will survive for five years or more, and this declines drastically at Stage
IV, with only 15% of patients surviving longer than five years.? Fewer than half (46.5%) of
patients with Stage IV EC will survive for more than one year.'4 28

Table 3: FIGO cancer staging for EC

FIGO stage Description

| The cancer is confined to the uterus. The cancer may have grown from the
endometrium into the myometrium.

Il The cancer has spread from the body of the uterus and is growing into the
supporting connective tissue of the cervix, but it has not spread outside the uterus.

]l The cancer has spread outside the uterus and/or to the fallopian tubes or ovaries
vagina or to the tissues that surrounding tissues around the uterus. It may have
also spread to lymph nodes around the aorta but not too distant sites.

IVA The cancer has spread to the inner lining of the rectum or urinary bladder. It may
have spread to nearby lymph nodes but has not spread to distant sites.

VB The cancer has spread to inguinal (groin) lymph nodes, the upper abdomen, the
omentum, or to organs away from the uterus, such as the lungs, liver, or bones.
The cancer can be any size and it might or might not have spread to other lymph
nodes.

Abbreviations: EC: endometrial cancer; FIGO: International Federation of Gynaecology and Obstetrics.
Source: American Cancer Society.*

Recurrent disease

Irrespective of stage, patients with EC can experience disease recurrence, defined as disease
that cannot be detected after primary treatment, but then is radiologically or histologically
detected again at a later point in time.3® Overall, an estimated 13% of EC patients will experience
disease recurrence in their lifetime, with the majority of recurrences occurring within three years
post-treatment.® Prognosis drastically worsens in the recurrent setting with only 20% of patients
surviving for five years or more, versus 89% of patients without disease recurrence.?

dMMR/MSI-H EC

dMMR/MSI-H is a molecular biomarker indicating the presence of a defective DNA repair
process (Figure 2).36 EC is reported to have the highest incidence of dIMMR/MSI-H across all
solid tumours, with approximately 23% of all EC cases classified as dMMR/MSI-H. 8 37, 38

DNA mismatch repair (MMR) is a cellular process responsible for identifying and repairing
mismatched bases that occur during DNA replication and genetic recombination.?® 3¢ The system
consists of DNA MMR proteins, which repair insertions or deletions of abnormal DNA within
microsatellites (repetitive non-coding DNA sequences) (Figure 2).36

Mutations in the genes that code for these proteins can result in a defective MMR process which
results in the accumulation of abnormal mutations.3¢ This can be caused by sporadic mutations
in the genes encoding the MMR proteins, or through inherited conditions such as Lynch
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syndrome, which is the result of a germline mutation in the genes encoding several MMR
proteins.?® When one or more of these MMR proteins are dysfunctional, or are not expressed,
this results in dMMR. Otherwise, the cancer is considered MMR-proficient [pMMR]) and
microsatellite stable (MSS) (Figure 2).3¢

Microsatellite instability (MSI), a change in the length of repetitive sequences in tumour DNA
compared with normal DNA, is the phenotypic (observable characteristic) result of IMMR.3° MSI
can be further characterised as high or low: if two or more DNA repeats are altered, this is
specifically defined as MSI-H; if there is only one mutated sequence, this is considered
microsatellite instability-low (MSI-L).3¢

Figure 2: The mechanism of action of the DNA MMR system and dMMR/MSI-H

DNA
fots P i
. dl @\
& :
& :
WNN';PQ metl i

DNA mutation
DNA mismatch repair deficient
DNA mismatch repair proficient (dMMR)
(PMMR) 23% of patients with endometrial

cancer will be classified as dAMMR

DAPMAPWME DAPDAPE

Mutation is repaired, and the cell is Mutation is not repaired, resulting in
classified as microsatellite stable microsatellite instability

Abbreviations: dMMR: DNA mismatch repair deficiency; MSI-H: microsatellite instability-high; MSS:
microsatellite stable; pMMR: DNA mismatch repair proficient.
Source: Adapted from Eso et al. (2019).4°

dMMR/MSI-H disease has one of the highest mutational loads versus other molecular subtypes,
and is highly immunogenic, with increased levels of circulating tumour infiltrating lymphocytes
and high expression of immune checkpoint molecules.?* 3 This is important, as dIMMR/MSI-H
tumours are therefore more likely to respond to immuno-oncology (I-O) treatment, including anti-
programmed cell death protein 1 (PD-1) or anti-programmed cell death ligand 1 (PD-L1) therapy
such as dostarlimab.?®

Evidence for this has been observed in other cancers, where patients with dIMMR/MSI-H disease
have experienced improved responses to I-O therapy, compared to patients with pMMR disease.
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In KEYNOTE-016, a Phase 2 study of pembrolizumab in patients with progressive metastatic
colorectal cancer, as well as other cancers, pembrolizumab demonstrated an objective response
rate (ORR) of 40% in patients with AIMMR/MSI-H disease versus 0% in patients with pMMR/MSS
disease.*!

Consequently, IMMR/MSI-H EC represents a subgroup where I-O therapy with dostarlimab is
most effective.??

dMMR/MSI-H testing in the UK

In the UK, recently published NICE diagnostics guidance DG42 recommends that individuals with
EC should undergo genetic testing for Lynch syndrome.'® Lynch syndrome type Il (also known as
hereditary non-polyposis colorectal carcinoma [HNPCC] syndrome), accounts for up to 3% of all
EC cases.*? Lynch syndrome is a hereditary condition caused by mutations in the MMR genes,
that predisposes women to developing EC throughout their lifetime. Whilst the general population
risk of developing EC is 2%, women with Lynch syndrome have a 30-60% lifetime risk of
developing EC.%43

NICE DG42 states that all patients with EC should be tested for dIMMR/MSI-H using
immunohistochemistry (IHC) testing, and if indicative of dAMMR/MSI-H, patients are offered
further germline genetic testing to confirm Lynch syndrome.'® IHC testing is a simple,
inexpensive technique already routinely used within the NHS to test for dIMMR/MSI-H in other
cancers, including colon cancer.4

UK clinical expert opinion sought by GSK for this submission agreed that IHC would be the
preferred testing approach for dIMMR/MSI-H EC and that all patients eligible for treatment with
dostarlimab would receive dMMR testing as a result of this guidance.'® Consultation with NHS
England (NHSE) via an NHSE surgery also confirmed the availability of dIMMR testing across
England, and that access to testing will not be a barrier to accessing dostarlimab upon
reimbursement. Consequently, dMMR testing via IHC will soon become standard of care for all
patients with EC, and no additional diagnostic tests will be required to facilitate the prescribing of
dostarlimab beyond those already conducted for patients with EC in UK NHS clinical practice.

Use of immunotherapy in dMMR/MSI-H disease

dMMR/MSI-H disease has one of the highest mutational loads versus other molecular subtypes,
and is highly immunogenic, with increased levels of circulating tumour infiltrating lymphocytes
and high expression of immune checkpoint molecules.*? This high number of tumour antigens
within the tumour microenvironment observed in dAMMR/MSI-H tumours suggests these cancers
may be more likely to respond to immuno-oncology (I-O) treatment, including anti-programmed
cell death protein 1 (PD-1) or anti-programmed cell death ligand 1 (PD-L1) therapy such as
dostarlimab.??

Evidence for this has been observed in other cancers, where patients with dIMMR/MSI-H disease
have experienced improved responses to I-O therapy, compared to patients with pMMR disease.
KEYNOTE-016 was a Phase 2 single arm study of pembrolizumab in patients with progressive
metastatic colorectal cancer, as well as other cancers. In the study pembrolizumab demonstrated
an ORR of 40% in patients with dAMMR/MSI-H disease versus 0% in patients with pMMR/MSS
disease.*’

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 23 of 222



Consequently, IMMR/MSI-H EC represents an extremely promising, biomarker selected patient
population for dostarlimab.?3

B.1.3.3 Epidemiology

There are an estimated 7,539 new patients diagnosed with EC in England every year.'? This
submission focusses on a small proportion of these patients — those with recurrent or advanced
dMMR/MSI-H EC that has progressed on or after platinum-based chemotherapy. This is a small,
well-defined proportion of the total number of patients with EC, and reflects those patients with
the poorest prognosis, and critical unmet need.

Approximately 18% of EC patients will be diagnosed with advanced EC (Stage Il or V) at first
presentation, additionally approximately 13% of patients who are diagnosed at early stages of
EC will later experience disease recurrence.® % 33 This means that approximately 2,337 patients
will be diagnosed with recurrent or advanced EC in England each year. Of these, UK clinical
expert opinion sought by GSK estimates that approximately two in three of these patients (64%)
will receive first-line treatment with platinum-based chemotherapy for their disease.®

Regrettably, almost all patients who receive first-line platinum-based chemotherapy for recurrent
or advanced EC will subsequently experience disease progression — in this setting, patients are
no longer treated with curative intent, and disease progression is inevitable. The majority of
patients receiving first-line platinum-based chemotherapy will never receive a subsequent line of
treatment, and will have already died, or will be too severely unwell to receive further treatment
with chemotherapy or hormone therapy. UK clinical expert opinion indicates that only one in
every three patients (36%) who receive first-line platinum based chemotherapy will be eligible for
further treatment with chemotherapy or hormone therapy, equating to approximately 538 patients
in England every year."®

UK RWE evidence collected by GSK found that J§% of patients received a chemotherapy
subsequent to first-line platinum based chemotherapy.’ It is likely that the discrepancy between
the o derived from the RWE study and the 36% from UK clinical expert opinion may be due
to patients receiving hormone therapy in this setting within UK clinical practice, which could not
be captured in the RWE study (see Section B.2.3.2).13 16

Of the 538 patients with recurrent or advanced EC in England that suffer disease progression on
or after platinum-based chemotherapy and are eligible for further treatment with chemotherapy or
hormone therapy, approximately 23% will be classified with dIMMR/MSI-H EC and will be eligible
for treatment with dostarlimab.'® This means that approximately 124 new patients will be eligible
for treatment with dostarlimab in England each year. These assumptions are detailed in Figure 3
below.
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Figure 3: Estimated dostarlimab-eligible patient population numbers in England
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Footnotes: 27,862 incident uterine cancer cases in 2017, adjusted to 2021 using an annual general population
growth rate of 0.5%.18 45

Abbreviations: DG: diagnostics guidance; dMMR: DNA mismatch repair deficiency; EC: endometrial cancer;
MSI-H: Microsatellite instability-high; NA: not applicable.

Source: Fung-Kee-Fung et al. (2006);2 Odagiri et al. (2011);% @ Cancer Research UK;3 b Cancer Research UK;*®
¢ Cancer Research UK;33 ¢ GSK Data on File;'6 ¢ NICE DG42."8

B.1.3.4 Clinical care pathway

Clinical guidelines for EC

There are a number of clinical guidelines available for the management of EC, however, they
present very limited guidance for patients with recurrent or advanced EC who have progressed
on or after platinum-based chemotherapy. Clinical guidelines for the management of EC are
available from the British Gynaecological Cancer Society (BGCS), the European Society of
Medical Oncology (ESMO), the European Society of Gynaecological Oncology (ESGO), the
European Society for Radiotherapy and Oncology (ESTRO) and the European Society of
Pathology (ESP).'*47-48 There are no published NICE guidelines for EC.

Details of the current treatment pathway for patients with EC in the UK are presented in Figure 4
and below. These are based on the recommendations from key clinical guidelines, as well as UK
clinical expert opinion and a RWE study conducted by GSK on clinical treatment patterns for
patients with recurrent or advanced EC using linked patient-level health data available through
the National Cancer Registry Analysis System (NCRAS) in England (hereafter referred to as the
UK RWE study).'4 47.48
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Figure 4: Treatment pathway for patients with EC in the UK and the anticipated
positioning of dostarlimab

Patients diagnosed with early
stage dIMMR/MSI-H EC

Initial
management of Surgery*
EC l
Patients who experience disease
recurrence following previous
treatment
First-line
treatment for
recurrent or

advanced EC

All future lines
of anti-cancer
therapy

Footnotes: @ At any stage of disease, patients may also receive neoadjuvant or adjuvant radiotherapy,
chemotherapy or hormone therapy, in addition to surgery. ® Further chemotherapy may consist of carboplatin
plus paclitaxel, doxorubicin or gemcitabine, carboplatin monotherapy, paclitaxel monotherapy, doxorubicin
monotherapy, among others. ¢ UK clinical expert opinion sought by GSK indicated that although not licensed,
hormone therapy would consist of either letrozole or medroxyprogesterone acetate in this setting.
Abbreviations: dMMR: DNA mismatch repair deficiency; EC: endometrial cancer; MSI-H: microsatellite
instability-high.

To provide context, a brief summary of the treatment pathway for early EC is provided in the
sections below. This is followed by a more detailed summary of the treatments available for
patients with recurrent or advanced dMMR/MSI-H EC that has progressed on or following prior
treatment with a platinum-containing regimen, as this is the indication of relevance to this
submission.

B.1.3.4.1 Initial management of EC

The initial management of EC typically involves surgical treatment, which may include total
hysterectomy (removal of the uterus and cervix) and bilateral salpingo-oophorectomy (removal of
both ovaries and the fallopian tubes) with or without lymphadenectomy (removal of one or more
groups of lymph nodes), depending on the stage of disease at diagnosis.*” 4

Patients with early stage EC (Stages | and Il) receive surgery with curative intent. However, 13%
of patients with early stage disease will experience disease recurrence in their lifetime, with the
majority of recurrences occurring within the first three years of treatment.3®> Approximately 15—
20% of patients are diagnosed with advanced EC.33 For these patients, surgical treatment may
still be considered, however, it is not likely to cure their disease.*”

After surgery, patients at any stage of disease may also receive (neo)adjuvant radiotherapy or
chemotherapy, depending on their risk factors.*” Hormone therapy, including progestogens (e.g.
megestrol, medroxyprogesterone acetate), tamoxifen and aromatase inhibitors (e.g. anastrozole,
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letrozole) represent alternative treatment options for some patients at this early stage in the
treatment pathway. These would typically be offered to patients who have high oestrogen or are
HR+.14

B.1.3.4.2 Treatment for recurrent or advanced EC

First-line treatment for recurrent or advanced EC

For patients with recurrent or advanced EC, first-line platinum-based chemotherapy currently
represents the last available standard of care treatment. In the UK, doublet chemotherapy with
carboplatin plus paclitaxel is accepted as the standard of care in this setting. The RWE study
conducted by GSK showed that [J|% of patients with recurrent or advanced EC received
platinum doublet therapy as first-line treatment for recurrent or advanced EC, and carboplatin
plus paclitaxel was the most commonly prescribed regimen.'® However, as described previously,
a majority of patients will progress after their first-line platinum based-chemotherapy.

All future lines of anti-cancer therapy — positioning of dostarlimab in this appraisal:

It is estimated that approximately one in three patients will be eligible for further treatment
following disease progression on or after platinum-based chemotherapy for recurrent or
advanced EC. In this setting, disease progression carries devastating and distressing
consequences, and leaves patients facing a bleak prognosis with almost no hope of receiving
further effective treatment.*®

The lack of standard of care, or even a licensed treatment option at this stage, leads to patients
feeling abandoned, with only extremely limited and inadequate treatment options based on
unclear and inconsistent treatment guidelines. With a distinct lack of treatment options, the vast
majority of patients are either treated with further chemotherapy, hormone therapy, or are
enrolled into clinical trials. Each of these options is described in the following sections.

Chemotherapy

In UK clinical practice, most patients with recurrent or advanced dMMR/MSI-H EC who have
progressed on or after platinum-based chemotherapy will receive treatment with further
chemotherapy however there is extremely limited consensus on which chemotherapy regimens
to prescribe. BGCS guidelines recommend that re-challenge with carboplatin plus paclitaxel can
be considered in fit patients.'* However, ESMO guidelines note that there are no standard of
care treatments in this setting, and currently used treatments are associated with disappointing
response rates; only paclitaxel has consistently shown a response rate above 20% (and these
response rates predate the use of paclitaxel as a prior treatment, meaning that they likely
represent optimistic estimates for what might be achieved in UK clinical practice today).'* 4" One
study by Lincoln et al. (2003), reported an ORR for paclitaxel monotherapy of 27.3%.4°

The UK RWE study conducted by GSK, using data from the NCRAS (see Section B.2.3.2)
highlights the lack of consensus in UK clinical practice, with patients receiving a wide range of
alternative chemotherapy regimens (Table 4).3 16
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Table 4: Ten most common chemotherapy regimens received by patients with recurrent or
advanced EC following disease progression on platinum-based doublet chemotherapy

Number of patients who received a regimen after
Chemotherapy regimen their first doublet platinum regimen, n (%)

(N=I) (%)

Carboplatin plus paclitaxel

Carboplatin plus PLD

PLD monotherapy

Paclitaxel monotherapy

Carboplatin monotherapy

Cisplatin plus doxorubicin

Doxorubicin monotherapy

Cisplatin monotherapy

Carboplatin plus gemcitabine

Carboplatin plus doxorubicin

Abbreviations: EC: endometrial cancer; PLD: pegylated liposomal doxorubicin.
Source: GSK Data on File."®

Hormone therapy

UK clinical expert opinion sought by GSK suggests that hormone therapy, such as
medroxyprogesterone acetate or letrozole, may also be a treatment option for a small select
number of patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or
after platinum-based chemotherapy.'® These patients may be treated with hormone therapy
despite the fact that BGCS guidelines highlight that there is no evidence that hormone therapy
confers any survival benefit in the post-platinum setting.'* This is substantiated by the results of a
targeted literature review conducted by GSK (detailed in Appendix L), which did not identify any
published evidence for hormone therapy in patients with recurrent or advanced EC that have
received prior platinum-based chemotherapy.

Furthermore, UK clinical experts indicated that survival with hormone therapy would not be
expected to exceed that observed in the UK RWE study, estimating that the median PFS and OS
for hormone therapy in this setting would be approximately 3 months and approximately 6
months,'® respectively, whereas median PFS associated with the chemotherapy regimens that
constitute current clinical management in the UK RWE study is [} (95% CI: [}, i) months and
median OS is [ months (95% CI: |}, I)."

Clinical trials

Finally, UK clinical expert opinion sought by GSK during the development of this submission
highlighted that at this stage of treatment, given the distinct absence of an established standard
of care, they would actively seek to enrol their patients in a clinical trial, due to the disappointing
outcomes and toxicity associated with the limited treatment options that are currently available in
clinical practice.'® ESGO/ESTRO/ESP guidelines also note that clinical trial participation should
be offered to all patients with relapsed disease, highlighting the inadequacy of currently available
treatments.*®
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B.1.3.5 Limitations of current treatment and unmet need

Limited survival associated with current treatments

Sadly, patients with recurrent or advanced dMMR/MSI-H EC that have experienced disease
progression on or after platinum-based chemotherapy face a distressing and bleak prognosis,
regardless of which current treatment regimen they receive, and there is no evidence that
hormone therapy confers any survival benefit in the post-platinum chemotherapy setting.' UK
clinical experts have agreed that there is little expectation that either chemotherapy or hormone
therapy are effective in this setting.®

The UK RWE study conducted by GSK (see Section B.2.3.2) found that patients in this setting
have a median OS of just [Jf months (95% CI: [}, ) following the initiation of further
chemotherapy, and only [JJ|% and ]2 of patients were still alive after one and two years,
respectively (Figure 5).13

Figure 5: UK RWE OS for patients with recurrent or advanced EC who received further
chemotherapy following disease-progression on or after platinum-based chemotherapy

Abbreviations: Cl: confidence interval; EC: endometrial cancer; OS: overall survival; RWE: real-world evidence.
Source: GSK Data on File."3

Patients face even worse PFS; the UK RWE study found that patients had a median PFS of just
. months (95% CI: . .) from the initiation of 2L chemotherapy (using time to next treatment
[TTNT] as a proxy for PFS). Only -% of patients were progression-free one year after the
initiation of treatment, and this number dropped to just % of patients after two years (Section
B.2.4.5.2).13

Data from the published literature paint a similarly devastating picture for patients with recurrent
or advanced EC following disease progression on platinum-based chemotherapy. Various clinical
trials have reported that patients have a median OS of less than one year, with median PFS
ranging from three to six months.®'" Published clinical outcomes for patients in this setting
according to treatment are summarised in Section B.2.4 and Appendix D.5.2 and D.5.3.
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Toxicity and HRQoL burden of further chemotherapy

Alongside the extremely limited clinical benefit, cytotoxic chemotherapy regimens are also
associated with a number of harmful and debilitating side effects, including leukopenia,
neutropenia, anaemia, fatigue, nausea, vomiting and alopecia.®'° UK clinical expert opinion
sought by GSK has highlighted the toxicity burden of chemotherapy that lasts well beyond the
duration of treatment, and has a detrimental impact on HRQoL for patients with EC.'®

The substantial detrimental impact of chemotherapy was highlighted in the PORTEC-3 trial,
where patients completed the European Organisation for the Research and Treatment of Cancer
(EORTC) QLQ-C30, an internationally validated HRQoL questionnaire for cancer.5° Patients with
EC that received first-line platinum-based chemotherapy (in addition to radiotherapy) reported
significantly lower scores (worse functioning) across most EORTC QLQ-C30 functioning scales,
and significantly higher symptom scores (worse symptoms), versus patients receiving
radiotherapy alone, following completion of radiotherapy and at Month 6.5° Notably, these
patients were only receiving their first-line of platinum-based chemotherapy. There is little reason
to suggest that the patients relevant to this submission, who have already received prior
treatment with platinum-based chemotherapy, would not experience at least a comparable
decline in HRQoL on initiation of further chemotherapy treatment.

The toxicity burden of chemotherapy for patients with recurrent or advanced EC in the post-
platinum setting was demonstrated in the ZoptEC trial, which found that % of patients
receiving doxorubicin experienced either a treatment emergent adverse event (TEAE) or
treatment-related TEAE of = Grade 3 severity. &% According to the Common Terminology
Criteria for Adverse Events (CTCAE), a Grade 3 AE represents an event which is “severe or
medically significant but not immediately life-threatening; hospitalisation or prolongation of
hospitalisation indicated; disabling; limited self-care activities of daily living”.>'

Severe unmet need for patients

The lack of effective treatment options for patients with recurrent or advanced dMMR/MSI-H EC
that have progressed on or after platinum-based chemotherapy may have a substantially
detrimental impact on patients and their families, leaving them feeling underserved and
abandoned. There is a crucial unmet need for the introduction of new effective treatment options
to be routinely available for these patients.

The interim introduction and availability of nivolumab via the CDF, despite a lack of data for its
use in this patient population, highlights the severity of the unmet need for dAMMR/MSI-H EC
patients, and the enthusiasm within the UK clinical community for access to an I-O therapy for
these patients. The introduction of a licensed, scientifically supported treatment option would be
preferred by UK clinicians, given the additional data available when making a prescribing
decision.

B.1.3.6 Dostarlimab

Dostarlimab is an I-O therapy and the first licensed PD-1 inhibitor monotherapy for patients with
EC in the UK. Dostarlimab is positioned as a treatment option for adult patients with recurrent or
advanced dMMR/MSI-H EC that has progressed on or following prior treatment with a platinum
containing regimen.' This is aligned with the marketing authorisation for dostarlimab, and the
patient population included within the pivotal GARNET trial (see Section B.2.3.1).
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As a novel and innovative I-O therapy in EC, the introduction of dostarlimab represents a
clinically significant change in the management of patients with recurrent or advanced
dMMR/MSI-H EC in the post-platinum chemotherapy setting.

In the GARNET trial (see Section B.2.3.1), treatment with dostarlimab resulted in additional
survival for patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or
after platinum-based chemotherapy, which has led to substantial excitement in the clinical
community. Overall, % of patients treated with dostarlimab were still alive after one year, and
% of patients were still alive after two years. In comparison, RWE in the UK for patients
receiving a range of chemotherapies found that only % and % of patients were alive after
one and two years, respectively. These survival results represent a truly clinically meaningful
benefit for patients, who are otherwise at the end of their lives in current UK clinical practice.

Notably, in other cancers, I-O therapies have been shown to result in extended treatment
benefits and long-term remission even after treatment discontinuation, offering a substantially
improved prognosis for many patients.?? Indeed, the long-term benefits of I-O therapies have
been demonstrated across multiple indications including melanoma, lung, head and neck, where
patients who discontinued therapy had durable responses that extended beyond the end of
treatment.®® Given this trend, it is reasonable to believe some patients who respond to
dostarlimab may continue to experience extended treatment benefits and long-term remission
beyond the two-year follow-up in the GARNET ftrial to date.

The introduction of dostarlimab would represent a shift in the treatment armamentarium for
clinicians and patients with recurrent or advanced dMMR/MSI-H EC that has progressed on or
after platinum-based chemotherapy. Patient groups have shared that dostarlimab would provide
hope to those who currently feel abandoned and currently face an extremely distressing
prognosis with almost no chance of receiving effective treatment.

B.1.3.6.1 Anticipated positioning of dostarlimab in UK clinical practice

At a recent advisory board UK clinicians agreed that in clinical practice, dostarlimab is expected
to be a treatment for patients who would otherwise receive further chemotherapy or hormone
therapy, which would represent the most relevant comparators for this submission. Based on this
anticipated positioning, a range of further chemotherapy regimens represent the most relevant
comparators to dostarlimab in this submission, alongside hormone therapy in some patients.

As a result of the lack of definitive standard of care in this setting and the wide range of
treatments used, in the base case economic analysis for this appraisal, GSK have primarily
considered a comparison with a basket of the most commonly used chemotherapy regimens
representing current clinical management in UK clinical practice, using data collected via the UK
RWE study detailed in Section B.2.3.2."3

The UK RWE comparison incorporates the NICE final scope comparators as well as the most
utilised chemotherapy regimens in UK clinical practice, which include carboplatin plus
doxorubicin and carboplatin plus gemcitabine, amongst others. The identification of treatment
regimens in the UK RWE study other than those included in the NICE final scope demonstrates
the lack of consensus for the management of recurrent or advanced EC that has progressed on
or after platinum-based chemotherapy.

In addition, GSK have considered individual comparisons in scenario analyses between
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dostarlimab and the individual chemotherapy regimens listed in the NICE final scope for which
published data exist.

Hormone therapy is included as a comparator in this submission, since it is included in the NICE
final scope and has been confirmed as an appropriate comparator by UK clinical experts.'® UK
clinical experts agreed that medroxyprogesterone acetate and letrozole represent the most
relevant hormone therapies used in this setting in UK clinical practice. However, as detailed in
Section B.2.2 and B.2.7.3, there was no data identified for hormone therapy in patients with
recurrent or advanced EC who have progressed on or after platinum-based chemotherapy,
meaning that any indirect comparisons are difficult, and would be associated with substantial
limitations. It is also important to reiterate that there is no published evidence that hormone
therapy provides any survival benefit in the post-platinum setting for this defined group of
patients.'

The NICE final scope also lists BSC as an additional comparator, but GSK does not consider this
to be relevant to this submission. BSC may be given as add-on therapy for patients with current
or advanced EC in the post-platinum setting receiving further chemotherapy treatment, and it is
anticipated that it may also be given to patients receiving dostarlimab, thus would in effect cancel
one another out within the context of an economic analysis. Dostarlimab would not replace the
use of BSC, and therefore BSC should not be considered a relevant comparator to dostarlimab in
this submission.

B.1.4 Equality considerations

Due to the lack of effective treatment options for patients with recurrent or advanced dAMMR/MSI-
H EC who progress on or after platinum-based chemotherapy, feedback from UK clinical experts
suggests that many clinicians have no choice but to seek to enrol these patients into clinical
trials-'® However, clinical trials are time bound, and the distribution, enrolment criteria and
number of trial sites are restricted. Moreover, clinical trials are generally only available to patients
treated in larger hospitals or near larger trial sites and are unlikely to be an option for patients in
more rural areas of the UK. As such, the lack of nationally funded treatment options represents a
possible equity concern.

Pembrolizumab is an alternative I-O therapy to dostarlimab, that has demonstrated efficacy for
patients with recurrent or advanced EC who progress on or after platinum-based chemotherapy.
However, it is an unlicensed therapy in Europe, and during the recent NICE scoping workshop, it
was highlighted that pembrolizumab is currently only available in the private market in the UK.
This represents an equity issue, whereby it is only available for patients who are able to afford
the cost of treatment or are covered via private health insurance.

The availability of dostarlimab as a licensed, nationally funded treatment option on the NHS for
patients whose only alternative options for receiving active treatment are via entry into a clinical
trial or via private treatment with pembrolizumab would therefore help to address these equity
issues.
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B.2 Clinical effectiveness

Summary of the clinical effectiveness evidence

e The clinical effectiveness evidence for dostarlimab comprises GARNET: an ongoing open-
label, single-arm, multicentre, Phase | study investigating the efficacy and safety of
dostarlimab in patients with recurrent or advanced dMMR/MSI-H EC who have progressed
on or after platinum-based chemotherapy.>

e As GARNET is a single-arm trial, there is an absence of head-to-head data versus current
clinical management. A clinical systematic literature review (SLR) for comparator evidence
was conducted however a distinct paucity of data was identified. Most studies in the relevant
patient population were observational studies, where patient characteristics and Kaplan-
Meier (KM) survival data were poorly reported, limiting the quality, and therefore increasing
the uncertainty, of any potential indirect treatment comparisons (ITCs). Moreover, due to a
lack of standardised clinical guidelines and through discussions with UK clinical experts, it is
clear that there is no definitive ‘standard of care’ for this population, resulting in a plethora of
different treatment options being used across the UK.

e To address this, and to provide a more accurate representation of the current clinical
management for recurrent or advanced EC that has progressed on or after platinum-based
chemotherapy in the UK, a RWE study was conducted by GSK using NCRAS data. The
RWE study included similar patients to those in GARNET who received a range of
chemotherapy regimens, representative of current clinical treatment paradigms in the UK
(N=JlD). Given the large sample size of this study, together with the close alignment to the
patient characteristics in the GARNET trial, and the real-world representation of current
clinical management in this difficult-to-treat population, this UK RWE study serves as the
primary comparative efficacy evidence to dostarlimab in this submission.'® In order to
investigate the impact of any remaining differences between the two populations, a
matching-adjusted indirect comparison (MAIC) of overall survival (OS) between GARNET
and the UK RWE study was also conducted (see Section B.2.7.1).

e For completeness, a series of ITCs have been conducted between dostarlimab and the
individual chemotherapy comparators listed in the NICE final scope where possible, based
on available published data identified in the clinical SLR. Given the limitations associated
with these analyses, they are provided for completeness as supportive comparative efficacy
evidence only (see Section B.B.2.7.2.1 and Section B.B.2.7.2.2).

The GARNET study

e The pivotal GARNET study is the largest prospective evaluation of an anti-PD-1/L1
monotherapy in patients with recurrent or advanced EC to date, including 129 patients with
recurrent or advanced dMMR/MSI-H EC who had progressed on or after platinum-based
chemotherapy in the intention-to-treat (ITT) population.

e The co-primary endpoints of GARNET are objective response rate (ORR) and duration of
response (DOR), while secondary endpoints include progession-free survival (PFS), OS, as
well as health-related quality of life (HRQoL) and safety.

e Based on strong efficacy results from GARNET, instead of conducting a Phase lll trial in the
post-platinum setting, the Phase Il RUBY trial is underway to evaluate the efficacy and
safety of dostarlimab in combination with carboplatin plus paclitaxel, as a first-line treatment
for patients with recurrent or primary advanced (Stage Il or IV) dMMR/MSI-H EC versus
carboplatin plus paclitaxel alone.%®

Response rates for patients receiving dostarlimab versus current clinical management

e Inthe GARNET efficacy population (n=.), dostarlimab demonstrated clinically meaningful
and durable anti-tumour activity, with an objective response rate (ORR) of |Jl|% (Ill}) and
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a disease control rate (DCR) of m). This represents a marked increase compared
to current clinical management. European Society of Medical Oncology (ESMO) guidelines
highlight that for patients with advanced EC recurring after first-line chemotherapy, only
paclitaxel has consistently shown a response rate >20%, less than half the ORR achieved by
dostarlimab.*” However, one study by Lincoln et al. (2003), reported an ORR for paclitaxel
monotherapy of 27.3%.4°

e Importantly, the responses to dostarlimab were durable; -% (-) of responders
maintained a response up to Month 12, and by Month 18, [Jl1% (Il of responders were
still experiencing an ongoing response to dostarlimab.

PFS and OS for patients receiving dostarlimab versus current clinical management

e Results for PFS from GARNET show a clear benefit in favour of dostarlimab and paint
current clinical management in a harrowing light. At Month 12, [J|% of patients treated with
dostarlimab in the ITT population (n=129) were progression-free, compared to just % of
patients treated with current clinical management from the UK RWE study. At Month 24,
% of patients treated with dostarlimab remained progression-free, compared with just
2 in the UK RWE study (see Section B.2.4.5).

e Patients in GARNET also experienced a remarkable survival benefit compared with current
clinical management in the UK. By Month 12, [Jl§% of patients treated with dostarlimab in
the ITT population (n=129) were still alive versus just % of patients in the UK RWE study.
By Month 24, % of patients treated with dostarlimab were still alive. In contrast, the UK
RWE study showed no evidence of a long-term survival benefit with current clinical
management; by Month 24, just [J|% of patients were still alive — | | | ]I of the
proportion of patients treated with dostarlimab that were still alive by Month 24 (see Section
B.2.4.6). The results of the OS MAIC were consistent with this naive comparison,
demonstrating a similar magnitude of OS benefit for patients treated with dostarlimab versus
current clinical management (unadjusted hazard ratio [HR]: [l 95% C!: | adjusted

HR: [l 95% CI: ) (see Section B.2.7.1).
HRQoL, safety and tolerability associated with dostarlimab

e Interms of HRQoL, the GARNET study showed that treatment with dostarlimab preserved
patient-reported HRQoL from baseline. Key disease-related symptom subscales, such as
pain and fatigue showed a positive trend of improvement throughout the study.

e Dostarlimab was also shown to be well-tolerated and associated with a manageable AE
profile in line with other currently licensed anti-programmed cell death ligand 1 (PD-L1)
therapies. Treatment emergent adverse event (TEAESs) related to treatment were generally
low grade (only JJl|% of patients reported any Grade =3 treatment-related TEAE), and
discontinuation as a result of treatment-related AEs was low (J%). The most frequent
treatment-related TEAEs were diarrhoea (JJ|%) and asthenia (J§%).

e |n contrast, cytotoxic chemotherapy regimens are associated with debilitating AEs. Whilst
safety data were not collected in the UK RWE study, data from the ZoptEC study report that
96.4% of patients receiving doxorubicin monotherapy experienced treatment-related TEAEs
(compared to J§% in GARNET), and % of patients reported any Grade >3 TEAE
(compared to [J§% in GARNET).&10

Conclusion

e The remarkable survival outcomes for patients in GARNET, combined with a well-tolerated
safety profile, mean that the introduction of dostarlimab in the UK would provide hope to
patients with recurrent or advanced dMMR/MSI-H EC in the post-platinum chemotherapy
setting who currently feel abandoned and face an extremely distressing prognosis, with
almost no chance of receiving effective treatment.
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B.2.1 Identification and selection of relevant studies

A systematic literature review (SLR) was conducted to identify relevant clinical evidence for the
efficacy and safety of dostarlimab and the chemotherapy comparators listed in the NICE final
scope for the treatment of recurrent or advanced EC that has progressed on or after platinum-
based chemotherapy .

In total, 3,077 publications were screened, of which 148 publications were reviewed at the full-
text stage. After exclusion of publications not meeting the eligibility criteria, 23 publications
(reporting on 13 unique studies) were included in the SLR. Full details of the SLR, including the
search strategy, study selection process and detailed results, are presented in Appendix D.

B.2.2 List of relevant clinical effectiveness evidence

B.2.2.1.1 Dostarlimab (GARNET)

Of the 13 studies included in the clinical SLR, one clinical trial, GARNET (NCT02715284), was
identified for dostarlimab and this represents the pivotal clinical trial for dostarlimab in this
indication.%6-%8 Further details on the GARNET trial are presented in Section B.2.3.1.

B.2.2.1.2 Comparators (NICE final scope)

The remaining 12 studies included in the clinical SLR investigated relevant chemotherapy
regimens in patients with recurrent or advanced EC who have progressed on or after platinum-
based chemotherapy. These trials included patients receiving carboplatin plus paclitaxel,
paclitaxel monotherapy and doxorubicin monotherapy. No studies were identified for carboplatin
monotherapy.

In addition, hormone therapy was not included in the original SLR, because it was not considered
to be a relevant comparator to dostarlimab at the time the review was conducted. Following the
inclusion of hormone therapy in the NICE final scope and discussions with UK clinical experts
that indicated that hormone therapy would be considered in a small subset of patients with
recurrent or advanced dMMR/MSI-H EC that has progressed on or after platinum-based
chemotherapy, a targeted literature review of PubMed was conducted to identify relevant
evidence for hormone therapy, but no suitable studies were identified (see Appendix L).

For the studies that were identified in the clinical SLR for comparator therapies, there was a
distinct paucity of reported data. Most studies in the relevant patient population were
observational studies, where patient characteristics and KM survival data were poorly reported,
limiting the quality, and therefore increasing the uncertainty, of any potential ITCs. Nevertheless,
for completeness, a series of ITCs have been conducted between dostarlimab and the individual
chemotherapy comparators listed in the NICE final scope where possible, based on available
published data identified in the clinical SLR. Given the limitations associated with these analyses,
they are provided for completeness as supportive comparative efficacy evidence only and are
presented in Section B.2.7.

It should be noted that despite efforts made to identify alternative sources of data for hormone
therapy and carboplatin monotherapy (as no relevant studies were identified in the literature),
feedback from UK clinical experts strongly indicated that any data for patients not in the post-
platinum chemotherapy setting would not be suitable to use as a proxy for these therapies. As
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such, it was not possible to conduct any individual comparisons in terms of comparative efficacy
between dostarlimab and carboplatin monotherapy or hormone therapy.

B.2.2.1.3 Current clinical management (UK RWE study)

Given the limitations of the studies identified in the clinical SLR for the comparators listed in the
NICE final scope, and to provide a more accurate representation of the current clinical
management for recurrent or advanced EC that has progressed on or after platinum-based
chemotherapy in the UK, a RWE study was conducted by GSK using NCRAS data.'® This study
included a population of patients closely aligned to the patients in GARNET that received a range
of chemotherapy regimens that represent current clinical treatment paradigms in the UK (N=]Jj}).

Given the large sample size of this study, together with the close alignment to the patient
characteristics in the GARNET trial, and the real-world representation of current clinical
management in this difficult-to-treat population, this UK RWE study serves as the primary
comparative efficacy evidence in this submission and informs the base case cost-effectiveness
analysis.

Full details of the UK RWE study are presented in Section B.2.3.2. To explore the impact of any
potential remaining differences between the GARNET and UK RWE study patient populations,
an ITC was conducted between GARNET and the UK RWE study for OS, and details of this
analysis are presented in Section B.2.7.1.

An overview of the comparative efficacy evidence presented in this submission is presented in
Table 5.

Note that not all of the comparative efficacy evidence was considered suitable for decision-
making and therefore not all of the analyses have been included within the economic model. Full
details of the comparative efficacy evidence included within the economic model are presented in
Section B.3.
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Table 5: Summary of the clinical effectiveness evidence presented in this submission

Therapy

Clinical evidence

Available comparative clinical evidence versus
dostarlimab (GARNET)

Section of the
submission

Primary evidence

Dostarlimab

e GARNET

NA

Section B.2.3.2,
Section B.2.4

Current clinical
management

o UK RWE study

e Unadjusted comparison with the UK RWE study
e OS2 MAIC with the UK RWE study

Section B.2.3.2,
Section B.2.4, Section
B.2.7.1, Appendix D.5.1

Supportive evidence versus individual comparators

Carboplatin plus

e Rubinstein et al. (2019)%°

e PFS and OS MAIC with Rubinstein et al. (2019)5°

Section B.2.7.2.2,
Section B.2.7.2.3,

paclitaxel e Mazgani et al. (2008)%° e PFS and OS MAIC with Mazgani et al. (2008)8° Appendix D.5.3
Paclitaxel Section B.2.7.2.2,

b e McMeekin et al. (2015)® e OS° MAIC with McMeekin et al. (2015)8 Section B.2.7.2.3,
monotherapy

Appendix D.5.3

Doxorubicin

ZoptEC8-10
McMeekin et al. (2015)¢

e OSIPTW ITC versus ZoptEC8-10
e PFSYITC versus ZoptEC8-10
e 0Sc MAIC with McMeekin et al. (2015)°

Section B.2.7.2.1
Section B.2.7.2.2,
Section B.2.7.2.3

relevance to this submission.

progressed on or after platinum-based
chemotherapy. As such, it was not possible to
conduct an individual comparison between
dostarlimab and carboplatin monotherapy based on
the published literature for carboplatin monotherapy.

monotherapy® Makker et al. (2013)" i
Py * Julius et af (2(013)7) e PFS and OS MAIC with Makker et al. (2013)' Appendix D.5.2,
[ ] . .
e 0OSc MAIC with Julius et al. (2013)” Appendix D.5.3
NA — no evidence was identified for carboplatin
monotherapy in the clinical SLR. Feedback from UK
clinical experts strongly indicated that any data for
patients not in the post-platinum chemotherapy
Carboplatin No relevant published data were identified for setting would not be suitable to use as a proxy for
monotI:lerapy carboplatin monotherapy in the indication of patients with recurrent or advanced EC who have NA
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An economic scenario analysis has been conducted
versus carboplatin monotherapy, assuming equal
efficacy to doxorubicin monotherapy (detailed in
Section B.3.8.3).

Hormone therapy

No relevant published data were identified for
hormone therapy in the indication of relevance
to this submission.

NA — a targeted literature review of PubMed was
conducted to identify relevant evidence for hormone
therapy but no relevant studies in patients with
recurrent or advanced EC who had progressed on or
after platinum-based chemotherapy were identified.
Additionally, hormone therapy use was not fully
captured within the UK RWE study.

Despite efforts to identify alternative sources of
evidence to use as proxy, feedback from UK clinical
experts strongly indicated that any data for patients
not in the post-platinum chemotherapy setting would
not be suitable to use as a proxy for hormone
therapy. As such, it was not possible to conduct an
individual comparison between dostarlimab and
hormone therapy.

An economic scenario analysis was conducted
assuming that the efficacy of hormone therapy was
equal to current clinical management in the UK RWE
study (as detailed in Section B.3.8.3).

Section B.2.7.3
Appendix L

BSC

NA — BSC is not considered a relevant comparator to dostarlimab in this submission, and a comparison
versus BSC has not been included for the reasons detailed in Table 1.

NA

Footnotes: 2 Due to the differences in PFS in GARNET versus TTNT in the UK RWE study, it was only possible to conduct a MAIC using a Cox proportional hazards model for
OS between GARNET and the UK RWE study.  Patients in the McMeekin et al. (2015)8 study received either paclitaxel or doxorubicin. Clinical expert opinion indicated that
the efficacy between the two treatments is likely to be similar, and therefore it is appropriate to consider this as one combined arm that provides evidence for both paclitaxel
monotherapy and doxorubicin monotherapy. ¢ PFS curves for PFS were not reported in McMeekin et al. (2015) and Julius et al. (2013), meaning it was only possible to conduct
OS MAICs versus these studies.® 7 9 It was not possible to use IPTW to estimate a HR for PFS between dostarlimab and doxorubicin, due to differences in the definition of PFS

and the timepoints of tumour assessments between GARNET and ZoptEC (detailed in Appendix D.5.2).8-10

Abbreviations: BSC: best supportive care; IPTW: inverse probability treatment weighting; ITC: indirect treatment comparison; MAIC: matching-adjusted indirect comparison;

NA: not applicable; OS: overall survival; PFS: progression-free survival; RWE: real-world evidence.
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B.2.3 Summary of methodology of GARNET and the UK RWE study

B.2.3.1 Dostarlimab (GARNET)

The clinical SLR identified one trial for dostarlimab in patients with recurrent or advanced
dMMR/MSI-H EC who have progressed on or after platinum-based chemotherapy: the GARNET
trial, an open-label, single-arm, multicentre, non-randomised Phase | trial (NCT02715284).

GARNET was conducted in two parts: Part 1 of the study, which established the recommended
dose for dostarlimab (dose escalation), and Part 2, which was conducted in two subparts (2A and
2B). Part 2A evaluated the safety and tolerability of dostarlimab in fixed-dose safety evaluation
cohorts. Part 2B (the extension phase) investigated the efficacy of dostarlimab in five expansion
cohorts according to the following tumour types: dMMR/MSI-H EC (Cohort A1), MMR-
proficient/MSS EC (Cohort A2), non-small cell lung cancer (NSCLC) (Cohort E); dMMR/MSI-H or
POLE-mutated non-EC (Cohort F) and platinum-resistant ovarian cancer (PROC) without known
breast cancer susceptibility gene mutation (BRCA).%*

This submission focuses solely on Part 2B, Cohort A1 of GARNET, the cohort of patients with
recurrent or advanced dMMR/MSI-H EC, in alignment with the indication of relevance to this
submission and the licensed indication for dostarlimab (Figure 6).

Figure 6: GARNET trial design

Part 2B

Expansion cohorts

1 1 1

Cohort A2: Cohort E: Cohort F:
pMMR!MSS Non-small cell dMMR/MSI-H

Cohort A1: Cohort G:

dMMR EC
N=129

PROC without
known BRCA
mutation

lung cancer or POLE-
(NSCLC) mutated non-

EC

Abbreviations: BRCA: breast cancer susceptibility gene; dMMR: DNA mismatch repair deficiency; EC:
endometrial cancer; MSS: microsatellite stable NSCLC: non-small cell lung cancer; pMMR: mismatch repair
proficient; POLE: polymerase €; PROC: platinum-resistant ovarian cancer.

Source: GSK Data on File.>

B.2.3.1.1 Summary of trial methodology
A summary of the trial methodology for the GARNET trial is presented in Table 6.

Table 6: Summary of methodology for GARNET trial
Study GARNET (NCT02715284) (Oaknin et al. [2020])56-58

Location International trial with centres in nine countries:
¢ United Kingdom (nine sites)

e Poland

e Canada

e Denmark
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France

o ltaly

e Spain

e United States
Trial design Ongoing, open-label, single-arm, multicentre, non-randomised Phase | trial
Population The extension phase of the GARNET trial enrolled five cohorts of patients:

e Cohort A1: patients with recurrent or advanced dMMR/MSI-H EC that
has progressed after treatment with a platinum-containing chemotherapy
regimen

e Cohort A2: patients with recurrent and advanced MMR-
proficient/microsatellite stable (MSS) EC

e Cohort E: non-small cell lung cancer (NSCLC)

e Cohort F: dMMR/MSI-H or polymerase ¢ (POLE)-mutated non-EC

e Cohort G: platinum-resistant ovarian cancer without known BRCA
mutations

This submission will focus solely on Cohort A1, the cohort of patients with
recurrent or advanced dMMR/MSI-H EC, in alignment with the indication of
relevant to this submission and the licensed indication for dostarlimab.

Cohorts A2, E, F and G are not within the scope of this submission and they
do not align with the marketing authorisation for dostarlimab. Therefore, the
results of these cohorts will not be presented or discussed further within this
submission.

Figure 7: Cohorts in the GARNET trial

Part 2B

Expansion cohorts

l l l

Cohort E: (Clafieri [ Cohort G:
Non-small cell dMMR/MSI-H PROC withc-;ut

known BRCA

Cohort A1:

dMMR EC
lung cancer or POLE-

(NScLC) mutaiednon- § " mutation

Abbreviations: BRCA: breast cancer susceptibility gene; dMMR: DNA mismatch
repair deficiency; EC: endometrial cancer; MSS: microsatellite stable NSCLC: non-
small cell lung cancer; pMMR: mismatch repair proficient; POLE: polymerase ¢;
PROC: platinum-resistant ovarian cancer.

Source: GSK Data on File.5

Intervention(s) Dostarlimab

Comparator(s) NA (single-arm trial)

Indicate if trial Yes Indicate if trial used | Yes

supports in the economic

application for model

marketing

authorisation

Rationale for GARNET is the pivotal trial for dostarlimab in patients with recurrent or
use/non-use in advanced dMMR/MSI-H EC. Cohort A1 is directly relevant to the decision
the model problem as it included patients with recurrent or advanced dMMR/MSI-H EC

that has progressed on or following prior treatment with a platinum-
containing regimen.
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This is aligned with the licensed indication for dostarlimab and the
population included in the NICE final scope (although it is important to note
that patients eligible for dostarlimab must have progressed on or following
prior treatment with a platinum-containing regimen, which is not explicitly
listed in the final scope).

Eligibility criteria

A summary of inclusion and exclusion criteria are provided below. Full
details of the eligibility criteria are presented within Appendix N.1.

Key inclusion criteria
e 18 years of age or older

e Histologically or cytologically proven recurrent or advanced EC with
measurable lesion(s) per RECIST v1.1

e Eastern Cooperative Oncology Group (ECOG) performance status of <1

Key exclusion criteria

e Received prior therapy with an anti-PD-1, anti-PD-L1, or anti-
programmed cell death-ligand 2 agent

e Known uncontrolled central nervous system metastases and/or
carcinomatous meningitis

e Known additional malignancy that progressed or required active
treatment within the last 2 years

Trial drugs and
method of
administration

Dostarlimab 500 mg via IV infusion every 3 weeks (Q3W) (Day 1 of each 21-
day cycle) for the first 4 cycles, followed by dostarlimab 1000 mg via IV
infusion every 6 weeks (Q6W) (Day 1 of each 42-day cycle) for all
subsequent cycles.

Permitted and
disallowed
concomitant
medication

The following concomitant medications were disallowed:

e Systemic anticancer or biological therapy

e Immunotherapy not specified in the protocol

e Chemotherapy not specified in the protocol

¢ |nvestigational agents other than dostarlimab

¢ Radiation therapy within 3 weeks prior to study Day 1 and during study
treatment

e Any surgery that involves tumour lesions

e Systemic glucocorticoids for any purpose other than to manage
symptoms of suspected irAEs

The following concomitant medications were permitted:

e The use of inhaled steroids, local injection of steroids, and steroid eye
drops

¢ Live vaccines within 14 days prior to the first dose of study treatment;
seasonal flu vaccines that do not contain live viruses

Primary
outcomes
(including
scoring methods
and timings of
assessments)

The primary endpoints were objective response rate (ORR) and duration of
response (DOR) based on BICR using RECIST v1.1. Radiographic
evaluations were conducted at week 12 after the first dose of dostarlimab,
then every 6 weeks (10 days) or as clinically indicated until month 12, and
then every 12 weeks thereafter.

ORR was defined as the proportion of patients who achieved a best overall
response (BOR) of complete response (CR) or partial response (PR) per
RECIST v1.1. Patients who did not have a post-baseline radiographic
tumour assessment; who received post-baseline antitumour treatments
(including surgery or radiation to the tumour lesions) other than the study
treatments prior to reaching a CR or PR; or who died, progressed, or
dropped out for any reason prior to reaching a CR or PR were counted as
non-responders in the assessment of ORR.
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DOR was defined as the time from the first documentation of overall
response leading to a confirmed CR or PR when confirmation was required
by RECIST v1.1 until the time of first documentation of overall response of
disease progression or death. Clinical deterioration was not considered as
documented disease progression. Only tumour assessments performed
before the start of any new anticancer treatment (including radiation therapy
to the tumour lesion[s]) were considered in the assessment of DOR.

Secondary and The secondary endpoints were immune-related disease control rate (irDCR),
exploratory immune-related disease control rate (irDOR), immune-related progression-
outcomes free survival (irPFS), and immune-related objective response rate (irORR)
(including using Immune-related Response Evaluation Criteria In Solid Tumors
scoring methods (irRECIST); PFS and DCR based on blinded independent central review
and timings of (BICR) using RECIST v1.1; OS, and immunogenicity2. The timing and

assessments) assessment of these endpoints are described below.

PFS and irPFS: PFS time was defined as the time from the date of the first
dose to the earlier date of assessment of disease progression or death by
any cause in the absence of disease progression based on the time of first
documentation of disease progression per RECIST v1.1. An irPFS time was
defined as the time from the date of the first dose to the earlier date of
assessment of immune-related progressive disease (irPD) event or death by
any cause in the absence of disease progression based on the time of irPD
event per irRECIST.

PFS and irPFS times were defined as follows: PFS (days) = Date of
progressive disease (PD) or irPD event or death/Censoring — Date of First
Dose + 1

Only tumour assessments performed before the start of any new anticancer
treatment (including radiation therapy to the tumour lesion[s]) were
considered in the assessment of PFS and irPFS.

DCR and irDCR: Per RECIST v1.1, DCR was defined as the proportion of
patients achieving BOR of confirmed CR, PR, or SD. Per irRECIST, irDCR
was defined as the proportion of patients achieving immune-related best
overall response (irBOR) of immune-related complete response (irCR),
immune-related partial response (irPR), or immune-related stable disease
(irSD) as assessed by the Investigator.

0S: OS was defined as the time from the date of the first dose of study
treatment to the date of death by any cause. Patients last known to be alive
were censored at the date of the last known contact, as follows: OS (days) =
Date of death/Censoring — Date of the first dose + 1

irORR: Timings and assessment were as described for primary efficacy
endpoint ORR.

irDOR: Timings and assessment were as described for primary efficacy
endpoint DOR.

EQ-5D-5L and EORTC QLQ-C30: Patient-reported outcome (PRO)
assessments (EQ-5D-5L and EORTC QLQ-C30 for all patients in Cohort A1
enrolled under protocol amendment 3 or subsequent amendments) were
collected during scheduled visits i.e. every 3 weeks +7 days for the first 12
weeks, in alignment with study drug administration, and every 6 weeks (7
days) thereafter, in alignment with tumour imaging assessments, while the
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patient is receiving study treatment. Once a patient discontinues treatment,
PRO assessments will be performed during the end-of-treatment (EOT) visit,
the safety follow-up visit, and during the post-treatment follow-up period
every 90 days (14 days).

Other exploratory outcomes: Other exploratory outcomes measured in the
GARNET trial included changes in intra-tumoural cells and circulating
biomarkers in the blood?, profile of tumour-infiltrating lymphocytes (TILs),
tumour cell characteristics including genomic alterations and/or circulating
biomarkers prior to treatment with dostarlimab and to correlate them with
clinical benefita.

Pre-specified Subgroup analyses were conducted for the primary endpoints of ORR and
subgroup DOR based on BICR using RECIST v1.1 for histologic subtypes, disease
analyses stages, and lines of therapy.

Footnotes: 2 Additional details/timings and results for these outcomes can be found in the GARNET Clinical
Study Report and are not presented within this submission.

Abbreviations: BICR: blinded independent central review; DCR: disease control rate; DOR: duration of
response; EC: endometrial cancer; ECOG: Eastern Cooperative Oncology Group; EOT: end-of-treatment;
EORTC QLQ-C30; European Organization for Research and Treatment of Cancer Quality of Life Questionnaire;
EQ-5D-5L: EuroQoL 5-dimensions 5-levels; irAE, immune-related adverse event; irCR: immune-related complete
response; irDCR: immune-related disease control rate; irDOR: immune-related duration of response; irPD:
immune-related progressive disease; irPFS: immune-related progression-free survival; irORR: immune-related
objective response rate; (ir-)RECIST: (immune-related) Response Evaluation Criteria in Solid Tumours; NSCLC:
non-small cell lung cancer; ORR: objective response rate; OS: overall survival; PD: progressive disease; PD-
1/PD-L1: programmed cell-death ligand 1; PFS: progression-free survival; POLE: polymerase ¢; PRO: patient
reported outcome; TILs: tumour-infiltrating lymphocytes.

Source: GSK Data on File, GARNET clinical study report.5

B.2.3.1.2 Baseline characteristics

Baseline demographics and disease characteristics of the patients included in Cohort A1 of the
GARNET trial are presented in Table 7. Two populations from the GARNET trial are relevant to
this submission. The intention-to-treat (ITT) population (which is analogous with the safety
analysis set) includes all patients that received at least one dose of dostarlimab, and informs the
base case cost-effectiveness analysis in this submission. The efficacy population (at the time of
interim analysis 2 [IA2]) (N=[J}) only includes patients who had measurable disease at baseline
and who had at least 24 weeks follow-up to allow analysis of the response-related endpoints in
GARNET (objective response rate [ORR], best overall response [BOR], disease control rate
[DCRY]), and is used in a sensitivity analysis. Further details of these analysis sets can be found
in Section B.2.3.1. The ITT population represents the base case population in the economic
analysis.

The mean age of patients in the ITT population of the GARNET trial was [} years, with the
maijority of patients being <65 years old (JJJ%) at the time of study entry. The majority of
patients had an Eastern Cooperative Oncology Group Performance Status (ECOG PS) of 1
(%) and a most recent FIGO stage of IV (J|%). All of the patients had received at least one
prior anti-cancer treatment, with the majority of patients (JJ|%) receiving exactly one prior line of
anti-cancer therapy.

Please note that both populations summarised below included a very small minority of patients
(N=] in the ITT population) who were classified as MMR-unknown, rather than dMMR. Patients
with MMR-unknown (MMR-unk) were those whose MMR status was not tested in the trial;
however, the expectation is that all patients would be tested for AMMR status in clinical practice.
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It is reasonable to assume that almost all of these patients would have tested positive for AIMMR,
had they been tested for dIMMR, because they tested positive for MSI-H, which is the phenotypic
presentation of dAMMR.3¢ This is evidenced by the fact that results remain similar when data from
patients with MMR-unk but MSI-H tumours are pooled with those of subjects with dAMMR

tumours. Therefore, these populations (IMMR/MSI-H and MMR-unknown/MSI-H) are presented

as one throughout the submission.

Table 7: Baseline demographics and disease characteristics of patients in GARNET

Characteristic

Efficacy population
(N=1)

ITT population

P
P4
Il
—
N
O
-

Mean age, years (STD)

Age group, n (%)

<65 years

65 to <75 years

275 years

Race, n (%)

White

Black

Asian

Othera

Unknown®

Weight, kg

Median, (range)

BMI, kg/m?

Median, (range)

Height, cm

Median, (range)

Serum creatinine

Mean serum creatinine at baseline, pmol/L
(STD)

ECOG PS, n (%)

0

1

Histology at diagnosis, n (%)

Endometrioid carcinoma type |

Endometrial carcinoma type |l

Serous carcinoma

Clear cell carcinoma

Sguamous carcinoma

Undifferentiated carcinoma

Carcinosarcoma

Mixed carcinoma

Unspecified

Other
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Histology unknown at time of diagnosis |

Most recent FIGO stage, n (%)

v

Unknown

Grade of disease at diagnosis, n (%)

Grade 1

Grade 2

Grade 3

Not assessable

Missing

Prior anticancer treatment, n (%)

Any prior anti-cancer treatment

Surgery

Radiotherapy

Number of prior lines of therapy, n (%)

1

2

3

>4

Footnotes: @ Includes American Indian or Alaska Native. ° Includes ‘Not reported’.

Abbreviations: BMI: body mass index; ECOG PS: Eastern Cooperative Oncology Group Performance Status;
FIGO: International Federation of Gynaecology and Obstetrics; IA2: interim analysis 2; ITT: intention-to-treat;
STD: standard deviation.

Source: GSK Data on File."®

B.2.3.1.3 Statistical analysis and definitions of study groups

The analysis of the primary endpoint ORR analyses in GARNET included summary statistics,
including the number of patients (n) and percentage for categorical variables and the number of
patients, mean, standard deviation (STD), median, minimum, and maximum for continuous
variables. Two-sided exact 95% confidence interval (Cls) based on the Clopper-Pearson method
were provided.

The duration of response (DOR) primary endpoint analyses were performed using Kaplan-Meier
(KM) methods and summarised by minimum, maximum, 25th, 50th (median), and 75th
percentiles with associated 95% Cls, the number and percentage of events, and number and
percentage of censored observations.

The null hypothesis that the true response rate is <20% (HO: p<0.2) was tested against a 1-sided
alternative of 240% (Ha: p=0.4). With 65 participants treated, Cohort A1 has 92% power to rule
out a £20% ORR (null hypothesis; expected ORR for conventional therapy) when the true ORR
is 40% at the 2.5% type | error rate (1-sided). Based on a recent report that 6 of 9 participants
with MSI-H EC achieved a clinical response following treatment with an anti-PD-1 antibody, the
activity of dostarlimab in this participant population is expected to negate the necessity for a 2-
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stage design, and thus, there was no interim analysis in this cohort. Under protocol amendment 5
(10" May 2019), the sample size of Cohort A1 was increased to 100 participants, with the
potential for up to 165 participants, which allows the lower-limit boundary of the exact 95% CI
excluding a response rate of 25% or less and assuming the observed ORR is 35%.

An overview of the statistical analysis sets analysed in GARNET is provided in Table 8.

Table 8: Statistical analysis sets in GARNET
Analysis set Definition

The ITT population/safety analysis set was defined as all patients who
ITT population/safety received any amount of dostarlimab regardless of follow-up time at the
analysis set (N=129) time of data cut-off of I1A2.

This population informs the base case cost-effectiveness analysis.

The 1A2 efficacy population set by RECIST v1.1 per BICR was defined
Efficacy population at | as all patients in the safety analysis set with measurable disease at

1A22 (defined using baseline (defined as the existence of at least one target lesion at
RECIST v1.1 per BICR) | baseline tumour assessment by BICR) who had the opportunity for at
(N=.) least 24 weeks of tumour assessment at the time of IA2 (DCO 1t

March 2020).

The 1A2 efficacy population set by irRECIST per Investigators’
assessment was defined as all patients in the safety analysis set with
measurable disease at baseline (defined as the existence of at least
one target lesion at baseline tumour assessment by Investigators’
assessment) who had the opportunity for at least 24 weeks of tumour
assessment at the time of IA2.

This population relates to the immune-related outcomes only, results
of which are presented in Section B.2.4.7 (irPFS) and Appendix N.2.
(immune-related response rates).

Immune-related
efficacy population at
IA2 (defined using
irRECIST per
Investigator’s
assessment) (N=JJij)

Footnotes: ? A smaller number of patients were included in the efficacy population at the first interim analysis
(N=72), however, these data are not presented within this submission, in favour of the data for the larger efficacy
population at IA2, and the ITT population, where applicable.

Abbreviations: BICR: blinded independent central review; DCO: data cut off; IA2: interim analysis 2; irPFS:
immune-related progression-free survival; ITT: intention-to-treat; RECIST v1.1: Response Evaluation Criteria in
Solid Tumours version 1.1.

Source: GSK Data on File.%

B.2.3.1.4 Quality assessment

A quality assessment of the GARNET trial was carried out using the Critical Appraisal Skills
Program (CASP) Risk for Bias Tool for non-RCTs.8' This checklist focuses on three broad
issues: Are the results of the study valid? (Section A) What are the results? (Section B) Will the
results help locally? (Section C). The 12 questions that make up the tool are designed to help the
researcher think about these issues systematically.

Overall, due to the lack of randomisation and the single-arm nature of the trial, GARNET was
found to have an unclear risk of bias. A summary of the quality assessment is provided below in
Table 9.

Table 9: Risk of bias assessment of GARNET trial using the CASP risk of bias tool for
non-RCTs

Risk of bias GARNET trial
Are the results of the study valid?
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Did the study address a clearly
focussed issue?

Objective: To evaluate the antitumour activity of dostarlimab in
patients with recurrent and advanced dMMR/MSI-H EC, in terms
of ORR and DOR by BICR using RECIST v1.1

Yes/No/Unclear

YES

Was the cohort recruited in an
acceptable way?

Patients were recruited from 117 sites in 9 countries as part of
this multicentre, global clinical trial according to pre-defined
eligibility criteria

Yes/No/Unclear

YES

Was the exposure accurately
measured to minimise bias?

Standard, validated, objective measurements were evaluated
including ORR, DOR, DCR, PFS

Yes/No/Unclear

YES

Was the outcome accurately
measured to minimise bias?

Outcomes were assessed by BICR according to RECIST criteria

Yes/No/Unclear

YES

Have the authors identified all
important confounding factors?

Predefined subgroup data cross some factors

Yes/No/Unclear

YES/PARTIAL

Have they taken account of
the confounding factors in the
design and/or analysis?

Predefined subgroup data cross some factors

Yes/No/Unclear

YES/PARTIAL

Was the follow-up of patients
complete enough?

Follow-up was sufficiently recorded: The most common reason
for treatment discontinuation was PD; Most of the study
discontinuations were because of death

Yes/No/Unclear

YES

Was the follow-up of patients
long enough?

Median OS was immature; however, the follow-up was long
enough to determine the other outcomes

Yes/ No/Unclear

NO

What are the results?

How precise are the results?

95% Cls were generally within a reasonable range; some of the
smaller subgroups are large intervals

Yes/No/Unclear YES/PARTIAL
Do you believe the results? Evaluated by BICR under clinical trial conditions
Yes/ No/Unclear YES

Will the results help locally?

Can the results be applied to
the local population?

A global multicentre study with generally good generalisability;
however, the majority of patients were white so may not be
relevant to some populations

Yes/No/Unclear

YES/PARTIAL

Do the results of this study fit
with other available evidence?

No other published studies for dostarlimab in EC

Yes/No/Unclear

UNCLEAR

What are the implications of
this study for practice?

Clinical trial evidence for dostarlimab in EC; however, not an RCT
and therefore the extent of benefit versus other treatments is not
clear

Yes/No/Unclear

UNCLEAR
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Overall Clinical trial evidence for dostarlimab in EC; however, not an RCT
and therefore the extent of benefit versus other treatments is not
clear

High/unclear/low UNCLEAR

Abbreviations: BICR: blinded independent central review; CASP: Critical Appraisal Skills Programme; Cls:
confidence intervals; DCR: disease control rate; dMMR: mismatch repair deficient; DOR: duration of response;
EC: endometrial cancer; MSI-H: microsatellite instability-high; ORR: overall response rate; OS: overall survival,
PD: progressive disease; PFS: progression-free survival; RCT: randomised controlled trial; RECIST: Response
Evaluation Criteria in Solid Tumours.

Source: GSK Data on File."

B.2.3.2 Current clinical management (UK RWE study)

To mitigate the impact of the paucity of data identified for comparator therapies in the clinical
SLR (see Appendix D), a GSK-initiated RWE study was conducted to describe the
characteristics, treatments and outcomes for patients diagnosed with recurrent or advanced EC
in the UK.

The study identified a large population of patients (N=JJf), who were closely aligned with those in
GARNET, and for whom detailed data on baseline characteristics, prognostic variables and
survival outcomes were available. The UK RWE study provides a real-world representation of
current clinical management in this difficult-to-treat patient population where there is a paucity of
relevant data in the literature. Accordingly, this UK RWE study serves as the primary
comparative efficacy evidence in this submission and informs the base case cost-effectiveness
analysis. Full details of the UK RWE study are presented in Section B.2.3.2 and B.2.4.5. To
explore the impact of any potential differences in patient populations, an ITC was conducted
between GARNET and the UK RWE study for OS, and details of this analysis are presented in
Section B.2.7.1.

The methodology of the UK RWE study is presented below.

B.2.3.2.1 Summary of study methodology

Study design

The UK RWE study used routine, linked patient-level UK health data available through the
NCRAS, which combines linked data from the Hospital Episode Statistics (HES), SACT, National
Radiotherapy Dataset (RTDS), Cancer Outcomes and Services Dataset (COSD) and Office for
National Statistics (ONS) mortality data. Data were collected for patients diagnosed between 1st
January 2013 and 31st December 2018, with data extraction until 30" September 2020.

A brief summary of the eligibility criteria of the study is provided in the sections below, with
further details provided in Appendix O.1.

Initial inclusion and exclusion criteria to identify patients with EC

Initially, a series of inclusion and exclusion criteria were defined in order to narrow down the total
number of patients available to only adult patients with EC for whom sufficient data were
available (date of diagnosis, stage at diagnosis and age at diagnosis). These initial inclusion and
exclusion criteria are detailed in Table 10.
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Table 10: Initial inclusion and exclusion criteria of the UK RWE study to identify patients
with EC

Inclusion criteria Exclusion criteria

e Resident in England on the date e Diagnoses via death certificate only (as patients would
of diagnosis. be ineligible for survival analyses).

o At least one incident primary ¢ No recorded date of diagnosis (as this would preclude
diagnosis of advanced? or the ability to select incident cases during the specified
recurrent® EC between time window of the study).

01/01/2013 and 31/12/2018. ¢ No recorded stage at diagnosis such that advanced and
recurrent disease cannot be reliably differentiated.
e No recorded age at diagnosis.

Footnotes: 2 Advanced disease was defined as patients who were FIGO Stage I1I/IV at diagnosis. ® Probable
recurrence was defined as patients who were FIGO Stage I/ll and received surgery, systemic anti-cancer therapy
or radiation therapy and then had a treatment gap greater than 90 days, followed by treatment with any
treatment. This assumption was validated as reasonable by UK clinical expert opinion.

Abbreviations: EC: endometrial cancer; FIGO: International Federation of Gynaecology and Obstetrics; RWE:
real-world evidence.

Source: GSK Data on File."3

Inclusion and exclusion criteria to identify patients with recurrent or advanced EC

In addition to the general inclusion and exclusion criteria outlined above, an additional series of
inclusion and exclusion criteria were then applied to define a cohort of patients with recurrent or
advanced EC, as detailed in Table 11.

Table 11: Inclusion and exclusion criteria of the UK RWE study to identify patients with
recurrent or advanced EC

Inclusion criteria Exclusion criteria

e Patients with at least one diagnosis of C54 (malignant neoplasm of e NA
corpus uteri), excluding C542 (malignant neoplasm of myometrium), as
dated between 01/01/2013 and 31/12/2018 inclusive, were included.

e Patients who presented with Stage | or Stage Il EC were evaluated
using the following criteria for the presence of recurrent disease:

o Probable recurrence was defined as the first occurrence of a gap >90
days between any consecutive treatments (surgery, systemic
therapy, radiation therapy including brachytherapy), with an index
date for probable recurrent EC being equal to the date of treatment
resumption following the >90-day gap.

o To calculate gaps in treatment, treatment events were abstracted
from their respective sources and sorted by ascending date. Further
details on the algorithm used to derive the lines of therapy are
presented in Appendix O.1.

o Patients diagnosed at Stage | or Stage Il and who did not experience
a gap between treatments >90 days in direction were excluded.

e Patients presented with Stage Il or Stage IV EC were classified with
advanced EC, with an index date equal to the date of diagnosis.

¢ In any instance where a patient had multiple eligible EC diagnoses
during the period of study entry (01/01/2013-31/12/2018), the patient
entered the study according to the diagnosis with the earliest index date.

Abbreviations: EC: endometrial cancer; NA: not applicable.
Source: GSK Data on File."®

Inclusion and exclusion criteria to identify patients for a GARNET-like cohort
The primary population considered in the comparative efficacy analysis (and the base case cost-
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effectiveness analysis, described in Section B.3.2.1) is a smaller population of patients with
recurrent or advanced EC who also fulfilled a further pre-defined set of eligibility criteria designed
to identify a cohort of patients that were as closely matched as possible to the population of the
GARNET trial. In order to be included in this ‘GARNET-like cohort’, patients additionally had to
fulfil all of the inclusion and exclusion criteria listed in Table 12.

Table 12: Inclusion and exclusion criteria of the UK RWE study to identify patients for a
GARNET-like cohort

Inclusion criteria Exclusion criteria
e A diagnosis of recurrent or e Patients with any evidence of having received any anti-
advanced EC, in line with the PD-1, anti-PD-L1, or anti-PD-L2 therapy were excluded.
criteria in Table 11. ¢ Patients with a histology of endometrial sarcoma and
e Patients must have received carcinosarcoma were excluded (the full list of histology
exactly one prior platinum classifications that were included and excluded can be
doublet therapy for recurrent or found in Appendix O.1).
advanced disease. e Patients with a record of another primary malignancy,
except for non-melanoma skin cancer and carcinoma in
situ cervix, were excluded.
e Patients with an ECOG PS status =2 were excluded.

Abbreviations: EC: endometrial cancer; ECOG PS: Eastern Cooperative Oncology Group Performance Status;
PD-1: programmed cell death protein 1; PD-L1/L2: Programmed cell death ligand 1/2; RWE: real-world evidence.
Source: GSK Data on File'.

An ECOG PS of <1 was a key inclusion criterion of the GARNET trial. However, patients with an
ECOG PS of ‘not recorded (NR) were not excluded from the GARNET-like UK RWE cohort, in
order to retain a larger sample size of patients, and to allow for a longer follow-up of data. It is
likely that only a small minority of patients would have had an ECOG PS >1 if the PS of all
patients had been known, given that the number of patients with an ECOG PS >1 only accounted
for a small proportion of the overall RWE cohort of patients with recurrent or advanced EC
(N=JIVEEE [ll°5)). Furthermore, the NCRAS dataset does not provide details on why patients
were classified with an ECOG PS of NR, and therefore excluding this group of patients could
have introduced an unknown bias. However, in order to investigate the impact of not excluding
patients with an ECOG PS of NR, a sensitivity analysis was conducted on a restricted cohort of
patients, including only patients with a known ECOG PS of 0 or 1. This cohort is referred to as
the ‘GARNET-like ECOG PS <1’ cohort; baseline characteristics and efficacy outcomes for this
group of patients are detailed in Appendix O.2.

One limitation of the UK RWE study is that the dMMR/MSI-H biomarker is not recorded in the
NCRAS database, and therefore, could not be used as an inclusion criterion for the UK RWE
GARNET-like cohort. However, the impact of this is likely to be minimal. An SLR conducted by
GSK found that there is no evidence that MSI-H or dMMR biomarker status has any prognostic
or predictive value for efficacy and survival outcomes (including recurrence, relapse-free survival,
PFS and OS) among patients with advanced or recurrent EC receiving non-anti-PD-(L)1
therapy.®?

Patients with any evidence of receiving anti-PD-(L)1 therapy were excluded from the UK RWE
GARNET-like population. As such, the survival outcomes for patients in the UK RWE study
receiving current clinical management would not be expected to be significantly different for
patients who were classified as dAMMR/MSI-H, compared to the overall UK RWE GARNET-like
population.
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Study outcomes
Treatment use

The proportion of patients that had previously received surgical resection, systemic anti-cancer
therapy or radiation therapy was recorded. The first occurrence of a doublet platinum regimen
was identified by the delivery of cisplatin or carboplatin in combination with one other
chemotherapy drug, and the distribution of distinct regimens occurring before and after the first
doublet platinum regimen was then reported.

Durations of lines of therapy were calculated as the difference in days between the start (the
initiation of the earliest selected regimen within the line) and end dates (the last known cycle or
administration within a line) of a derived line.

Following the identification of the first doublet platinum therapy administration, an algorithm was
applied to capture changes in therapy and breakdown of systemic regimens by derived line of
therapy.'® The algorithm has been applied on other studies and has been found to be
generalisable to a range of solid tumours.''5 The detailed algorithm can be found in Appendix
0.1.

Within the lines of therapy derived for each patient, distinct regimens and drug classes were
flagged by line of therapy and patient counts were reported. In line with GARNET, hormone
therapy (where identified) did not count towards prior lines of therapy where recorded.

Clinical outcomes
The key clinical outcomes sought in the study are listed below:

o Baseline characteristics and patient demographics: A range of key characteristics were
collected, including: age, ethnicity, ECOG PS, stage at diagnosis, histology at diagnosis and
Charlson comorbidity score.

e OS from 2L: OS was defined as the time from the initiation of 2L therapy (i.e. index date
equal to start date of 2L therapy) until failure (all-cause death). This output was necessarily
restricted to patients with derived lines of therapy via data available through the SACT.

e TTNT from 2L: As progression is not recorded within the NCRAS database, time to next
therapy (TTNT) was used as a proxy for PFS. TTNT is a common proxy endpoint for PFS
and this approach was validated by UK clinical experts. TTNT was defined as the time from
the start of line of therapy until failure (the earliest of all-cause death or the start of a new line
of treatment). Patients lost to follow-up or still in same line of treatment at the end of the
study period were censored. This output was necessarily restricted to patients with derived
lines of therapy via data available through SACT.

e Time to treatment discontinuation (TTD) from 2L: Treatment discontinuation was defined
as the first of death or the date of any drug administration that is followed by a gap of >90
days.

Patient numbers

A summary of the patient numbers in the UK RWE study is provided in Figure 8. The incident 2L
GARNET-like patient cohort (n=Jl]) captures patients with recurrent or advanced EC that are
treated with their subsequent line of therapy following their first line of platinum-based doublet
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chemotherapy. This is also the point in the treatment pathway where patients would first be
eligible for treatment with dostarlimab. Thus, this is the cohort of patients relevant to the decision
problem.

Figure 8: Patients included in the UK RWE study

Abbreviations: 2L: second-line; EC: endometrial cancer; RWE: real-world evidence.

B.2.3.2.2 Baseline characteristics
Patient demographics and clinical characteristics

Patients in the GARNET-like RWE cohort had a mean age of ] years. The majority of patients
had an ECOG PS status of NR at the time of registry diagnosis (JJl%); Il and % had an
ECOG PS status of 0 and 1, respectively. ] of the patients had received exactly one line of prior
anti-cancer treatment following a diagnosis of recurrent or advanced EC, as outlined in the UK
RWE study inclusion criteria.

Baseline patient demographics and clinical characteristics of patients in the GARNET-like UK
RWE study cohort are presented in Table 13.

Table 13: Patient demographics and clinical characteristics in the GARNET-like UK RWE
study cohort

Characteristic GARNET-like RWE cohort ()
Mean age, years (STD)

Median age, years (range)

Age group, n (%)
<65 years
65 to <75 years

=75 years
Race, n (%)
White

Black

Asian

Other@
Unknownb
ECOG PS at the time of registry diagnosis, n (%)°
0

1

Not recorded

Histology at diagnosis, n (%)
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Carcinosarcoma

Clear cell carcinoma

Dedifferentiated/Undifferentiated carcinoma

Endometrioid

Mesonephroma

Mixed carcinoma

Mucinous

Neuroendocrine

Non-specific

Non-specific carcinoma

Sarcoma

Serous

Squamous

FIGO stage at the time of registry diagnosis, n (%)

v

Unknown

Grade of disease at diagnosis, n (%)

Grade 1

Grade 2

Grade 3

Grade 4

Not assessable

Missing

Prior anticancer treatment, n (%)

Any prior anti-cancer treatment

Prior surgery

Number of prior lines of therapy post advanced/recurrent diagnosis, n (%)

1

2

3

>4

Footnotes: @ Includes American Indian or Alaska Native. ° Includes Not reported.

Abbreviations: ECOG PS: Eastern Cooperative Oncology Group Performance Status; FIGO: International
Federation of Gynaecology and Obstetrics; ITT: intention-to-treat; RWE: real-world evidence; STD: standard
deviation.

Source: GSK Data on File."®
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Most common chemotherapy regimens

Table 14 details the most common chemotherapy regimens received by patients with recurrent or
advanced EC following their initial line of platinum-based chemotherapy derived from the UK
RWE study. Overall, patients received a wide range of different regimens, with the most common
regimens including carboplatin plus paclitaxel (JJi%), paclitaxel monotherapy (Ji%) and

carboplatin plus PLD (Jji§%)."3

The wide range of different treatment regimens, including comparators outside of those included
in the NICE final scope, demonstrates the clear lack of consensus around what which treatments
represent the best options for the management of patients with recurrent or advanced EC who
have progressed on or after a platinum-containing regimen in the UK.

Table 14: Most common chemotherapy regimens received by patients in the UK RWE

study GARNET-like cohort

Chemotherapy regimen

Number of patients who received a regimen after
their first doublet platinum regimen, n (%)

(N=HD) (%)

Carboplatin plus paclitaxel

Paclitaxel monotherapy

Carboplatin plus PLD

PLD monotherapy

Carboplatin monotherapy

Cisplatin plus doxorubicin

Carboplatin plus gemcitabine

Carboplatin plus doxorubicin

Doxorubicin

Cisplatin

Carboplatin plus gemcitabine

Carboplatin plus doxorubicin

Carboplatin plus docetaxel

Carboplatin plus epirubicin

Cisplatin plus etoposide

Bevacizumab plus carboplatin
plus paclitaxel

Carboplatin plus etoposide

Cisplatin plus
cyclophosphamide plus
doxorubicin

Bevacizumab

Cisplatin plus paclitaxel

Gemcitabine

Capecitabine plus oxaliplatin

Cisplatin plus gemcitabine

Cyclophosphamide plus
doxorubicin plus vincristine
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Carboplatin plus PLD plus
paclitaxel

Niraparib

Topotecan

Footnotes: Data for the GARNET-like ECOG =<1 cohort can be found in Appendix O.2.
Abbreviations: EC: endometrial cancer; PLD: pegylated liposomal doxorubicin; RWE: real-world evidence.
Source: GSK Data on File."3

B.2.4 Clinical effectiveness results from GARNET and the UK RWE
study

The following sections present the clinical effectiveness results from GARNET and the UK RWE
study. A descriptive comparison of key outcomes between dostarlimab and current clinical
management, which includes naive comparisons between both evidence from the UK RWE
study and the literature is also presented.

B.2.4.1 Baseline characteristics (GARNET versus UK RWE study)

The patient demographics and clinical characteristics of the UK RWE study GARNET-like cohort
and the GARNET ITT population are presented in Table 15, demonstrating broad similarity
between the two patient groups. Patients in the GARNET ITT population were slightly younger
than patients in the GARNET-like RWE cohort (il and [l years respectively).

A greater number of patients were diagnosed with FIGO stage Ill and IV EC in the GARNET-like
UK RWE study cohort (JJl]% and 1%, respectively) compared to patients in the GARNET ITT
population (1% and %, respectively). It is important to note that stage was recorded at the
time of diagnosis in the UK RWE study, while the most recent stage at the time of study entry
was recorded for patients in GARNET, which may account for this discrepancy.

More patients were diagnosed with ECOG PS 1 in the GARNET ITT population (JJJj% of
patients) recorded compared to patients in the GARNET-like UK RWE study cohort (-%). Itis
important to note however that ECOG PS is not directly comparable; ECOG PS was recorded at
the time of diagnosis in the UK RWE study, while the most recent ECOG PS at the time of study
entry was recorded for patients in GARNET, which may account for this discrepancy.

Table 15: Patient demographics and clinical characteristics in the GARNET-like UK RWE
study cohort and ITT population of the GARNET trial

GARNET-like RWE cohort

GARNET ITT population
]

Characteristic

—_—
P4
1l
—_—
Z
-_
N
£

Mean age, years (STD)

Median age, years (range)

Age group, n (%)

<65 years

65 to <75 years

=75 years

Race, n (%)

White

Black
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Asian L |
Others | |
Unknown® L |

Most recent ECOG PS at registry diagnosis (UK RWE study) or study entry (GARNET), n
(%)

0

1

Not recorded

Histology at diagnosis, n (%)

Endometrioid carcinoma type |

Endometrial carcinoma type |l

Endometrioid

Clear cell carcinoma

Dedifferentiated/undifferentiated
carcinoma

Histology unknown at time of
diagnosis

Mixed carcinoma

Mucinous

Neuroendocrine

Non-specific

Non-specific carcinoma

Other

Serous carcinoma

Squamous carcinoma

Undifferentiated carcinoma

Unspecified

Most recent FIGO stage at diagnosis, n (%)°¢

v

Unknown

Grade of disease at diagnosis, n (%)

Grade 1

Grade 2

Grade 3

Grade 4

Not assessable

Missing

Prior anticancer treatment, n (%)

Any prior anti-cancer treatment

Prior surgery
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Number of prior lines of therapy post advanced/recurrent diagnosis, n (%)
1
2
3
>4

Footnotes: 2 Includes American Indian or Alaska Native. ° Includes Not reported. ¢ For the RWE study this is at
registry diagnosis.

Abbreviations: ECOG PS: Eastern Cooperative Oncology Group Performance Status; FIGO: International
Federation of Gynaecology and Obstetrics; ITT: intention-to-treat; RWE: real-world evidence; STD: standard
deviation.

Source: GSK Data on File."®

B.2.4.2 Objective response rate (ORR)

The primary efficacy endpoint results of GARNET, in terms of ORR and DOR, are available for
the efficacy population (N=[J]) only. According to the study protocol, only patients with at least 24
weeks of tumour assessment were eligible for ORR and DOR analyses; all patients with at least
24 weeks of tumour assessment at the time of IA2 (Data cut off [DCO] 15t March 2020) were
included in the efficacy population.

Other efficacy endpoints, including PFS and OS, were analysed for both the efficacy population
(N=[Jl]) and the ITT population (N=129) and are presented from Section B.2.6.2 onwards.

B.2.4.2.1 Dostarlimab (GARNET)

Dostarlimab demonstrated a robust and clinically meaningful ORR; % of patients (i)
achieved a complete or partial response when treated with dostarlimab, with [} of
patients (J}) experiencing a complete response (CR).

In the efficacy population (N=JJlJ), the ORR (measured as the proportion of patients who
achieved a BOR of CR or partial response [PR] to treatment), was | (n=ll}; 95% C!: %,
Bl5). In total, || patients (Jl|%) achieved a CR, and [} patients (J|%) achieved a PR to
treatment (Table 16).

A secondary efficacy endpoint in GARNET was DCR, which included patients achieving a BOR
of CR or PR as well as patients with a BOR of stable disease (SD). A BOR of SD was observed

in ] patients (Jfl%), resulting in a DCR of % (n=Ilk; 95% C!: |§%., %)

A detailed overview of the BOR to dostarlimab and the ORR in GARNET is presented in Table
16.

Table 16: Summary of the BOR to dostarlimab by RECIST v1.1 in GARNET (efficacy
population) (BICR)

Response rate Efficacy population (N=[Jlj)

BOR by RECIST v1.1, n (%)

CR

PR

SD

PD

NE
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Not done

Confirmed ORR by RECIST v1.1
n (%)?

95% CI°

Response ongoing®

DCR by RECIST v1.1, n (%)

95% CI?

Footnotes: 2 ORR was defined as the percentage of patients with a RECIST v1.1-confirmed CR or PR. DCR
was defined as the percentage of patients with a RECIST v1.1-confirmed PR, confirmed CR, or SD. Response
assessments were based on BICR. ? Exact 2-sided 95% ClI for the binomial proportion. ¢ All responders who
have not yet died or progressed (including clinical progression); the denominator for the percentage is the
number of responders.

Abbreviations: BICR: blinded independent central review; BOR: best overall response; Cl: confidence interval;
CR: complete response; DCR: disease control rate; dMMR: mismatch repair-deficient; EC: endometrial cancer;
MSI-H: microsatellite instability-high; NE: not evaluable; ORR: objective response rate; PD: progressive disease;
PR: partial response; RECIST: Response Evaluation Criteria in Solid Tumours; SD: stable disease.

Source: GSK Data on File."?

B.2.4.2.2 Dostarlimab versus current clinical management

ORR data were not collected in the UK RWE study for current clinical management. However,
the response rates observed in GARNET are striking when compared to studies identified from
the clinical SLR (detailed in Appendix D). ESMO guidelines highlight that for patients with EC
recurring after first-line chemotherapy, only paclitaxel has consistently shown a response rate
>20 (less than half the ORR achieved by dostarlimab).#” Notably, the studies reporting ORRs for
paclitaxel, such as Lincoln et al. (2003), which report an ORR for paclitaxel monotherapy of
27.3%, predate the use of paclitaxel as a first-line treatment for patients with recurrent or
advanced EC.*° It is therefore unlikely that similarly high ORRs would be observed for paclitaxel
monotherapy in current clinical practice.

Accordingly, in more recent studies, McMeekin et al. (2015)® reports an ORR of 15.7% for
patients receiving either paclitaxel or doxorubicin monotherapy (N=223); there were no patients
that experienced a CR. For patients receiving doxorubicin monotherapy (N=225), the ZoptEC
study reported an even lower ORR of 14.1%, with only 2.0% of patients experiencing a CR. The
results for the comparator arm of the recently conducted KEYNOTE 775 trial which included
doxorubicin or paclitaxel monotherapy showed similar response rates, with an ORR of 14.7%
and only 2.6% of patients experiencing a CR.810.63

There were only two relevant studies including patients treated with carboplatin plus paclitaxel in
the clinical SLR. Both of these were small, retrospective studies: Mazgani et al. (2008) (N=31)
and Rubinstein et al. (2019) (N=20), which reported similar ORRs to GARNET, of 38.7% and
50.0%, respectively. %% 8 However, these studies report only very limited information on patient
characteristics, meaning that it is completely unknown whether these patients are similar to those
in GARNET. In the absence of more detailed information from these studies, it is not possible to
make any robust comparisons between dostarlimab and carboplatin plus paclitaxel with any
certainty.
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B.2.4.3 Duration of response (DOR)

B.2.4.3.1 Dostarlimab (GARNET)

The response to dostarlimab is durable — after a median follow-up of [} months, % of
patients (Jp) were still experiencing an ongoing response at the IA2 DCO (15t March
2020). The probability of maintaining a response until Month 12 and Month 18 was
estimated at [} and %, respectively.

A summary of the DOR in GARNET is presented in Figure 9. At the time of IA2 (DCO 15t March
2020), 1% of patients (i) treated with dostarlimab were still in response, after a median
follow-up of [Jff months. The median DOR was | (range: |} to [l months, where +
indicates response is still ongoing) (Figure 9).

The probability of maintaining a response until Month 6, Month 12 and Month 18 was: %

95% Cl: [ L. ). B> 95% CI: I, ), and I (95% CI: [, I, respectively

(calculated using KM estimation) (Table 17).

In comparison, only one study identified in the clinical SLR reported the median DOR; patients
treated with paclitaxel monotherapy in Lincoln et al. (2003) experienced a median DOR of just
4.2 months.4°

Figure 9: DOR (from time of first PR or CR) based on RECIST v1.1 in GARNET (efficacy
population) (BICR)

Abbreviations: BICR: blinded independent central review; CR: complete response; dMMR: mismatch repair
deficient; EC: endometrial cancer; PD: progressive disease; PR: partial response; RECIST v1.1: Response
Evaluation Criteria in Solid Tumours version 1.1; SD: stable disease.

Source: GSK Data on File."
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Table 17: KM analysis of DOR based on BICR in GARNET (efficacy population; patients
with objective response)

Patients in the efficacy population with

DOR an objective response (N=])

DOR status, n (%)

Events observed

Censored

Median duration of follow-up (months)

DOR (months)

Min, Max

Quartile (95% CI)

25%

50%

75%

Duration 26 months, n (%)

DOR distribution function (95% CI)

Month 6

Month 12

Month 18

Footnotes: @ 95% Cls were generated using the method of Brookmeyer and Crowley (1982).54 ® A “+” indicates
that the patient’s response is ongoing.

Abbreviations: BICR: blinded independent central review; Cl: confidence interval; dMMR: mismatch
repair-deficient; DOR: duration of response; EC: endometrial cancer; KM: Kaplan-Meier; max: maximum; min:
minimum; MSI-H: microsatellite instability high; NE: not evaluable; RECIST: Response Evaluation Criteria in Solid
Tumours.

Source: GSK Data on File."3

B.2.4.3.2 Dostarlimab versus current clinical management

DOR data were not collected in the UK RWE study for current clinical management. The only
study in the clinical SLR reporting DOR was Lincoln et al. (2003), which reported a median DOR
of 4.2 months for patients receiving paclitaxel monotherapy (N=44).4°

B.2.4.4 Change in target lesion size

B.2.4.4.1 Dostarlimab (GARNET)

The R of patients who experienced a response to treatment with dostarlimab
experienced more than a || in tumour size, in comparison to baseline.

A waterfall plot of the by-patient maximum percentage change in tumour size by RECIST v1.1 for
the efficacy population in GARNET is presented in Figure 10. The maximum percentage change
in target lesions from baseline is indicated by bar length. The waterfall plot demonstrates that the
majority of patients who experienced a response to treatment with dostarlimab experienced a
clinically meaningful ] reduction in tumour size in comparison to baseline.
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Figure 10: Waterfall plot of the maximum percentage change in target lesions compared
with baseline measurements based on BICR per RECIST v1.1 in GARNET (efficacy
population)

Footnotes: Best change in target lesion size is the maximum reduction from baseline or the minimum increase
from baseline in the absence of a reduction. Horizontal reference ranges are defined by -30 for PR.
Abbreviations: BICR: blinded independent central review; CR: complete response; dMMR: mismatch repair-
deficient; EC: endometrial cancer; NE: not evaluable; PD: disease progression; PR: partial response; RECIST
v1.1: Response Evaluation Criteria in Solid Tumours version 1.1; SD: stable disease.

Source: GSK Data on File.>

B.2.4.4.2 Dostarlimab versus current clinical management

Changes in target lesion size data were not collected in the UK RWE study for current clinical
management, or reported in any of the studies included for comparators in the clinical SLR. It is
therefore not possible to make any comparisons in terms of changes in target lesion size
between dostarlimab and current clinical management.

B.2.4.5 Progression-free survival (PFS)

B.2.4.5.1 Dostarlimab (GARNET)

Overall, [} and % of patients in the ITT population were progression free at Month
12 and Month 24, respectively. The
. < d the PFS
curve subsequently plateaued, suggesting the potential for a long-term PFS benefit with
dostarlimab.

In the ITT population of GARNET (N=129), ] PFS events were observed, with
. |
Following this, a clear plateau was observed. At Month 6, l% of patients in GARNET had not
experienced disease progression or death. Very few patients then experienced disease
progression or death in the next six months, with [J|% of patients in GARNET remaining
progression-free at Month 12. Patients treated with dostarlimab continued to experience a long-
term PFS benefit through to Month 18 and Month 24, with Jl§% and [l of patients remaining
free of disease progression of death.

Due to the plateauing of the PFS KM curve, when approximately [J% of patients had experienced
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disease progression or death, the median PFS of [ months is highly uncertain, and associated
with very wide Cls (95% Cl: [}, ll). As such, the median PFS must be interpreted with caution,
and
-
I This is illustrated in Section B.2.7.1,

where rounding the individual PFS estimates for each patient to one decimal place (versus two
decimal places) changes the median PFS from ] months to ] months.

However, | G, (- o crall shape of the KM curve and the

presence of a plateau suggests patients who remain progression-free may experience a long-
term PFS benefit from dostarlimab treatment through to Month 18 and Month 24, with [J|% and
Il of patients remaining free of disease progression of death.

A similar trend was observed in the efficacy population (N=JJl}). The majority of the ] PFS events
occurred within the first six months, with [J|% of patients remaining progression-free at Month 6.
A similar plateau was then observed, with |2 of patients remaining progression-free at Month
12 and 1% at Month 24.

It is also important to note that because dostarlimab is an I-O therapy, the conventional RECIST
criteria may not be an adequate measure to monitor response rates and disease progression;
successful treatment response following I-O therapies manifests differently, including delayed
response, transient tumour enlargement followed by shrinkage, stable size, or initial presence of
new lesions followed by stability or response.®> 6 Immune-related PFS (irPFS; presented in
Section B.2.4.7) may therefore suggest that the PFS results presented below, according to the
traditional RECIST v1.1, may actually underestimate the true PFS benefit of dostarlimab.

Table 18 presents further details of PFS across both the efficacy and ITT populations, while PFS
KM curves are presented in Figure 11.

Table 18: KM analysis of PFS from GARNET (efficacy population and ITT population)
(BICR)

PFS Efficacy population (N=JJ}) | ITT population (N=129)
PFS? status, n (%)

Events observed

Censored
PFS by quartile (95% CI?), months
25%
50%

]

]
I
]

75% ]

]
]
]

PFS distribution function (95% CI)
Month 6
Month 9
Month 12
Month 18 [
Month 24 [ [

Footnotes: 2 PFS was defined as the time from the first dose of treatment to disease progression or death,
whichever occurred first. ® Landmark survival estimates at Month 18 and Month 24 were taken from the KM data
included in the dostarlimab cost-effectiveness model, and as such, associated confidence intervals are not
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available.

Abbreviations: BICR: blinded independent central review; Cl: confidence interval; EC: endometrial cancer; ITT:
intention-to-treat; KM: Kaplan-Meier; NR: not reachable; PFS: progression-free survival.

Source: GSK Data on File.’3

Figure 11: PFS KM curves from GARNET (efficacy population and ITT population) (BICR)

Abbreviations: BICR: Blinded Independent Central Review; ITT: intention-to-treat; KM: Kaplan-Meier; MSI-H:
microsatellite instability-high; PFS: progression-free survival.
Source: GSK Data on File."3

B.2.4.5.2 Dostarlimab versus current clinical management
UK RWE study

Dostarlimab markedly improves PFS versus current clinical management; only [JJ}% and
% of a population of GARNET-like patients in the UK RWE study were progression-free
at Month 12 and 24, compared with [} and [} in the GARNET ITT population,
respectively.

Considering a naive comparison, patients receiving dostarlimab had a substantially reduced risk
of disease progression or death, relative to patients receiving current clinical management based
on the UK RWE study (which used TTNT as a proxy for PFS).

In the UK RWE study ‘GARNET-like’ cohort, JJ|% of patients had not experienced disease
progression or death at Month 6, dropping drastically to % of patients who remained
progression-free at Month 12 (Figure 12). In stark contrast, []% of patients treated with
dostarlimab in the GARNET trial were progression-free at [JJi}; notably the PFS curve then
plateaued. Very few patients treated with dostarlimab experienced disease progression or death
over the next six months, with % of patients remaining progression-free at Month 12.

Patients treated with dostarlimab in the GARNET trial then experienced a sustained, long-term
PFS benefit through to Month 24, with [J|% of patients remaining progression-free. However,
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there is almost no evidence for a sustained PFS benefit for patients receiving current clinical
management in the UK RWE study ‘GARNET-like’ cohort, with only a small minority of patients
(Jl%) remaining progression-free at Month 24.13

Notably, these results likely overestimate the true PFS for patients in the UK RWE study
‘GARNET-like’ cohort. The UK RWE study used TTNT as a proxy for PFS, and in reality, it is
likely that patients would experience a delay between disease progression and the initiation of
their next line of treatment. As such, the true PFS for these patients is likely to be lower than the
estimates based on TTNT."

The naive PFS comparison between GARNET and the UK RWE study is summarised in Table
19.

Figure 12: TTNT as a proxy for PFS for patients with recurrent or advanced EC that have
progressed on or after platinum-based chemotherapy receiving current clinical
management (UK RWE GARNET-like cohort)

Footnotes: PFS for patients in the GARNET-like ECOG PS <1 cohort of the UK RWE study is detailed in
Appendix O.2.

Abbreviations: Cl: confidence interval; EC: endometrial cancer; PFS: progression-free survival; RWE: real-world
evidence; TNTT: time to next treatment.

Source: GSK Data on File."3

Table 19: Naive PFS comparison for patients with recurrent or advanced EC that have
progressed on or after platinum-based chemotherapy (UK RWE study versus GARNET)

GARNET-like UK GARNET ITT
RWE study (current population
clinical management) (dostarlimab)
(N=IH) (N=129)
Median PFS (months) (95% Cl) ] I
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PFS distribution function (95% CI)
Month 6

Month 9

Month 12

Month 182

Month 242

Footnotes: TTNT was used as a proxy for PFS in the UK RWE study. PFS for patients in the GARNET-like
ECOG PS <1 cohort of the UK RWE study is detailed in Appendix O.2. @ Landmark survival estimates at Month
18 and Month 24 for GARNET were taken from the KM data included in the dostarlimab cost-effectiveness
model, and as such, associated confidence intervals are not available

Abbreviations: Cl: confidence interval; EC: endometrial cancer; ITT: intention-to-treat; PFS: progression-free
survival; RWE: real-world evidence.

Source: GSK Data on File."

Published literature

The sustained benefit in terms of PFS for patients treated with dostarlimab is a critical difference
versus published PFS curves for the comparator chemotherapies identified in the clinical SLR.
While other studies report comparable or increased median PFS estimates versus GARNET,
there is almost no evidence of a plateau or long-term PFS benefit in these studies. Patients
treated with doxorubicin monotherapy in the ZoptEC study had a median PFS of 4.7 months
(95% Cl: 4.1, 6.6), but very few patients were progression-free by Month 24.8-19 Rubinstein et al.
(2019) and Mazgani et al. (2008) report higher median PFS estimates of 10 months (95% CI: 2.0,
47.0) and 8 months (95% CI: 5.0, 13.0), respectively, for patients receiving carboplatin plus
paclitaxel.® 0 However, 5.2% and 14.7% of patients in these studies were progression-free at
Month 24, compared to -% of patients in GARNET.

B.2.4.6 Overall survival (OS)

B.2.4.6.1 Dostarlimab (GARNET)

A remarkable [J}% of patients were alive at Month 12 after treatment with dostarlimab.
Patients experienced a sustained survival benefit — ||| of the patients in GARNET
A2:) were still alive by Month 24.

In the ITT population of GARNET (N=129), ] OS events were observed at the time of the 1A2
DCO (1%t March 2020). Patients treated with dostarlimab experienced a clear OS benefit relative
to patients receiving current clinical management in UK clinical practice. At Month 12, a
remarkable % of patients were still alive. While the OS data are still immature, a clear plateau
is observed from approximately [l (Figure 13), with [Jl§% of patients still alive at Month 18,
and % of patients still alive at Month 24.

The median OS has | =t the time of the I1A2 DCO. However, it is reasonable to
assume that the true median OS estimate is, at a minimum, equal to the lower confidence bound
of | months.

The efficacy population showed a similar trend: ] OS events were observed, with % of
patients alive at Month 12, and [J|% of patients alive at Month 24. The median OS was also

I - < time of the IA2 DCO.

Table 20 presents further details of OS across both the efficacy and ITT populations, while OS
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KM curves are presented in Figure 13.

Table 20: KM analysis of OS from GARNET (efficacy population and ITT population)

Efficacy population ITT population

0s =) (N=129)

08?2 status, n (%)

Events observed

Censored

OS by quartile (95% CI?), months

25%

75%

OS distribution function (95% CI)

| |
| |
| ________
50% | _______
_____ ____
__________ _________
__________ _________

Month 6

Month 12

Month 18 | § | §
Month 24 [ B [k

Footnotes: @ OS was defined as the time from the date of the first dose of study treatment to the date of death by
any cause. ® 95% Cls were generated using the method of Brookmeyer and Crowley (1982).64 ¢ Landmark
survival estimates at Month 18 and Month 24 were taken from the KM data included in the dostarlimab cost-
effectiveness model, and as such, associated confidence intervals are not available.

Abbreviations: Cl: confidence interval; KM: Kaplan-Meier; NR: not reached; OS: overall survival.

Source: GSK Data on File.'?

Figure 13: OS KM curves from GARNET (efficacy population and ITT population)

Abbreviations: KM: Kaplan-Meier; ITT: intention-to-treat; OS: overall survival.
Source: GSK Data on File."?
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B.2.4.6.2 Dostarlimab versus current clinical management
UK RWE study

Only one in five (Jl}26) GARNET-like patients initiating further chemotherapy in the UK
RWE cohort were still alive at Month 24 — | the percentage of patients treated
with dostarlimab in GARNET who were still alive ([l}25) at Month 24

The naive OS comparison between GARNET and the UK RWE study demonstrates that patients
treated with dostarlimab experienced a marked reduction to the risk of death versus patients
treated with current clinical management in the UK.

In the UK RWE study ‘GARNET-like’ cohort, [J|% of patients were still alive at Month 12; by
Month 24, just % were still alive (Figure 14). The comparison with GARNET is clear and
conclusive: % of patients in GARNET were still alive at Month 12, and % of patients were
still alive at Month 24, | the percentage of patients still alive that received current
clinical management, highlighting the dire prognosis faced by patients in current clinical practice.

Figure 14: OS for patients with recurrent or advanced EC that has progressed on or after
platinum-based chemotherapy receiving current clinical management (UK RWE GARNET-
like cohort)

Footnotes: OS for patients in the GARNET-like ECOG PS <1 cohort of the UK RWE study is detailed in
Appendix O.2.

Abbreviations: Cl: confidence interval; EC: endometrial cancer; OS: overall survival; RWE: real-world evidence.
Source: GSK Data on File."®

The naive OS comparison between GARNET and the UK RWE study is summarised in Table 21.
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Table 21: Naive OS comparison for patients with recurrent or advanced EC that has
progressed on or after platinum-based chemotherapy (UK RWE study versus GARNET)

GARNET-like UK GARNET ITT
RWE study (current population
clinical management) (dostarlimab)
) (N=129)
Median OS (months) (95% CI)

OS distribution function (95% CI)
Month 6

Month 9

Month 12

Month 182

Month 242

Footnotes: OS for patients in the GARNET-like ECOG PS <1 cohort of the UK RWE study is detailed in
Appendix O.2. @Landmark survival estimates at Month 18 and Month 24 for GARNET were taken from the KM
data included in the dostarlimab cost-effectiveness model, and as such, associated confidence intervals are not
available.

Abbreviations: Cl: confidence interval; EC: endometrial cancer; ITT: intention-to-treat; OS: overall survival;
RWE: real-world evidence.

Source: GSK Data on File."

Published literature

Of the studies identified in the clinical SLR, patients receiving doxorubicin monotherapy in the
ZoptEC study had a median OS of 10.8 months (95% CI: 9.8, 12.6), with 23.0% of patients alive
at Month 24. Similarly, patients receiving paclitaxel or doxorubicin monotherapy in McMeekin et
al. (2015) had a median OS of 12.3 months (95 ClI: 10.7, 15.4), with just 29.4% of patients alive
at Month 24 .5.8-10 For patients treated with carboplatin plus paclitaxel, Mazgani et al. (2008)
reported a median OS estimate of 15.0 months (95% CI: 9.1-30.4) (patients with an
endometrioid histology), with 35.5% of patients alive at Month 24. Rubinstein et al. (2019)
reported a median OS of 27.0 months (95% CI: 6.0, 117.0), with 59.5% of patients alive at Month
24.59, 60

B.2.4.7 Immune-related endpoints (dostarlimab only)

The primary analyses of response rates and PFS in GARNET were based on the conventional
RECIST v1.1 criteria, which measure response by the reduction in tumour size following
chemotherapy. However, these criteria are primarily designed to measure disease-progression
following traditional cytotoxic chemotherapy. In contrast, successful treatment response following
I-O therapies manifests differently, including delayed response, transient tumour enlargement
followed by shrinkage, stable size, or initial presence of new lesions followed by stability or
response.® Consequently, the conventional RECIST criteria may not be an adequate measure in
monitoring response to these unique therapies.® 6

The modified irRECIST provides an alternative measurement of endpoints that is able to more
reliably account for the tumour response to I-O therapies. The primary difference between this
measure and the conventional criteria is the introduction of an additional follow-up to confirm or
withdraw ‘unconfirmed’ tumour progression after an initial increase in size.5¢

Consequently, the immune-related endpoints presented below may reflect a more representative
assessment of the true benefit of dostarlimab. It is important to note that irRECIST was evaluated
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by Investigator Assessment in GARNET, while the primary response rate analyses presented
above were evaluated by BICR.

Immune-related progression-free survival (irPFS) data are presented below, while immune-
related response rate endpoints are presented in Appendix N.2.

Immune-related progression-free survival (irPFS)

The irPFS results demonstrate a very similar trend to PFS assessed by conventional RECIST. A
proportion of patients experienced disease progression very early (within the
B o trcatment), but then the survival curve begins to level off and plateau
from approximately [l Additional details on irPFS are presented in Table 22, and the irPFS
KM curve is presented in Figure 15.

In comparison to PFS assessed by conventional RECIST, a greater percentage of patients were
alive at Month 6 (%) and Month 12 (Jl|%) by irRECIST, compared to the number of patients
who were progression free in the efficacy population at the same time points (JJ|% and ).
By the time the PFS curve completely plateaus, a remarkable % of patients were
progression-free at Month 24, slightly lower than the % of patients who were progression-free
by conventional RECIST at the same point. Despite the slight differences in these results, it is
clear that regardless of how PFS is assessed, patients experience a clear and sustained benefit
following treatment with dostarlimab.

Notably, the median irPFS is much higher, at [Jf months (95% CI: i}, ll). versus the median
PFS estimate of ] months (95% C!I: ], ) for the efficacy population per conventional
RECIST. This is a drastic difference with similar numbers of PFS events observed between the
two populations (] versus [}, respectively) and only small differences in the percentages of
patients progression-free at Month 6 and Month 12.

Alongside the wide Cls associated with the median PFS estimates, this drastic difference in PFS
serves to further highlight that, because of the plateau observed when approximately [Jof
patients are progression-free, the median PFS is heavily influenced by just one or two patients
who experienced a PFS event in this interim data cut across different populations, and therefore
median PFS estimates (for PFS per conventional or irRECIST) do not represent a robust
summary statistic to estimate the PFS benefit associated with dostarlimab.

Table 22: irPFS per irRECIST KM analysis in GARNET (immune-related efficacy
population) (Investigator Assessment)

Variable ‘ Immune-related efficacy population (N=[Jjj)
irPFS? status, n (%)
Events observed e
Censored e
Quartile (95% CI°)
25% I
50% I
75% I
irPFS distribution function (95% Cl)
Month 6 ‘ I
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Month 9

Month 18¢

]

Month 12 ]
I
|

Month 24¢

Footnotes: @ irPFS was defined as the time from the date of the first dose to the earlier date of assessment of
irPD event or death by any cause in the absence of disease progression based on the time of irPD event per
irRECIST. ? Cls were generated using the method of Brookmeyer and Crowley (1982).54 ¢ Landmark survival
estimates at Month 18 and Month 24 were taken from the KM curve and as such, associated confidence intervals
are not available.

Abbreviations: Cl: confidence interval; irPFS: immune-related progression-free-survival; irRECIST: immune-
related Response Evaluation Criteria in Solid Tumors; KM: Kaplan-Meier; NR: not reachable.

Source: GSK Data on File."3

Figure 15: irPFS per irRECIST KM curve in GARNET (immune-related efficacy population)
(Investigator Assessment)

Footnotes: Medians presented in months.

Abbreviations: Cl: confidence interval; dMMR: DNA mismatch repair deficiency; EC: endometrial cancer; irPFS:
immune-related progression-free survival; irPFS: immune-related Response Evaluation Criteria in Solid Tumors;
KM: Kaplan-Meier; NR: not reported.

Source: GSK Data on File.%

B.2.4.8 Health-related quality of life (dostarlimab only)

Treatment with dostarlimab preserved patient-reported HRQoL from baseline. Key
disease-related symptom subscales, such as pain and fatigue showed a positive trend of
improvement throughout the study.

European Quality of Life (EQ) Visual Analogue Scale (VAS)

The EQ-5D-5L is a generic HRQoL questionnaire comprising of five dimensions of health:
mobility, self-care, usual activities, pain/discomfort and anxiety/depression.®” Each dimension
has five levels of severity: no problems, slight problems, moderate problems, severe problems
and extreme problems.%” Tariffs are anchored at 1 for full health and O for health states
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considered equivalent to death.%” A summary of patient responses to each of the EQ-5D-5L
subscales at each timepoint in the GARNET trial is presented in Appendix N.3.

The EQ-VAS assesses patients perceived overall health status on the day of scoring on a scale
from O (worst imaginable health state) to 100 (best imaginable health state). The adjusted mean
change from baseline in EQ-VAS is presented in Figure 16. At baseline, the mean EQ-VAS score
was [l (STD: ). Whilst the level of change fluctuated throughout the study duration, a
general trend of improvement in EQ-VAS score was observed. At Week 12, the mean EQ-VAS
score was [JJ] (STD: 18.0), demonstrating a mean improvement from baseline of [} (STD: [ll}).
At Week 18, improvements in EQ-VAS score continued, with a mean score of [} (STD: ).
demonstrating a mean improvement from baseline of ] (STD: ). At Week 42, the
improvement remained the same, with a change from baseline of 4.0 (STD: -). Whilst a
greater improvement in score was observed after end of treatment, the number of subjects at
each visit was notably low.

Figure 16: Adjusted Mean Change from Baseline in EQ-VAS (GARNET efficacy population)

Footnotes: Adjusted mean and 95% ClI are from mixed model repeated measures (MMRM) with week visit, and
Eastern Cooperative Oncology Group (ECOG) status as factors and baseline score as continuous covariate as
well as an unstructured covariance structure.

Abbreviations: EOT: end-of-treatment; EQ-VAS: EuroQol-visual analogue scale; PRO: patient reported
outcome; SUVF: survival follow-up; WX: week X.

Source: GSK Data on File."3

European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQ-C30)

The EORTC QLQ-C30 is an internationally validated HRQoL questionnaire for cancer. It contains
five scales for functioning (physical, social, role, cognitive, and emotional functioning), eight
symptom scales (fatigue, nausea/vomiting, pain, dyspnoea, sleep disturbances, appetite loss,
constipation, and diarrhoea), financial impact, and an assessment for overall QoL. For the
functioning scales and global QOL higher scores indicate better functioning; for the symptom
scales, higher scores indicate increased symptom burden.%®

EORTC QLQ-C30 data were available for l of the 129 patients in the ITT population of
GARNET. The completion rate for the EORTC QLQ-C30 was consistent across domains,
ranging from [J|% at baseline to % at Cycle 7.
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The global health/quality of life (QoL) change over time from Baseline and the mean scores over
time demonstrated a clear improvement.

Figure 17: Mean change in Global Health Status/QOL from Baseline (GARNET ITT
population)

Abbreviations: ITT: intention-to-treat; QoL: quality of life.
Source: GSK Data on File."3

Overall, the EORTC QLQ-C30 results showed that patients treated with dostarlimab reported that
key disease-related symptom subscales, including pain and fatigue, improved or remained stable
over time while on treatment. Both patient-reported pain and fatigue symptoms showed a
downwards trend of improvement below baseline (reduced pain and fatigue symptoms), starting
at Cycle 2 and Cycle 3, respectively.

Patients also reported an improvement in physical functioning over time while on treatment, with
a positive trend of improvement (increased physical functioning) above baseline from Cycle 4,
which then remained stable thereafter (Figure 18).

Figure 18: Pain, fatigue and physical functioning mean change from baseline (GARNET
ITT population)

Abbreviations: CxDx: Cycle X Day X; ITT: intention-to-treat.
Source: GSK Data on File."®

For patients who experienced symptomatic adverse events (AEs) included in the symptom
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scales of the EORTC QLQ-C30, including nausea, vomiting, constipation, diarrhoea, or
tiredness, the majority remained stable or had improvement in these symptoms over the
treatment course compared to their baseline. Only a minority of patients reported worsening in
these AE symptoms including [J|% who reported single-category worsening and % who
reported 2- or 3-category worsening.

More detailed analyses of the change in symptomatic AEs in response from baseline are
presented in Figure 19.

Figure 19: Symptomatic AE change in response from baseline (GARNET ITT population)

Abbreviations: AE: adverse event; CxDx: Cycle X Day X; ITT: intention-to-treat.
Source: GSK Data on File."

B.2.5 Subgroup analysis (dostarlimab only)

Dostarlimab (GARNET)

Subgroup analyses for ORR in the efficacy population are presented in Figure 20. With the
exception of the subgroup analysis by ECOG performance status, all categories of the subgroup
analyses using this data cutoff date show overlapping 95% Cls with the overall population ORR.
With the exception of the . patients for whom the most recent FIGO stage was unknown, all of
the point estimates for ORR were [ which suggests that the treatment benefit of dostarlimab
was observed across all subgroups.
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Figure 20: Forest plot of ORR (CR or PR) and 95% CI by subgroup by RECIST v1.1 in
GARNET (efficacy population (N=JJJ) (BICR)

Abbreviations: BOR: best overall response; BICR: blinded independent central review; Cl: confidence interval;
CPS: combined positive score; CR: complete response; dMMR: ECOG: Eastern Cooperative Oncology Group;
FIGO: International Federation of Gynaecology and Obstetrics; IHC: immunohistochemistry; PD: progressed
disease; PD-L1: programmed cell death ligand; PR: partial response; sBLA: supplemental Biologics License
Application; SD: stable disease.

Source: GSK Data on File."?
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B.2.6 Meta-analysis

GARNET represents the only trial for dostarlimab. As such, no pooling of trials was undertaken,
and this section is not applicable to this submission.

B.2.7 Indirect and mixed treatment comparisons

Two different approaches were employed in order to more closely match the comparative data in
this submission (the UK RWE study and the published literature) and the data for dostarlimab in
GARNET:

o Dostarlimab versus current clinical management (UK RWE study MAIC versus
GARNET): The UK RWE study is included as the primary comparative efficacy evidence in
this submission, given the large sample size of the study (N=.), together with the close
alignment to patient characteristics in the GARNET trial and the real-world representation of
current clinical management in this difficult to treat population. While the patient populations
in GARNET and the GARNET-like cohort of the UK RWE study were closely aligned, a MAIC
was conducted between GARNET and the UK RWE study for OS in order to investigate the
impact of any remaining differences between the two populations. The methodology and
results of this MAIC are presented in Section B.2.7.1.

e Supportive comparative evidence for dostarlimab versus individual chemotherapy
regimens: Whilst the UK RWE study serves as the primary comparative efficacy evidence in
this submission, a series of ITCs have also been conducted, where possible, between
dostarlimab and the individual chemotherapy comparators listed in the NICE final scope,
based on the published studies identified in the clinical SLR. These comparisons include a
series of MAICs between GARNET and trials for carboplatin plus paclitaxel, paclitaxel
monotherapy and doxorubicin monotherapy, as well as an inverse probability treatment
weighting (IPTW) ITC between GARNET and the ZoptEC trial.&'° Given the limitations
associated with the data identified in the literature, including the extremely limited data on
patient characteristics and prognostic variables, and the resulting uncertainty associated
with some of these analyses, they are provided for completeness as supportive comparative
efficacy evidence only. The methodology and results of these analyses are presented in
Section B.2.7.2.

A summary of the comparative efficacy evidence analyses considered in this submission is
presented in Table 5 in Section B.2.2.

B.2.7.1 Dostarlimab versus current clinical management (UK RWE MAIC
versus GARNET)

Overview

The methodology of the UK RWE study is detailed in Section B.2.3. The following section
provides an overview of the MAIC between the patients in the ITT population of the GARNET ftrial
and patients in the GARNET-like cohort of the UK RWE study. Additional details are presented in
Appendix D.5.1.
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Choice of MAICs

Due to the single-arm nature of the GARNET trial, and the UK RWE study, an unanchored MAIC
was considered to represent the most appropriate and robust method for indirect comparison, in
line with NICE TSD 18.6°

The MAIC approach was preferred to simulated treatment comparisons (STCs) because MAICs
produce marginal treatment effect estimates.”® MAICs are conducted based on assigning
differential weights to IPD available for the intervention (dostarlimab) which is similar to running
logistic regression. An important part of any adjusted treatment comparison involves the
identification of relevant prognostic variables and treatment effect modifiers. When these weights
are applied, the aggregate measures on the modelled prognostic and treatment effect variables
equal (or are as close as possible to) the values in the matched aggregate studies. This
weighting approach produces a marginal (population level) treatment effect and therefore allows
for a population-level indirect treatment comparison, which is an advantage over STCs, which
produce only conditional (patient-level) treatment effects.

In addition, the key endpoint for this comparison (OS) is a survival endpoint. For survival
endpoints, it is the number of OS events that occur, combined with the overall number of patients
(rather than just the overall number of patients alone), that determines the effective sample size
(and therefore, degrees of freedom), in any type of regression analysis. Since imbalances in
covariates are accounted for using the weighting approach, covariates need not be adjusted for
when modelling the outcome, meaning that the degrees of freedom is much closer to the number
of patients once the analysis starts, maximising the number of prognostic and treatment effect
modifying variables that can be considered, relative to using an STC approach.

MAIC methodology

The primary endpoint analysis considered in the UK RWE study MAIC utilised a Cox proportional
hazards model, using weights obtained using the MAIC method, in order to estimate a HR for OS
for patients receiving dostarlimab in GARNET versus patients receiving current clinical
management in the GARNET-like cohort of the UK RWE study. A Cox proportional hazards
model was considered feasible because the definition of OS was considered to be closely
matched between GARNET and the UK RWE study.

However, it was not considered feasible to use a Cox proportional hazards model for PFS
between GARNET and the UK RWE study, because PFS was not recorded in the UK RWE study
(i.e. the NCRAS database does not include any data on progression, remission or recurrence of
disease), and while TTNT was considered to be a suitable proxy, the measurement definitions
and time-period evaluations associated with TTNT in the RWE population were considered to be
too dissimilar to those for PFS in GARNET. Thus, TTNT in the RWE study was descriptively
compared to PFS in the GARNET trial based on landmark PFS estimates at various timepoints,
using the weighted GARNET IPD (following matching with the RWE population) versus the RWE
GARNET-like cohort.

Identification of matching variables

A targeted literature review was conducted in May 2020 to identify a range of prognostic
variables typically associated with survival in EC (detailed in Appendix M). The list of prognostic
variables was subsequently validated with a panel of clinical experts from the UK, Germany and
Canada. The clinical experts indicated that all of the prognostic variables identified would also
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represent treatment effect modifying variables.

Based on the list of variables identified, the following variables were reported in the UK RWE
study and considered for inclusion as matching variables (detailed in the following sections):

e Race/ethnicity (black, others, unknown versus white)

e Age category (=65 years versus <65 years)

e ECOG PS status at treatment initiation (1 versus 0)

e Histology at initial diagnosis (non-endometrioid, unknown versus endometrioid)
e FIGO stage at initial diagnosis (Stage Ill/IV versus Stage I/ll)

e Grade of disease at diagnosis (Grade 3/4, unknown versus Grade 1/2)

e Number of prior platinum-based therapies (0 or 1 versus =2)

e Prior surgery for study indication (yes versus no)

Based on this list, the modification and prognostic value of each potential matching variable was
investigated using a Cox proportional hazard model. In this model, the outcome variable (OS or
PFS) was modelled as a function of each variable of interest. Cox regression models were fit
separately for the GARNET data and the RWE data. Patient characteristics that exhibited
association at level of significance p<0.1 in at least one of the two datasets were considered
prognostic.

Based on these results, two scenarios were constructed, based on the prognostic variables
identified by clinical expert opinion (Scenario 1) and the matching variables found to be
statistically significant based on regression analyses (Scenario 2).

Grade was not found to be statistically significant by the regression analysis, but was identified
as a prognostic variable by clinical experts. Unfortunately, grade was challenging to include in
the adjustment because a large number of patients in the UK RWE GARNET-like cohort (%)
had an ‘unknown grade’, compared to % in the GARNET cohort.

Clinical experts confirmed that grade information was unlikely to be missing from the UK RWE
study at random, and therefore, the potential for an underlying difference in this [J§% of patients
relative to the remaining proportion of patients in the UK RWE GARNET-like cohort means that
the use of grade as a matching variable is associated with substantial uncertainty. If grade is
included in the analysis, it results in a requirement to heavily up-weight the few patients in the
GARNET cohort with an unknown grade (as shown in Figure 21), which drastically reduces the
ESS to N=Jj} (i.e., a [J% reduction in the ESS compared to the original sample of N=129), leading
to unreliable results.
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Figure 21: Histogram of the weights assigned to patients in the GARNET ITT population in
the MAIC versus the UK RWE GARNET-like population using the matching variables in
Scenario 1 in addition to grade

Abbreviations: ITT: intention-to-treat; MAIC: matching adjusted indirect comparison; RWE: real-world evidence;
UK: United Kingdom.

As a result, grade was excluded from the list of matching variables considered in Scenario 1,
which included histology (non-endometrioid and unknown versus endometrioid) and the number
of lines of prior platinum-based therapy in the advanced/recurrent setting (0 or 1 versus 22) as
matching variables, based on clinical expert opinion. Scenario 1 was considered robust, with a
relatively large sample size of N=]] (a reduction of J|% compared to the original sample of
N=129), more than twice the effective sample size compared to also including grade as a
matching variable.

Scenario 2 considered the matching variables identified as statistically significant by regression
analysis (further details of the regression analysis are presented Appendix D.5.1). For the UK
RWE GARNET-like cohort, these variables consisted of: race/ethnicity (black, others, unknown
versus white), stage at diagnosis (Stage IlI/IV versus Stage I/ll), histology (non-endometrioid,
unknown versus endometrioid) and prior surgery (yes versus no). The ESS in Scenario 2 was
highly comparable to Scenario 1; Scenario 2 resulted in an ESS of N=[J} (a J|% reduction
compared to the original sample of N=129).

The two scenarios and the matching variables considered in each, based on clinical expert
opinion (Scenario 1) and the regression analysis (Scenario 2), are detailed in Table 84. Further
details on prognostic matching, including the regression analyses, characteristics of the matched
populations for each scenario, histograms of the weighting of the GARNET cohorts for each
scenario, the process for determination of treatment effect modifiers and assessments of
proportional hazard can be found in Appendix D.5.1.

Table 23: Scenarios considered in the UK RWE study MAICs versus GARNET

Scenarios Prognostic variables

; ¢ Histology®
Scenario 1 . . - |
e Number of prior platinum-based therapies in the advanced/recurrent setting®
o Race/ethnicity
Scenario 2 * Stage at diagnosis

e Histology?
e Prior surgery
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Footnotes: @ For scenarios including histology as a matching variable, one patient with an “unknown” histology
was removed from the GARNET cohort in order to achieve balance. ° For scenarios including the number of prior
platinum-based therapies, patients with 0 or =22 prior platinum-based therapies from the GARNET cohort were
removed in order to achieve balance.

Abbreviations: MAIC: matching-adjusted indirect comparison; RWE: real-world evidence.

Results

Overall survival

The results of both matching scenarios showed that the median OS, as well as the percentage of
patients alive at Month 6, 12 and 18, was greater for patients treated with dostarlimab versus
patients treated with current clinical management. The HRs for OS (dostarlimab versus current
clinical management) showed that dostarlimab statistically significantly reduced the risk of death
versus current clinical management in both scenarios.

Scenario 1 and Scenario 2 both found that a slightly improved OS, compared to the unadjusted
GARNET ITT population. At Month 12, [|% of patients were alive in the unadjusted ITT
population, compared to []% of patients in scenario 1, and [|% of patients in scenario 2. The
results of the unadjusted population and scenario 1 were similar at Month 18, with % and |2
of patients still alive, while scenario 2 found that []% of patients were still alive at Month 18. The
0S HR between dostarlimab and current clinical management is [l (95% C!: . ) when
including the unadjusted GARNET ITT population, compared to [l (95% C!I: L. ) in
Scenario 1 and [l (95% C!I: |}, ) in Scenario 2.

The similarity of the OS results between the unadjusted GARNET ITT population and both
matched scenarios indicate that there were minimal differences between the GARNET ITT
population and the UK RWE GARNET-like population, and suggests that any differences
between the two populations could mean that the OS benefit of dostarlimab is slightly
underestimated in the unadjusted comparisons presented previously in this submission.

OS for the UK RWE GARNET-like cohort and the GARNET ITT population before and after
matching (Scenario 1 and 2) is presented in Table 24. KM curves for PFS prior to adjustment of
the GARNET population are presented in Figure 22, and KM curves for PFS including the
adjusted GARNET populations are presented in Figure 23 (Scenario 1), and Figure 24 (Scenario
2), respectively.

Table 24: OS for patients in the GARNET ITT population (before and after matching) and
the UK RWE GARNET-like cohort

UKRWE | GARNET Adjusted GARNET Adjusted GARNET

GARNET- ITT population (Scenario | population (Scenario
like population 1) 2)
cohort prior to
(N=[l) | matching
(N=129)
ESS ] [ | [ |
Median OS, I I
months (95% CI)
OS rate at 6 l I
months (95% CI)
OS rate at 12 l I

months (95% CI)
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OS rate at 18
months (95% CI) * *

]
Hazard ratio for
0S (95% ClI) for
dostarlimab . g
versus current [ ]

clinical
management

Abbreviations: Cl: confidence interval; ESS: effective sample size; ITT: intention-to-treat; NA: not applicable;
NR: not reached; OS: overall survival; RWE: real-world evidence.

Figure 22: OS KM curves — dostarlimab (unadjusted GARNET ITT populition, N=129)
)

versus current clinical management (UK RWE GARNET-like cohort, N=

Abbreviations: ITT: intention-to-treat; KM: Kaplan-Meier; OS: overall survival; RWE: real-world evidence.
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Figure 23: OS KM curves — dostarlimab (adjusted GARNET population, Scenario 1, ESS
N=]}) versus current clinical management (UK RWE GARNET-like cohort, N=JJ})

Abbreviations: ESS: effective sample size; ITT: intention-to-treat; KM: Kaplan-Meier; OS: overall survival; RWE:
real world evidence.

Figure 24: OS KM curves — dostarlimab (adjusted GARNET population, Scenario 2, ESS
N=]) versus current clinical management (UK RWE GARNET-like cohort, N=[Jjj)

Abbreviations: ESS: effective sample size; ITT: intention-to-treat; KM: Kaplan-Meier; OS: overall survival, RWE:
real world evidence.

Progression-free survival

Comparison of PFS for the adjusted GARNET cohorts in Scenario 1 and Scenario 2 suggested
that, once the GARNET ITT population and the GARNET-like RWE population are more closely
matched, dostarlimab provides a slightly greater PFS benefit versus current clinical
management, when compared with the unadjusted comparison between the two. However, the
generally similar PFS results indicate that the two populations were closely matched prior to
adjustment, providing confidence in the unadjusted comparisons described in Section B.2.4.5.2.
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The median PFS for patients receiving dostarlimab increases in Scenario 1 and Scenario 2, to
Il nmonths (95% Cl: [l ) and [l months (95% ClI: [}, I, respectively, compared to the
median PFS of [ imonths (95% CI: [}, ) in the GARNET ITT population.

The landmark estimates show that the percentage of patients treated with dostarlimab who are
progression-free are largely similar before and after adjustment. At Month 12, [§% of patients
treated with dostarlimab were progression-free in the unadjusted population, compared to l% in
Scenario 1 and % in Scenario 2. By Month 18, []% of patients were progression-free in the
unadjusted population, compared to [|% in Scenario 1 and % in Scenario 2.

PFS for the UK RWE GARNET-like cohort and the GARNET ITT population before and after
matching (Scenario 1 and 2) is presented in Table 25. KM curves for PFS prior to adjustment of
the GARNET population are presented in Figure 25, and KM curves for PFS including the
adjusted GARNET populations are presented in Figure 26 (Scenario 1), and Figure 27 (Scenario
2), respectively.

The median PFS of ] (95% CI: [}, ) months for the unadjusted GARNET ITT population in
Table 25 is different to the median PFS for the GARNET ITT population of [} (95% CI: [|l}, )
months presented in Section B.2.4.5, due to rounding of individual patient PFS times to one
decimal place for the MAIC versus the UK RWE study, but were not rounded in the PFS analysis
of the GARNET ITT cohort presented in Section B.2.4.5.

Due to the plateauing of the PFS curve for patients treated with dostarlimab when approximately
ot patients are progression-free,

|
N (- s previously detailed in Section B.2.4.7)
I - Rounding of individual patient

PFS estimates results in the KM curve staying above % until Jlf months, versus [} months
when the individual patient PFS estimates are not rounded.

Table 25: PFS for patients in the GARNET ITT population (before and after matching) and
the UK RWE GARNET-like cohort

UK RWE GARNET Adjusted GARNET Adjusted GARNET
GARNET- ITT population (Scenario | population (Scenario 2)
like population 1)
cohort prior to
(N=Jl)® | matching
(N=129)
ESS || || || ||
Median PFS,
months (95% | gl | gl | NS |
cly
PFS rate at 6
montns (95% | gl | pullilm s S
cl)
PFS rate at
izmonths | gl | puiy | | I
(95% Cl)
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PFS rate at
18 months * * I ‘
(95% CI)

Footnotes: 2 The results presented for the UK RWE GARNET-like cohort use TTNT as a proxy for PFS, as PFS
was not recorded in the NCRAS database. ® The median PFS for GARNET presented here is different to the
median PFS preented for the GARNET ITT population in Section B.2.4.5 due to rounding of individual patient
PFS estimates in the analysis presented above, which means the KM curve stays above 50% until [ months.
Abbreviations: Cl: confidence interval; ESS: effective sample size; ITT: intention-to-treat; NCRAS: National
Cancer Registry Analysis System; NR: not reached; PFS: progression free survival; RWE: real-world evidence;
TTNT: time to next treatment.

Source: GSK Data on File."?

Figure 25: PFS KM curves — dostarlimab (unadjusted GARNET ITT popu.lation, N=l)
)

versus current clinical management (UK RWE GARNET-like cohort, N=

Abbreviations: ITT: intention-to-treat; KM: Kaplan-Meier; PFS: progression-free survival; RWE: real-world
evidence.
Source: GSK Data on File."?
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Figure 26: PFS KM curves — dostarlimab (adjusted GARNET population, Scenario 1, ESS
N=]}) versus current clinical management (UK RWE GARNET-like cohort, N=JJi})

Abbreviations: ESS: effective sample size; ITT: intention-to-treat; KM: Kaplan-Meier; PFS: progression-free
survival; RWE: real world evidence.
Source: GSK Data on File."3

Figure 27: PFS KM curves — dostarlimab (adjusted GARNET population, Scenario 2, ESS
N=J]) versus current clinical management (UK RWE GARNET-like cohort, N=[Jl})

Abbreviations: ESS: effective sample size; ITT: intention-to-treat; KM: Kaplan-Meier; PFS: progression-free
survival; RWE: real-world evidence.
Source: GSK Data on File."®

Additional results

Additional results, including the patient characteristics of the unadjusted and adjusted
populations, the histograms of weightings for each adjusted population, and the assessment of
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proportional hazards, are presented in Appendix D.5.1. Furthermore, the results of the MAIC
between GARNET and the UK RWE GARNET-like ECOG PS <1 population are presented as a
sensitivity analysis in Appendix D.5.1.

Conclusions

The results of the UK RWE ITC present clear supportive evidence that patients treated with
dostarlimab experience a significant and substantially decreased risk of disease progression or
death compared to patients receiving current clinical management for the treatment of recurrent
or advanced EC that has progressed on or following prior treatment with a platinum-containing
regimen in the UK.

The similarity of the PFS and OS results for the unadjusted GARNET ITT cohort and the
adjusted GARNET cohorts in Scenario 1 (matching based on the most important prognostic
variables according to UK clinical expert feedback, excluding grade) and Scenario 2 (matching
based on prognostic variables as identified by regression analyses) suggests that the two
populations are closely matched, with minimal differences with respect to key prognostic
variables. Moreover, the results show that the remaining differences between the GARNET ITT
population and the UK RWE GARNET-like cohort may actually result in an underestimation of
the true PFS and OS benefit that dostarlimab provides versus current clinical management; the
unadjusted OS HR between dostarlimab and current clinical management was [} (95% C!: i}
). compared to adjusted OS HRs of [l (95% CI: |}, ) in Scenario 1 and [} (95% CI:
Bl B in Scenario 2, respectively.

Based on the strengths of the UK RWE study, and the results of the above comparison, the
unadjusted UK RWE GARNET-like cohort is used in the base case-cost effectiveness analysis,
while scenarios are considered based on the adjusted scenarios presented in this section (as
described in B.3.8.3).

B.2.7.2 Supportive comparative evidence for dostarlimab versus individual
chemotherapy regimens

B.2.7.2.1 ITC between dostarlimab (GARNET) and doxorubicin (ZoptEC study)

Overview

As detailed above and in Appendix D, during the data extraction phase of the clinical SLR, it
became apparent that there was a paucity of data for the comparator chemotherapy studies,
which would impact the robustness of any ITCs. As such, GSK contacted the corresponding
authors of each of the relevant chemotherapy studies identified from the SLR in order to request
further data.

Following this, Aeterna Zentaris, the sponsoring company of the ZoptEC study provided IPD for
the ZoptEC study.®1° Using this IPD, an adjusted comparison of OS between dostarlimab and
doxorubicin monotherapy was conducted. The OS comparison was performed using a Cox
proportional hazards model with stabilised inverse probability of treatment weighting (IPTW) to
estimate an HR for OS between dostarlimab and doxorubicin. The IPTW approach minimises the
standardised differences between the baseline characteristics of two populations, and allows for
two separate populations to be compared with as little bias as possible. This approach is aligned
with NICE TSD 17."
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It was not possible to use IPTW to estimate a HR for PFS between dostarlimab and doxorubicin,
due to differences in the definition of PFS and the timepoints of tumour assessments between
GARNET and ZoptEC.8'° PFS was defined from the date of the first dose of dostarlimab in
GARNET, but defined as the time elapsed from randomisation in ZoptEC.8'° Patients were
assessed every six weeks for disease progression starting from Week 12 in GARNET;
conversely, patients were re-evaluated for response every nine weeks in ZoptEC.8'° A summary
of the PFS definitions in both studies is presented in Appendix D.5.2. Due to the differences in
PFS between the two studies, a descriptive-only KM analysis was conducted to compare PFS
between GARNET and ZoptEC.810

Whilst the results of this ITC provide a comparison versus only one of the relevant chemotherapy
comparators (doxorubicin monotherapy), and the UK RWE study detailed in Section B.2.7.1
represents the primary comparative efficacy evidence in this submission, this ITC was
nevertheless still conducted to provide an alternative analysis for consideration within a scenario
analysis in the economic analysis (see Section B.3.8.3).

A summary of the methodology is provided below; the full methodology can be found in Appendix
D.5.2.

Application of exclusion criteria to GARNET and ZoptEC

Prior to the statistical analysis, it was necessary to consider the inclusion/exclusion criteria and
baseline characteristics of the GARNET and ZoptEC studies, and to apply a series of additional
exclusion criteria to each trial in order to match the two populations as closely as possible.

Patients were excluded from the ZoptEC trial if they had a follow-up greater than 36 months, or if
they did not have an ECOG PS score of 0 or 1.810 Patients were excluded from the GARNET
trial if they had previously received more than one prior platinum-based therapy.

The exclusion of these patients reduced the patient populations to N=l patients in GARNET and
N=Jjjj patients in ZoptEC.&'° These populations are known as the main analysis sets used
throughout this ITC. A summary of the exclusion criteria applied and the patients excluded at
each step is detailed in Appendix D.5.2.

IPTW ITC methodology

As detailed in Section B.2.7.1, a targeted literature review was conducted in May 2020 to identify
a range of prognostic variables typically associated with survival in EC (detailed in Appendix M).
The list of prognostic variables was subsequently validated with a panel of clinical experts from
the UK, Germany and Canada. The clinical experts indicated that all of the prognostic variables
identified would also represent treatment effect modifying variables.

Of the prognostic variables identified, the following variables were reported in the ZoptEC study
and used for estimating stabilised-IPTW in this analysis:3°

e Age (<65 years versus >65 years)

¢ Race (non-white versus white)

e ECOG PS score (0 or 1 versus 2)

¢ Histology (endometrioid versus non-endometrioid)

e Most recent FIGO stage at Baseline (Stage l/ll versus Stage IlI/IV)
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e Prior surgery (no versus yes)

While grade of disease was also reported in ZoptEC, grade could not be used for estimating
stabilised IPTW because it causes a violation of the positivity assumption, as detailed in
Appendix D.5.2.

IPTW ITC results
Overall survival

The results of the IPTW ITC versus doxorubicin monotherapy based on the ZoptEC study are
presented in B.2.7.2, and the adjusted KM curves are presented in Figure 28 and summarised in
Table 27.81° The comparison showed that treatment with dostarlimab resulted in a significant
and marked reduction in the risk of death versus doxorubicin monotherapy. Patients treated with
dostarlimab were % less likely to die at any given timepoint compared to patients receiving

doxorubicin monotherapy (HR: [l 95% C!: (I, IR /).

Table 26: Results for the safety analysis data set on OS with adjusting stabilised-IPTW

N HR between dostarlimab and Standard p-value
doxorubicin (95% CI) error

Cox PH model H I | L
I L I

Assumption check .

Abbreviations: Cl: confidence interval; HR: hazard ratio; IPTW: inverse probability treatment weighting; OS:
overall survival;, PH: proportional hazards.
Source: GSK Data on File."

Figure 28: OS KM curves — dostarlimab (adjusted GARNET main analysis set, N=]JJ) versus
doxorubicin monotherapy (adjusted ZoptEC main analysis set, N=jjjij following
adjustments based on IPTW?-10

Footnotes: The number at risk with IPTW adjustment may differ slightly from the total sample size. This is
because the number at risk has been weighted by IPTW. The IPTW weighted number at risk may not be an
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integer and in the KM plots the weighted IPTW number at risk has been rounded to the nearest integer value.
Abbreviations: KM: Kaplan-Meier; OS: overall survival; TRT: treatment.
Source: GSK Data on File."3

Table 27: Summary of OS with adjusting stabilised-IPTW for the main analysis data set

Dostarlimab Doxorubicin
(Nl (N=l)

OS status, n (%)
Event . .
Censored [ | [ |
OS by quartile (95% Cl), months
25" percentile [ | N
Median . -
(95% Cl) I |
75" percentile [ | [ ]
Log-rank test p-value -

Abbreviations: Cl: confidence interval; IPTW: inverse probability treatment weighting; NR: not reached; OS:
overall survival.
Source: GSK Data on File."

Additional results including the patient characteristics for both populations before and after
matching, checking of effect modifiers and assessments of proportional hazards and
unmeasured confounding, are presented in Appendix D.5.2.

Overall survival (sensitivity analysis)

In the primary IPTW analysis, ] patients were removed from the analysis across GARNET and
ZoptEC to ensure comparability between the two populations.®-1° A sensitivity analysis was
conducted where [Jj of these [} patients, who were excluded in the main analysis (detailed in
Appendix D.5.2) are included, resulting in a total sample size of N=., with N=129 patients in
GARNET and N=]Jjj patients in ZoptEC (it was still necessary to exclude [ patient in ZoptEC
because they did not have a baseline ECOG PS, so could not be included).810

The results of the sensitivity analysis showed that patients treated with dostarlimab were %
less likely to die at any given timepoint compared to patients receiving doxorubicin monotherapy
(HR: IR 25% C!: . . o<l The similarity between the two point estimates in the
main analysis (HR: [Jll; 95% CI: (. HIL); o). and the sensitivity analysis (HR: ||l
95% Cl: |}, IR o<llll). The provides confidence that treatment with dostarlimab results in
approximately a l% reduced risk of death compared to doxorubicin monotherapy.

Full details for this sensitivity analysis are presented in Appendix D.5.2.

Progression-free survival

As outlined previously, it was not possible to conduct an IPTW ITC for PFS, due to differences in
the definitions of PFS and the timepoints of tumour assessments between GARNET and ZoptEC,
as detailed in Section B.2.7.2.1 and Appendix D.5.2.8-19 PFS was defined from the date of the
first dose of dostarlimab in GARNET, but defined as the time elapsed from randomisation in
ZoptEC.81% Patients were assessed every six weeks for disease progression starting from Week
12 in GARNET,; conversely, patients were re-evaluated for response every nine weeks in
ZoptEC.81% A summary of the PFS definitions in both studies is presented in Appendix D.5.2.
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However, a supportive comparative analysis was conducted, investigating PFS for dostarlimab
versus doxorubicin once the additional exclusion criteria outlined previously had been applied to
match the populations of GARNET and ZoptEC more closely. The KM curves for PFS for
dostarlimab (GARNET main analysis set, N=[JJ) and doxorubicin (ZoptEC main analysis set,
N=l]) are presented in B.2.7.2 below, and a summary of the PFS from the two studies is
presented in B.2.7.2.

The results showed that dostarlimab provided a significant PFS benefit for patients compared to
doxorubicin monotherapy after initial adjustment between the two studies. A clear plateau in the
dostarlimab PFS curve can be observed in Figure 29 when approximately J% of patients were
progression-free. Conversely, there was no such plateau was observed for patients treated with
doxorubicin monotherapy; almost all of the patients treated with doxorubicin had experienced
disease progression or death prior to Month 24.

Figure 29: PFS KM curves — dostarlimab (GARNET main analysis set, N=J]J) versus
doxorubicin (ZoptEC main analysis set, N=JJjj)&-1°

Abbreviations: KM: Kaplan-Meier; PFS: progression-free survival; TRT: treatment.
Source: GSK Data on File."3

Table 28: Summary of PFS for the main analysis data set

Dostarlimab Doxorubicin

(N=l) (N=Il)

PFS status, n (%)

Event

Censored

Quartile (95% CI)

|
|
25t percentile [ ] [ |

Median (95% Cl) | I

75t percentile [ | [ ]

Footnote: This analysis does not consider the differences in tumour assessment schedules between GARNET
and ZoptEC detailed in Section B.2.7.2.1 and Appendix D.5.2.
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Abbreviations: Cl: confidence interval; IPTW: inverse probability treatment weighting; NR: not reached; PFS:
progression-free survival.
Source: GSK Data on File."®

B.2.7.2.2 MAICs versus carboplatin plus paclitaxel, paclitaxel monotherapy and
doxorubicin monotherapy

Overview

As IPD were available for the ZoptEC study identified in the clinical SLR, a separate ITC was
conducted between GARNET and ZoptEC, as described above.®'° The remaining relevant
studies identified in the clinical SLR were reviewed for inclusion in a series of MAICs between
dostarlimab and the individual chemotherapy comparators listed in the NICE final scope. Given
the significant limitations associated with the MAICs presented below, the results of these MAICs
provide supportive comparative efficacy evidence for this submission only.

Feasibility assessment

Of the 13 studies included in the clinical SLR, only studies including the individual chemotherapy
regimens listed in the NICE final scope were considered for inclusion within the MAIC feasibility
assessment:

o Re-challenge with carboplatin plus paclitaxel
e Paclitaxel monotherapy

e Doxorubicin monotherapy

e Carboplatin monotherapy

An overview of the trials identified in the clinical SLR and the details of the trials that were
included and excluded from the MAICs is presented in Appendix D.5.3.

As part of the feasibility assessment, eight studies included in the clinical SLR were excluded
from the series of MAICs. Three studies were excluded because the study regimen was not listed
as a relevant comparator in the NICE final scope, and two studies were excluded because they
did not report KM curves for OS. Other reasons for exclusion were that the study considered a
population that was considered too different to GARNET with respect to race for a comparison to
be feasible (N=1), and that the study reported data by platinum-free interval which was not
reported as a covariate in other studies (N=1). Finally, GSK were able to obtain IPD for the
ZoptEC study, and so the ZoptEC study was excluded from the series of MAICs, but a separate
ITC versus ZoptEC was considered as described above in Section B.B.2.7.2.1, in line with NICE
TSD 17 and 18.8-10.69. 71

MAIC methodology

A summary of the MAIC methodology is provided below. The detailed methodology underlying
the MAICs, including the programming code used, is presented in Appendix D.5.3.

Choice of MAICs

MAICs were chosen as the most appropriate and robust method for the indirect comparisons with
the studies identified in the published literature, in line with NICE TSD 18°%° and the reasons
outlined in Section B.2.7.1, considering the single-arm nature of the GARNET trial and four of the
five trials included in the series of MAICs, and the consideration of survival outcomes (PFS and
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08S).

Matching of the study populations

The first step in the conduct of the MAICs involved the removal of patients from the base
GARNET dataset that would not have met the matched study inclusion/exclusion criteria and
baseline characteristics range criteria in each of the comparator studies (where data identification
was feasible). A summary of the patients removed from the base GARNET population for each of
the MAICs is presented in Appendix D.5.3.

Further to this, the unanchored MAIC methodology was applied to the reduced set of GARNET
patients, in line with the approach described in NICE TSD 18.%° The process considers two
inputs: the mean values of the prognostic/treatment effect modifying variables in the non-
GARNET study, and the individual matching data from GARNET. The methodology then utilises
a method of moments analytical technique (as listed in NICE TSD 1889%) to produce individual
patient specific weights (for GARNET patients), that when applied, produce weighted prognostic
means that approximately equal those inputted from the aggregate study.

As previously detailed, a targeted literature review was conducted in May 2020 to identify a
range of prognostic variables typically associated with survival in EC (detailed in Appendix M).
The list of prognostic variables was subsequently validated with a panel of clinical experts from
the UK, Germany and Canada. The clinical experts indicated that all of the prognostic variables
identified would also represent treatment effect modifying variables.

Based on the list of variables identified, the following variables were reported in the published
studies included in the series of MAICs, and were included as matching variables:

o Age

e Race

e Number of prior anti-cancer treatments

e Histology (endometrioid type | only versus others)

e Prior surgery for the study indication (yes versus no)

e ECOG PS score (before comparator treatment start date)

e Most recent FIGO stage (before comparator treatment start date)

Grade was also identified as an important prognostic variable by clinical experts, however none
of the studies identified in the clinical SLR reported sufficient data on grade (the only study to
report any information on grade was Makker et al. (2013), which reported extremely limited data).
The MAIC weights were then applied to the GARNET PFS/OS data using an appropriate
modelling process to produce contrast estimates against the comparator in the comparator study.
The KM curves of the comparator studies were digitised (using Engauge Digitizer 10.2
software’?), and the algorithm detailed in Guyot et al. (2012) was utilised to produce pseudo-
individual patient data for PFS/OS from the aggregate trial data.”® A weighted Cox regression
was then applied to this dataset, combining the pseudo-IPD with the GARNET data (no
covariates other than treatment). A weight of one was assigned to each patient from the pseudo-
IPD of the comparator study; the MAIC-calculated weight was assigned to each patient in
GARNET.

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 91 of 222



Full details on the MAIC methodology, including details of the assessment of proportional
hazards and quantitative bias analyses, are provided in Appendix D.5.3.

MAIC results

A summary of the MAIC results are presented in this section; additional results, as well as
quantitative bias analyses and proportional hazard assessments associated with each of the
MAICs are presented in Appendix D.5.3.

Study characteristics

A total of five studies were included in the series of MAICs in addition to GARNET (B.2.7.2).
McMeekin et al. (2015)® was a Phase lll, open-label trial which compared one group of patients
that received either paclitaxel monotherapy or doxorubicin monotherapy to a group of patients
receiving ixabepilone.® Of the remaining four trials, three were retrospective studies investigating
carboplatin plus paclitaxel (Rubinstein et al. [2019]) and doxorubicin monotherapy (Julius et al.
[2013] and Makker et al. [2013]).”: - %° The final study, Mazgani et al. (2008), was a cohort study
investigating carboplatin plus paclitaxel.®®

Patient characteristics were poorly reported across the comparator studies. Of the most
important prognostic variables identified above, none of the comparator studies reported
information on the number of prior anti-cancer treatments, prior surgery for the study indication,
grade or MMR/MSI molecular profile type. In particular, the paucity of data on prior anti-cancer
treatments is a key limitation, as this was included alongside histology, grade and ECOG PS
status as the most important prognostic variables based on clinical expert opinion.

Prognostic variables were particularly limited in the Julius et al. (2019), Rubinstein et al. (2019)
and Mazgani et al. (2008) studies.” %% 89 None of these studies reported any information on
ECOG PS, while only Makker et al. (2013) reported extremely limited data on grade. Data on
histology, race and age were also poorly reported (detailed in B.2.7.2). Given the extremely
limited data available, as well as small sample sizes, the MAICs versus these studies must be
interpreted with particular caution, given the substantial uncertainty and unknown potential for
bias.

Of the two studies reporting more comprehensive details on prognostic variables, it is clear that
patients in McMeekin et al. (2015)% are most closely aligned with those is GARNET. Notably,
both GARNET and McMeekin et al. (2015) excluded patients with an ECOG PS = 1, although
GARNET included slightly more patients with PS 1 versus McMeekin et al. (2015)¢ (% versus
33% of patients with an ECOG PS of 1).

However, the inclusion of 12% of patients with an ECOG PS of 2 represents a key limitation of
the MAICs versus Makker et al. (2013)." There were [J] patients with an ECOG PS of 2 in
GARNET, and therefore the IPD of GARNET cannot be adjusted to account for this imbalance
between the two studies, likely resulting in a slight bias in favour of dostarlimab.

A summary of the patient characteristics reported in each study, as well as additional details
about each of the studies is presented in Appendix D.5.3.

Progression-free survival

PFS data were only available from three of the five studies that were included from the MAIC
feasibility assessment, allowing MAICs to be conducted versus doxorubicin monotherapy and
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carboplatin plus paclitaxel only.

An overview of the MAIC results for PFS is provided in Table 29. PFS KM curves for dostarlimab
(pre- and post-MAIC weighting) versus each of the comparators are provided in Figure 30
(dostarlimab versus doxorubicin monotherapy) as well as Figure 31 and Figure 32 (dostarlimab
versus carboplatin plus paclitaxel), respectively.

Compared with doxorubicin monotherapy, results from the MAIC versus Makker et al. (2013)
demonstrate that dostarlimab significantly reduces the risk of disease progression versus
doxorubicin monotherapy.'" Of note, patients treated with dostarlimab were more than five times
less likely to experience disease progression or death (HR: [l 95% C!: |}, IR /)
versus patients treated with doxorubicin monotherapy based on evidence derived from Makker et
al. (2013)." Even when considering the upper-most Cls, patients treated with dostarlimab still
experienced more than a three times reduced risk of disease progression or death (HR: ).
These results clearly indicate that dostarlimab provides a PFS benefit versus doxorubicin
monotherapy, even if the magnitude of the PFS benefit is uncertain, given the inherent limitations
with Makker et al. (2013).""

The results of the PFS MAICs versus Rubinstein et al. (2019) and Mazgani et al. (2008) are more
uncertain, and indicate that no significant differences in PFS between patients treated with
dostarlimab and patients treated with carboplatin plus paclitaxel.5® 80

However, in addition to the wide Cls which introduce uncertainty, there are a number of
limitations associated with these MAICs, including the limited sample sizes, paucity of patient
characteristic data, while Mazgani et al. (2008) based tumour assessment on RECIST v1,
compared to GARNET which used RECIST v1.1.%% As such, it is difficult to draw any meaningful
conclusions about the PFS benefit of dostarlimab relative to carboplatin plus paclitaxel based on
the results of these MAICs.

Table 29: PFS hazard ratios derived from the MAICs

Comparator Reference (author, year) MAIC
HR (95% CI) p-value
Paclitaxel or doxorubicin? McMeekin et al. (2015)8 NAP NA
Doxorubicin Makker et al. (2013)'" ] [ ]
PLD Julius et al. (2013)7 NAP NA
Carboplatin plus paclitaxel | Rubinstein et al. (2019)5° ] [ ]
Carboplatin plus paclitaxel | Mazgani et al. (2008)6° ] [ |

Footnotes: 2 Patients in the McMeekin et al. (2015)° study received either paclitaxel or doxorubicin. Clinical
expert opinion indicated that the efficacy between the two treatments is likely to be similar, and therefore it is
appropriate to consider this as one combined arm. ® McMeekin et al. (2015) and Julius et al. (2013) did not report
PFS KM curves, and therefore MAICs could not be conducted for PFS.8.7

Abbreviations: CI: confidence interval; HR: hazard ratio; MAIC: matching-adjusted indirect comparison; NA: not
applicable; PLD: pegylated liposomal doxorubicin.

Source: GSK Data on File."
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Figure 30: MAIC PFS KM curves for dostarlimab based on GARNET versus doxorubicin
based on Makker et al. (2013)"1

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; PFS: progression-free
survival.
Source: GSK Data on File."

Figure 31: MAIC PFS KM curves for dostarlimab based on GARNET versus carboplatin
plus paclitaxel based on Rubinstein et al. (2019)%°

Footnotes: It is likely that the MAIC between dostarlimab and carboplatin plus paclitaxel based on Rubinstein et
al. (2019) violates the proportional hazards assumption (further detailed in Appendix D.5.3), although it is difficult
to say this definitively due to the small number of patients include in Rubinstein et al. (2019).5° Nonetheless,
there are no viable alternatives to the proportional hazards assumption, as Rubinstein et al. (2019) does not
report sufficient data to be able to estimate time varying hazard ratios.5°

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; PFS: progression-free
survival.

Source: GSK Data on File."3
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Figure 32: MAIC PFS KM curves for dostarlimab based on GARNET versus carboplatin
plus paclitaxel based on Mazgani et al. (2008)¢°

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; PFS: progression-free
survival.
Source: GSK Data on File.'3

Overall survival

The primary results of the MAICs between dostarlimab and individual studies of the relevant
chemotherapy comparators listed in the NICE final scope are presented in Table 30.

The KM plots of OS for the pre-MAIC unweighted and post-MAIC weighted dostarlimab cohorts
and the comparator in each of the MAICs are presented in Figure 33 to Figure 37.

It is clear that patients treated with dostarlimab in the GARNET trial experience a statistically
significant and clinically meaningful reduction in the risk of death versus both paclitaxel and
doxorubicin monotherapy; significant improvements were observed in the MAICs versus all three
relevant studies.

Based on the MAIC results, patients treated with dostarlimab were approximately three times
less likely to die at any given timepoint compared to patients receiving paclitaxel or doxorubicin
based on McMeekin et al. (2015) (HR: |l 95% C!: |}, I; o<l ¢ An even greater
reduction in the risk of death for patients treated with dostarlimab was seen for the other two
MAICs; patients treated with dostarlimab were at least five times less likely to die at any given
timepoint versus patients treated with doxorubicin in Makker et al. (2013) (HR: [}, 95% CI: .
B o<l =nd Julius et al. (2013) (HR: [, 95% CI: . IR o<Hll).” " The point
estimates versus Makker et al. (2013) and Julius et al. (2013) must be interpreted with caution,
given the limitations associated with the MAICs; although the magnitude of the benefits
observed, and their similarity to the more robust MAIC versus McMeekin et al. (2015) indicates it
is likely that dostarlimab provides a significant and substantial OS benefit versus doxorubicin
monotherapy and paclitaxel monotherapy.6 7 11

The HRs from the OS MAICs versus Rubinstein et al. (2019) and Mazgani et al. (2008) indicate
that there are no significant differences between dostarlimab and carboplatin plus paclitaxel with
respect to 0S.5% 80 However, it is important to note that the MAIC versus Rubinstein et al. (2019)
violates the proportional hazards assumption, meaning the HR is associated with uncertainty; the
sample size was too small (N=l]) to estimate time varying hazards.5® The KM curves presented
in Figure 36 and Figure 37 suggest that dostarlimab may provide an increased long-term OS
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benefit versus carboplatin plus paclitaxel, with evidence of a OS plateau for dostarlimab when
approximately % of patients are still alive, while the corresponding plateaus for carboplatin plus
paclitaxel are associated with much lower proportions of patients alive (J|% and %,
respectively).

However, considering the wide Cls, limited sample sizes (N=20 and N=31 for Rubinstein et al.
[2019] and Mazgani et al. [2008], respectively) and the paucity of data on prognostic variables, it
is extremely difficult to draw any meaningful conclusions about the relative benefit of dostarlimab
versus carboplatin plus paclitaxel.5® 89 The discordance in the median OS estimates in the two
published studies adds further uncertainty, with estimates of 27.0 months (95% CI: 6.0, 117.0) for
Rubinstein et al. (2019) and 15.0 months (95% CI: 9.1, 30.4) for Mazgani et al. (2008),
respectively.5® 0 |t is clear the populations of the two studies are not homogenous, although
without further details on patient characteristics and prognostic variables, it is difficult to
determine if either of these populations are closely matched to the population in GARNET after
the matching process.

Table 30: OS for dostarlimab versus chemotherapy comparators based on MAICs

Reference (author, MAIC comparison

Comparator
year) HR (95% ClI) p

Paclitaxel or doxorubicin McMeekin et al. (2015)® _
Doxorubicin Makker et al. (2013)'" ]
PLD Julius et al. (2013)7 I
Carboplatin plus paclitaxel Rubinstein et al. (2019)5%° ]
Carboplatin plus paclitaxel | Mazgani et al. (2008)8° ]

Abbreviations: Cl: confidence interval; HR: hazard ratio; MAIC: matching-adjusted indirect comparison; PLD:
pegylated liposomal doxorubicin.
Source: GSK Data on File."3

Figure 33: MAIC OS KM curves for dostarlimab versus paclitaxel or doxorubicin® based on
McMeekin et al. (2015)°®

Footnote: Patients in McMeekin et al. (2015)8 received either paclitaxel or doxorubicin.
Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; OS: overall survival.
Source: GSK Data on File."®
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Figure 34: MAIC OS KM curves for dostarlimab versus doxorubicin based on Makker et al.
(2013)"

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; OS: overall survival.
Source: GSK Data on File."

Figure 35: MAIC OS KM curves for dostarlimab versus PLD based on Julius et al. (2013)7

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; OS: overall survival; PLD:
pegylated liposomal doxorubicin.
Source: GSK Data on File."
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Figure 36: MAIC OS KM curves for dostarlimab versus carboplatin plus paclitaxel based
on Rubinstein et al. (2019)>°

Footnotes: It is likely that the MAIC between dostarlimab and carboplatin plus paclitaxel based on Rubinstein et
al. (2019) violates the proportional hazards assumption (further detailed in Appendix D.5.3), although it is difficult
to say this definitively due to the small number of patients include in Rubinstein et al. (2019).5° Nonetheless,
there are no viable alternatives to the proportional hazards assumption, as Rubinstein et al. (2019) does not
report sufficient data to be able to estimate time varying hazard ratios.5°

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; OS: overall survival.

Source: GSK Data on File."3

Figure 37: MAIC OS KM curves for dostarlimab versus carboplatin plus paclitaxel based
on Mazgani et al. (2008)%°

Abbreviations: KM: Kaplan-Meier; MAIC: matching-adjusted indirect comparison; OS: overall survival.
Source: GSK Data on File."®

B.2.7.2.3 Strengths, limitations and conclusions of the supportive comparative
efficacy evidence

ITC between dostarlimab (GARNET) and doxorubicin (ZoptEC)
Strengths and limitations of the ITC versus ZoptEC (Section B.2.7.2.1)

One of the key strengths of the comparison versus ZoptEC (relative to the MAICs versus the
published studies), is that IPD was available for the ZoptEC trial.8-'° This provided far more
detailed data on patient characteristics and key prognostic factors, as well as allowing patients to
be removed from both cohorts, rather than just GARNET, in order to minimise the heterogeneity
between the two study populations.
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Despite this, some data were still missing for patients in ZoptEC, including the number of lines of
prior anti-cancer treatment, a key prognostic variable identified by clinical experts, which does
limit the robustness of the comparison. However, it is important to reiterate that far more data for
the patients in ZoptEC were available relative to the studies included in the MAICs, and as such,
the resulting comparison in this analysis is more robust, and associated with much less
uncertainty because the two populations can be more closely aligned with respect to key
prognostic variables, relative to the MAICs (and particularly the MAICs versus studies other than
McMeekin et al. [2015]).5: 810

Similar to McMeekin et al. (2015), ZoptEC provides a far greater sample size, including N=233
patients treated with doxorubicin monotherapy, which reduces the uncertainty associated with
the comparison.® 810 This sample size is more than ten times the number of patients included in
the MAICs versus Mazgani et al. (2008), Rubinstein et al. (2019) and Makker et al. (2008),
representing another key strength of this analysis.""- 5% 60

Strengths and limitations of the MAICs (Section B.2.7.2.2)

The comparison between GARNET and McMeekin et al. (2015)8 is the strongest comparison
within this series of MAICs, and provides a reasonably robust comparison between dostarlimab
and doxorubicin or paclitaxel monotherapy. McMeekin et al. (2015)8 is the only RCT of the five
comparator studies, and reports the most detailed inclusion/exclusion criteria and published
patient characteristics and prognostic data. The inclusion/exclusion criteria are closely aligned
with those of GARNET, and notably, patients with and ECOG PS of 2 were excluded from both
studies.

Additionally, the detailed patient characteristics reported by McMeekin et al. (2015)° allowed for
the IPD in the GARNET trial to be adjusted at a greater length, in order to align the data as
closely as possible with McMeekin et al. (2015) ¢ and to minimise any heterogeneity between the
two studies before the comparison was conducted.

The robustness of the MAIC between GARNET and McMeekin et al. (2015)® was supported by a
novel quasi-validation analysis, which showed a high level of agreement between the published
and the MAIC-calculated endpoint estimates, with no indication of bias (this validation is detailed
further in Appendix D.5.3). As a result, the comparison between dostarlimab based on GARNET
and paclitaxel or doxorubicin based on McMeekin et al. (2015)° can be considered to be
reasonably robust, and is associated with minimal uncertainty.

However, the MAICs between GARNET and the remaining four comparator studies must be
interpreted with much more caution, and are associated with substantial uncertainty. All of these
are retrospective, single-arm studies, and the lack of intra-trial randomisation means that the
MAICs cannot account for any prognostic variable imbalances that are not reported, introducing
an unknown level of bias. This is a concern given the paucity of reported patient characteristics
and prognostic variables for these studies. Clinical expert opinion stated that the number of lines
of anti-cancer treatment, histology and ECOG PS were the three most important prognostic
variables that should be considered when conducting the series of MAICs. A key limitation is
therefore that none of the studies (including McMeekin et al. [2015]°) reported the number of
lines of prior anti-cancer therapy, the most important prognostic variable.

Nevertheless, McMeekin et al. (2015) and Makker et al. (2013) did both report data on histology
and ECOG PS, which experts indicated were the second and third most important prognostic
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variables that should be considered.® " However, ECOG PS data was not reported by
Rubinstein et al. (2019), Mazgani et al. (2008) or Julius et al. (2013), and Julius et al. (2013) did
not report any information on histology.”- 5% 6% As such, the MAICs versus Julius et al. (2013),
Rubinstein et al. (2019) and Mazgani et al. (2008) must be interpreted with particular caution,
because they may be influenced by unknown levels of bias and the GARNET population cannot
be matched with respect to multiple key prognostic variables.59 60

The discordance in the PFS and OS results reported in Rubinstein et al. (2019) and Mazgani et
al. (2008) highlights the concern resulting from the limited information of prognostic variables.>*
60 The clear difference in the median OS estimates of 27.0 months (95% CI: 6.0, 117.0) for
Rubinstein et al. (2019) and 15.0 months (95% CI: 9.1, 30.4) for Mazgani et al. (2008) indicates
that there is heterogeneity between these two populations, although the limited patient
characteristics means it is difficult to know if either of these patient populations can be closely
matched to the GARNET trial as part of the matching process.>® 60

The sample sizes of these studies represents a further limitation. Aside from McMeekin et al.
(2015)8, the largest of the other four studies, Julius et al. (2013), only included 41 patients in the
relevant study population, while the relevant populations of Rubinstein et al. (2019), Mazgani et
al. (2008) and Makker et al. (2013) included 20, 19 and 17 patients, respectively.”- '". 5% 60 These
extremely small sample sizes mean that all of the resulting MAICs, and point estimates (HRs),
are highly unreliable and must be interpreted with caution. The small sample sizes result in a
further limitation for the MAICs versus Rubinstein et al. (2019); the proportional hazards
assumption was violated for both PFS and OS meaning that the HRs are associated with
substantial uncertainty, although, due to the small sample size, it is not possible to account for
this by estimating time-varying HRs.%°

Conclusions

The results of the IPTW ITC versus doxorubicin monotherapy based on the ZoptEC study
provide clear evidence of the marked survival benefit of dostarlimab compared to doxorubicin
monotherapy.8'° The comparison estimates that patients treated with dostarlimab were JJ% less
likely to die at any given timepoint compared to patients receiving doxorubicin monotherapy (HR:
B 5% C: (. HR); Pl The results of the MAIC versus McMeekin et al. (2015)°
suggest that dostarlimab provides an even greater OS benefit, indicating that patients were
B (<ss likely to die at any given timepoint compared to patients receiving paclitaxel

or doxorubicin monotherapy (HR: i}, 95% C!: |}, I o<l

These two comparisons represent the most robust analyses, and the similarity of the results
suggests that it is reasonable to conclude the true magnitude of the OS benefit that dostarlimab
provides relative to doxorubicin monotherapy lies approximately around a [J]%—% reduced risk
of death (HR: [JJlHIl) based on the OS HRs for dostarlimab versus doxorubicin monotherapy
in ZoptEC, and dostarlimab versus doxorubicin or paclitaxel monotherapy in McMeekin et al.
(2015).% 810 Clinical experts indicated it is reasonable to assume that the efficacy of paclitaxel
monotherapy is approximately equal to doxorubicin monotherapy, and so the OS benefit for
dostarlimab versus paclitaxel is likely to be similar.

It is more difficult to draw any meaningful conclusions versus the remaining four MAICs, due to
the substantial limitations and associated uncertainty. The MAICs versus Makker et al. (2013)
and Julius et al. (2013) both suggest that dostarlimab provides an even greater OS benefit
versus doxorubicin monotherapy, compared to the results observed in the MAICs versus ZoptEC
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and McMeekin et al. (2015).51° The exact magnitude of the benefits observed in the MAICs
versus Makker et al. (2013) and Julius et al. (2013) are highly uncertain, but the magnitude of
these risk reductions favour dostarlimab to such a degree that it would be extremely unlikely that
any prognostic imbalances that could not be accounted for would eliminate this advantage
completely.” " Therefore, it can be concluded that these MAICs provide additional supportive
evidence for an OS benefit for dostarlimab versus doxorubicin monotherapy, despite the
associated uncertainty.

Similarly, the MAICs versus Rubinstein et al. (2019) and Mazgani et al. (2008) are associated
with substantial uncertainty.>® 6 These MAICs indicate that there are no significant differences
between dostarlimab and carboplatin plus paclitaxel with respect to PFS or OS, although, the
limitations noted previously mean that the analyses are insufficiently robust to draw conclusions
with any certainty.

The results of the ITCs versus the published literature presented in this section were considered
within economic scenario analyses, in order to provide supportive evidence to the base case
economic analysis comparison versus the UK RWE study, as detailed in Section B.3.8.3.

B.2.7.3 Comparative efficacy evidence versus hormone therapy

Hormone therapy was not fully captured within the UK RWE study, because this study only
included treatments captured within the SACT dataset, which primarily focusses on treatments
provided in secondary care. Patients receiving hormone therapy dispensed in primary care or
community pharmacies would therefore not have been captured in this analysis.

Hormone therapies were also not included in the original clinical SLR, because they were not
considered to be relevant comparators to dostarlimab in this submission at the time the review of
conducted. However, hormone therapy has since been included in the NICE final scope for this
submission, and UK clinical expert opinion sought by GSK has since suggested that hormone
therapies, specifically medroxyprogesterone acetate and letrozole, may also be treatment
options for a patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or
after platinum-based chemotherapy. These patients may be treated with hormone therapy
despite the fact that BGCS guidelines highlight that there is no evidence that hormone therapy
confers any survival benefit in the post-platinum setting.'* In order to identify any relevant
published evidence for hormone therapies in this indication, a targeted literature review (detailed
in Appendix L) was conducted. The review followed the same eligibility criteria of the clinical SLR
but was limited to searches of PubMed, which comprises more than 30 million citations from
MEDLINE, life science journal and online books.

The targeted literature review did not identify any studies that provided evidence for hormone
therapies in the correct population relevant to this submission’s decision problem: i.e. patients
with recurrent or advanced EC who have progressed on or after platinum-based chemotherapy.
Consequently, in order to attempt a possible direct comparison between dostarlimab and
hormone therapy, the studies that were excluded at the full-text review stage of the targeted
literature review were re-evaluated using a relaxed set of eligibility criteria to try and identify any
published PFS and OS data.

The process of identifying potential studies for inclusion, and a summary of the six studies that
were included as part of this re-evaluation, is provided in Appendix L.5. The patients in these six
studies did not represent a GARNET-like population, but the possibility of using these studies as
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a potentially relevant proxy to inform a comparison between dostarlimab and hormone therapy
was explored.

However, UK clinical experts strongly indicated that they did not consider these studies to
represent a plausible proxy for hormone therapy for patients with recurrent or advanced EC who
have progressed on or after platinum-based chemotherapy. The substantial heterogeneity
between the patient populations in these studies and the patient population in GARNET meant
that the median survival outcomes reported in these studies were not considered to be reflective
of the survival outcomes that would be associated with hormone therapy in the post-platinum
setting.

Based on the recommendations from UK clinical experts, it was concluded that any comparisons
between GARNET and these studies would be associated with too much uncertainty to be
meaningful. Ultimately, it was therefore not possible to conduct any clinical efficacy comparison
between dostarlimab and hormone therapy in this submission. A scenario analysis was
conducted assuming that hormone therapy as equal to the efficacy of current clinical
management (Section B.3.8.3).

B.2.8 Adverse reactions

Safety profile of dostarlimab

In GARNET, dostarlimab was shown to be well-tolerated, and associated with a
manageable adverse event (AE) profile — treatment related treatment-emergent adverse
events (TEAEs) were generally low grade (only [J|% of patients reported any Grade >3
treatment-related TEAE), and discontinuation as a result of treatment-related AEs was low
().

The most frequent treatment-related TEAEs were diarrhoea (-%), asthenia (-%),
fatigue (J|%) and nausea (|%). In total, ] patients experienced a > Grade 3 treatment-
related TEAE; the most frequently observed events were anaemia in ] patients (J§%) and
lipase increased in || patients ().

Treatment-related serious TEAEs were experienced by l patients (.%). Colitis was the
only treatment-related serious TEAE reported in more than one patient (J patients [[§%)]).
No deaths were associated with dostarlimab.

Dostarlimab versus current clinical management

Cytotoxic chemotherapy regimens are associated with debilitating side effects and a
substantial burden of toxicity to patients. In the ZoptEC study, 96.4% of patients receiving
doxorubicin monotherapy study reported a treatment-related TEAE (compared to % in
GARNET), and 1% of patients reported any Grade >3 TEAE in ZoptEC (versus % in
GARNET).810

The variety in types and frequency of treatment-related TEAEs also highlight the increased
burden of toxicity of chemotherapy relative to dostarlimab. The main differences observed
between dostarlimab and doxorubicin monotherapy in the ZoptEC study include anaemia
(% versus 40.6% in GARNET and ZoptEC, respectively), fatigue (JJ§% versus 39.8%)
and nausea (% versus 50.2%).8-1°

Alopecia and neutropenia were not reported as frequently observed TEAEs experienced
by [§% of patients in the GARNET study, while 34.9% and 50.6% of patients in ZoptEC
experienced alopecia and neutropenia, respectively.®10

Summary
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e Overall, the safety data suggest that the AE profile of dostarlimab is aligned with other
currently licensed anti-PD-L1 therapies, and no unexpected AE signals were identified.

e Alongside the potential efficacy benefit that dostarlimab may provide, it is clear that
dostarlimab is associated with a reduced burden of toxicity versus cytotoxic chemotherapy
regimens that are currently used in UK clinical practice.

In the GARNET study, the safety profile of dostarlimab was evaluated based on reported AEs,
which were captured as a secondary endpoint. Safety data are presented for the safety analysis
set which was defined as all patients who received any amount of dostarlimab regardless of
follow-up time at the time of IA2 (DCO 15t March 2020) (Table 8) (N=129). As the safety analysis
set represents the same patient population as the ITT population, it is hereafter referred to as the
ITT population.

Overall, dostarlimab was shown to be well-tolerated. The maijority of treatment-related TEAEs
were of low grade; only J|% of patients reported any Grade >3 treatment-related TEAE.
Discontinuation as a result of treatment-related AEs was low (J|%). Overall, the safety data
suggest that the AE profile of dostarlimab is aligned with other currently licensed anti-PD-L1 I-O
therapies, and with no unexpected AE signals identified at the time of IA2 (DCO 15t March 2020).

B.2.8.1 Treatment exposure

A total of 129 patients had received at least one dose of dostarlimab and were included in the
safety analysis at the time of IA2 (DCO: 15t March 2020). The overall median treatment duration
was ] weeks (range: |HIl] weeks), and the mean was [Jf weeks (STD: ||i)).

In total, ] patients (Jl|%) were exposed to dostarlimab monotherapy for at least 24 weeks,
whereas [ patients (JJ|%) and |} patients (%) were exposed for at least 48 and 72 weeks
respectively. The median treatment dose intensity of [|% indicates that the majority of patients
in GARNET received treatment as planned, without delays or interruptions.

A detailed overview on the duration of treatment with dostarlimab is provided in Table 31.

Table 31: Duration of treatment with dostarlimab (ITT population)

Treatment by cycle in weeks, n (%) ITT population (N=129)

Week 1 — < Week 3

Week 4 — < Week 6

Week 7 — < Week 9

Week 10 — < Week 12

Week 13 — < Week 18

Week 19 — < Week 24

Week 25 — < Week 30

Week 31 — < Week 36

Week 37 — < Week 42

Overall duration of treatment (weeks)

N

Mean (STD)
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Median [ |
IQR I
Min, Max I
Dose intensity

Median dose intensity [

Abbreviations: IQR: interquartile range; ITT: intention to treat; STD: standard deviation.
Source: GSK Data on File.%

B.2.8.2 TEAEs

TEAEs were defined per protocol as any AE or serious adverse event (SAE) with onset
beginning at the day of first administration of study treatment, throughout the treatment period
until 90 days after the EQOT visit (or until the start of alternate anticancer therapy, whichever
occurred earlier), or any event that was present at baseline but worsened in intensity or was
subsequently considered treatment-related by the Investigator through the end of the study.

Most patients in the ITT population (N=129) experienced at least 1 TEAE (JJ§%; Table 32).
Treatment-related TEAEs were reported in [JJ|% of patients. The majority of TEAEs were not
severe or serious and did not require treatment interruption or discontinuation. TEAEs leading to
death were reported in || patients (f|%); none of these TEAEs were assessed by the Investigator
as related to study treatment or considered to be an immune-related adverse event (irAE).

A summary of TEAEs in GARNET is presented in Table 32.

Table 32: Overall summary of TEAEs (ITT population)
Category, n (%) ITT population (N=129)
Any TEAEs

Any Grade >3 TEAEs

Any TEAEs leading to death
Any serious TEAEs

Any TEAEs leading to permanent treatment discontinuation

Any TEAE leading to study treatment interruption
Any irAE

Any dostarlimab infusion-related reactions

Footnotes: For each category, participants were included only once, even if they experienced multiple events in
that category. TEAEs are new AEs that began, or any pre-existing condition that worsened in severity, after at
least 1 dose of study treatment was administered and throughout the treatment period until 90 days after the EOT
Visit (or until the start of alternate anticancer therapy, whichever occurred earlier). AE severity was graded using
NCI CTCAE v4.03.

Abbreviations: AE: adverse event; CTCAE: Common Terminology Criteria for Adverse Events; EOT: end-of-
treatment; irAE: immune-related adverse event; ITT: intention to treat; NCI: National Cancer Institute; TEAE:
treatment-emergent adverse event.

Source: GSK Data on File."3

The most frequently reported TEAEs (220%) with dostarlimab were |||}, Gz T
B =nd . These common TEAEs were Grade 1 or Grade 2 in severity in most patients
for whom the TEAEs were reported, with the exception of i} for which || patients (Jil§%)
had Grade 3 events. A summary of common TEAEs (=210% of patients) is presented in Table 33.
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Table 33: Common TEAEs by system organ class and preferred term (210% of patients)
(ITT population)

System organ class; Preferred term, n (%) ITT population (N=129)
Any TEAEs
General disorders and administration site conditions

Fatigue

Asthenia

Pyrexia

Oedema peripheral

Gastrointestinal disorders

Nausea

Diarrhoea

Constipation

Vomiting

Abdominal pain

Musculoskeletal and connective tissue disorders
Arthralgia
Back pain

Myalgia

Infections and infestations

Urinary tract infection

Respiratory, thoracic, and mediastinal disorders

Cough

Metabolism and nutrition disorders

Decreased appetite

Skin and subcutaneous tissue disorders

Pruritus
Rash
Blood and lymphatic system disorders

Anaemia

Footnotes: AEs were coded using MedDRA version 23.0. For each preferred term, a patient was included only
once, even if they experienced multiple events in that preferred term. TEAEs are new AEs that began, or any pre-
existing condition that worsened in severity, after at least one dose of study treatment was administered and
throughout the treatment period until 90 days after the EOT Visit (or until the start of alternate anti-cancer
therapy, whichever occurred earlier).

Abbreviations: AE: adverse event; EOT: end-of-treatment; ITT, intention-to-treat; MedDRA: Medical Dictionary
for Regulatory Activities; TEAE: treatment-emergent adverse event.

Source: GSK Data on File."

Grade =3 TEAEs were reported in ] patients (Jl|%). The Grade >3 TEAEs with the highest
incidence (25%) were [l and . A summary of Grade 3 or greater TEAEs
occurring in more than three patients is presented in Table 34.

Table 34: Grade 3 or greater TEAEs occurring in 23 patients (ITT population)
Category, n (%) ITT population (N=129)
Any Grade 23 TEAE
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Grade 3 Anaemia

Grade 3 Abdominal pain

Hyponatraemia

Grade 3

Grade 4

Grade 3 Acute kidney injury

Grade 3 Back pain

Pulmonary embolism

Grade 3

Grade 4

Sepsis

Grade 4

Grade 5

Grade 3 Alanine aminotransferase increased

Grade 3 Diarrhoea

Grade 3 Hypertension

Grade 3 Lipase increased

Pneumonia

Grade 3

Grade 5

Grade 3 Urinary tract infection

Footnotes: AEs were coded using MedDRA version 23.0. AE severity was graded using NCI CTCAE v4.03. For
each preferred term, a patient was included only once, even if they experienced multiple events in that preferred
term. TEAEs are new AEs that began, or any pre-existing condition that worsened in severity, after at least one
dose of study treatment was administered and throughout the treatment period until 90 days after the EOT Visit
(or until the start of alternate anti-cancer therapy, whichever occurred earlier).

Abbreviations: AE: adverse event; CTCAE: Common Terminology Criteria for Adverse Events; EOT: end-of-
treatment; ITT: intention-to-treat; MedDRA: Medical Dictionary for Regulatory Activities; NCI: National Cancer
Institute; TEAE: treatment-emergent adverse event.

Source: GSK Data on File.>

The only Grade 4 TEAE reported in >1% of patients was [JJJli| (] patients [[%]). Grade 4
TEAEs of I, I I
I N - I < reported inl
patient (J|%) each. Grade 5 TEAEs of || ], TGN . B -« Il e

reported in || patient (Jf|%) each. None of the Grade 5 TEAEs were considered related to study
treatment by the Investigator.

In total, ] patients experienced TEAEs leading to study treatment interruption; the most
frequently reported TEAEs leading to treatment interruptions (>2% of patients) were ] and
B A total of || patients (%) experienced TEAEs that led to discontinuation of study
treatment. and |GG /< < the only TEAEs reported
in >1 patient that led to permanent discontinuation of study treatment (] patients [[J|%] each, all
events were Grade 3).

It is important to note that Grade =3 irAEs of alanine aminotransferase increase, aspartate
aminotransferase increased, and pneumonitis required permanent discontinuation of study
treatment per protocol.

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 106 of 222



B.2.8.3 Treatment-related TEAEs

A total of ] of 129 patients (%) experienced a treatment-related TEAE. Treatment-related
TEAEs experienced by patients treated with dostarlimab were generally low grade, and
characteristic of anti-PD-1 therapy. A summary of treatment-related TEAEs is presented in Table
37.

Table 35: Overall summary of treatment-related TEAEs (ITT population)

Category, n (%) ITT population (N=129)
Any treatment-related TEAEs

Any Grade >3 treatment-related TEAEs

Any treatment-related TEAEs leading to death
Any treatment-related serious TEAEs

Any treatment-related TEAEs leading to permanent treatment
discontinuation

Any treatment-related irAE
Footnotes: For each category, participants were included only once, even if they experienced multiple events in
that category. TEAEs are new AEs that began, or any pre-existing condition that worsened in severity, after at
least 1 dose of study treatment was administered and throughout the treatment period until 90 days after the EOT
Visit (or until the start of alternate anticancer therapy, whichever occurred earlier). AE severity was graded using
NCI CTCAE v4.03.

Abbreviations: AE: adverse event; CTCAE: Common Terminology Criteria for Adverse Events; EOT: end-of-
treatment; irAE: immune-related adverse event; ITT: intention-to-treat; MedDRA: Medical Dictionary for
Regulatory Activities; NCI: National Cancer Institute; TEAE: treatment-emergent adverse event.

Source: GSK Data on File.%

The most frequently reported treatment-related TEAEs (occurring in 25% of patients) were
diarrhoea (JJl§%), asthenia (Jil}%), fatigue (Jil1%), nausea (%), pruritus (%), arthralgia
(), hypothyroidism (Jf§%), anaemia (f§%) and rash (Jf|%). A summary of treatment-related
TEAESs occurring in 25% of patients is presented in Table 36.

Table 36: Treatment-related TEAEs experienced by 25% of patients (ITT population)

Category, n (%) ITT population (N=129)

Any treatment-related TEAEs
Diarrhoea

Asthenia

Fatigue

Nausea
Arthralgia
Pruritus

Anaemia

Hypothyroidism

Rash
Footnotes: AEs were coded using MedDRA version 23.0. For each preferred term, a patient was included only
once, even if they experienced multiple events in that preferred term. TEAEs are new AEs that began, or any pre-
existing condition that worsened in severity, after at least one dose of study treatment was administered and
throughout the treatment period until 90 days after the EOT Visit (or until the start of alternate anti-cancer
therapy, whichever occurred earlier).

Abbreviations: AE: adverse event; EOT: end-of-treatment; MedDRA: Medical Dictionary for Regulatory
Activities; ITT: intention to treat; TEAE: treatment-emergent adverse event.
Source: GSK Data on File.>
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Treatment-related Grade =3 TEAEs were experienced by ] patients (JJ|%). Anaemia (] patients
%)) and lipase increased (] patients [J%]) were the only treatment-related Grade =3 TEAEs
reported in >2 patients. Table 37 shows related Grade 3 and above treatment-related TEAEs that
occurred in 2 or more patients.

Table 37: Treatment-related® Grade 23 TEAEs occurring in 22 patients (ITT population)

AE preferred term, n (%) ITT population (N=129)

Any Grade 23 treatment-related TEAEs

Any Grade 3 treatment-related TEAEs

Any Grade 4 treatment-related TEAEs

Any Grade 5 treatment-related TEAEs
Grade 3 anaemia

Grade 3 lipase increased

Grade 3 alanine aminotransferase increased

Grade 3 colitis

Grade 3 diarrhoea

Grade 3 transaminases increased

Footnotes: AEs were coded using MedDRA version 23.0. AE severity was graded using NCI CTCAE v4.03. For
each preferred term, a patient was included only once, even if they experienced multiple events in that preferred
term. TEAEs are new AEs that began, or any pre-existing condition that worsened in severity, after at least one
dose of study treatment was administered and throughout the treatment period until 90 days after the EOT Visit
(or until the start of alternate anti-cancer therapy, whichever occurred earlier). Treatment-related TEAEs refer to
any TEAE assessed by the Investigator as related to study treatment (“Related, “Possibly Related” or missing).
Events are summarised according to the maximum CTCAE grade experienced by the patient for that event.
Abbreviations: AE: adverse event; ALT: alanine aminotransferase; CTCAE: Common Terminology Criteria for
Adverse Events; EOT: end-of-treatment; ITT: intention to treat; MedDRA: Medical Dictionary for Regulatory
Activities; NCI: National Cancer Institute; TEAE: treatment-emergent adverse event.

Source: GSK Data on File.%

B.2.8.4 Serious TEAEs
Serious TEAEs were experienced by [] patients (Jil|%) in the ITT population. The most

frequently reported serious TEAEs (>2%) were || GGz TGN B
I B - - B bl 38 presents details of serious TEAEs

experienced by >1% of patients.

Table 38: Serious TEAEs by system organ class and preferred term experienced by >1%
of patients (ITT population)

Category, n (%) ITT population (N=129)
Patients with at least 1 serious TEAE

Gastrointestinal disorders

Abdominal pain
Colitis
Intestinal obstruction

Infections and infestations

Sepsis

Urinary tract infection

Bronchitis

Pneumonia
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Pyelonephritis

General disorders and administration site conditions

Pyrexia
General physical health deterioration

Pain

Respiratory, thoracic, and mediastinal disorders

Pulmonary embolism

Renal and urinary disorders

Acute kidney injury

Neoplasms benign, malignant and unspecified (including
cysts and polyps)

Tumour pain

Footnotes: AEs were coded using MedDRA version 23.0. For each preferred term, a patient was included only
once, even if they experienced multiple events in that preferred term. TEAEs are new AEs that began, or any pre-
existing condition that worsened in severity, after at least one dose of study treatment was administered and
throughout the treatment period until 90 days after the EOT Visit (or until the start of alternate anticancer therapy,
whichever occurred earlier). SAEs between the first dose date and 90 days after the EOT Visit are summarised.
Abbreviations: EOT: end-of-treatment; ITT: intention-to-treat; MedDRA: Medical Dictionary for Regulatory
Activities; TEAE: treatment-emergent adverse event.

Source: GSK- Data on File."

B.2.8.5 Treatment-related serious TEAEs

Treatment-related serious TEAEs were experienced by [] patients (1% ). Il was the only
treatment-related serious TEAE reported in >1 patient (] patients [[%]). A list of treatment-
related serious TEAEs is presented in Table 39.

Table 39: Treatment-related serious TEAEs (ITT population)
Category, n (%) ITT population (N=129)
Any treatment-related serious TEAE
Colitis

Asthenia

Constipation

Iridocyclitis

Myalgia

Pancreatitis

Pancreatitis acute

Pemphigoid

Pneumonitis

Pulmonary embolism

Pyrexia

Transaminases increased

Tubulointerstitial nephritis

Footnotes: AEs were coded using MedDRA version 23.0. For each preferred term, a patient was included only
once, even if they experienced multiple events in that preferred term. TEAEs are new AEs that began, or any pre-
existing condition that worsened in severity, after at least one dose of study treatment was administered and
throughout the treatment period until 90 days after the EOT Visit (or until the start of alternate anticancer therapy,
whichever occurred earlier). Serious TEAEs between the first dose date and 90 days after last dose date are
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summarised. Treatment-related TEAEs refer to any TEAE assessed by the Investigator as related to study
treatment (“Related,” “Possibly Related,” or missing).

Abbreviations: AE: adverse event; CTCAE: Common Terminology Criteria for Adverse Events; EOT: end-of-
treatment; ITT: intention-to-treat; MedDRA: Medical Dictionary for Regulatory Activities; NCI: National Cancer
Institute; TEAE: treatment-emergent adverse event.

Source: GSK Data on File.%*

B.2.8.6 Deaths

A total of ] patients (%) died while in the study. Overall, the most common primary reason for
death was disease progression.

Of the J] patients with who died while in the study, ] patients had a treatment-unrelated TEAE

leading to death. All TEAEs leading to death (I | | | ). G B B -

were reported in ] patient each. Of all ] TEAEs leading to death, [ each were classed as

System Organ Classes (SOCs) of [ N TN T -
|

respectively. None of the TEAEs that led to death were assessed by the
Investigator as related to dostarlimab or considered to be an irAE. A summary of the deaths in
GARNET is presented in Table 40.

Table 40: Summary of deaths in GARNET (ITT population)
Category, n (%) | ITT population (N=129)
During the treatment period?
Deaths

Progressive disease

AE
During the 90-day safety follow-up period®
Deaths

Progressive disease

AE
During the long-term follow-up period®
Deaths

Progressive disease

Footnotes: 2 If the last cycle of treatment was <4 cycles, the duration of treatment was from first dose to last
dose of dostarlimab +21 days; otherwise, it was from first dose to last dose of dostarlimab +42 days. ® Within 90
days after the EOT Visit or until the first follow-up anticancer therapy, whichever occurred earlier. ¢ After the EOT
Visit +90 days or until the first follow-up anticancer therapy, whichever occurred earlier.

Abbreviations: AE: adverse event; EOT: end-of-treatment; ITT: intention-to-treat.

Source: GSK Data on File.>

B.2.8.7 Comparative safety

Unfortunately, no AE information is available in the NCRAS data set, therefore safety data were
not captured in the UK RWE study. Consequently, naive comparisons of the safety of
dostarlimab versus current clinical management from studies identified in the clinical SLR are
discussed below.
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It is important to note that comparisons of safety and AEs between studies must be interpreted
with caution, because trial designs and the protocol for AEs reporting and classification may be
different between studies.

Of the relevant studies identified in the clinical SLR for individual comparator chemotherapy
regimens, only a few reported any details on the safety profile of the chemotherapies listed in the
NICE final scope. Studies reporting safety and tolerability information included Lincoln et al.
(2003) (paclitaxel monotherapy), McMeekin et al. (2015)® (paclitaxel or doxorubicin
monotherapy) and the ZoptEC study (doxorubicin monotherapy).8-10

Despite the paucity of AE data, it is apparent that patients treated with dostarlimab experience a
reduced burden of toxicity relative to patients receiving chemotherapy. Overall, |2 of patients
receiving dostarlimab in GARNET experienced any treatment-related TEAEs; in comparison,
90% of patients receiving paclitaxel or doxorubicin monotherapy in McMeekin et al. (2015)¢, and
almost all of the patients receiving doxorubicin monotherapy in ZoptEC (96.4%) experienced a
treatment-related TEAE. 810 Similarly, only [J§% of patients experienced a Grade>3 treatment-
related TEAE in GARNET, compared to over half of the patients receiving paclitaxel
monotherapy in Lincoln et al. (2003) (58.3%).

A summary of the treatment-related TEAE data presented for patients receiving dostarlimab in
GARNET and patients in the chemotherapy studies in presented in Table 41, though it should be
noted that these comparisons are naive only.

Table 41: Summary of treatment-related TEAEs in dostarlimab versus chemotherapy
studies identified in the clinical SLR (naive comparisons only)

GARNET ITT | Lincoln et al. ZObtECE10 McMeekin et al.
Trial population (2003)4° (£=2 49) (2015)¢
(N=129) (N=48) (N=239)
. . Paclitaxel Doxorubicin Paclltaxe_l or
Intervention Dostarlimab doxorubicin
monotherapy monotherapy
monotherapy
Any treatment-
related TEAEs, n ] NR 240 (96.4) 215 (90.0)
(%)
Any Grade 23
treatment related ] 28 (58.3) NR NR
TEAEs, n (%)
Any treatment- I NR NR 29 (12.0)
related SAE, n (%) '

Abbreviations: ITT: intention-to-treat; NR: not reported; SAE: serious adverse event; SLR: systematic literature
review; TEAE: treatment-emergent adverse event.

There was clear variety in the types and frequency of treatment-related TEAEs experienced by
patients receiving dostarlimab versus patients receiving doxorubicin monotherapy in ZoptEC.810
The main differences that were observed between dostarlimab and doxorubicin monotherapy
include anaemia (J|% versus 40.6% in GARNET and ZoptEC, respectively), fatigue (JJ§%
versus [J12%¢) and nausea (1% versus 50.2%), highlighting the increased burden of toxicity of
chemotherapy relative to dostarlimab.&1° Moreover, alopecia and neutropenia were ||| Gz
as frequently observed TEAEs experienced by [J% of patients in the GARNET study, while [J%
and -% of patients in ZoptEC experienced alopecia and neutropenia, respectively.8-1°

A summary of treatment-related TEAEs experienced in the GARNET and ZoptEC trials is
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provided in Table 42, though it should be noted that these comparisons are naive only.8-10

Table 42: Treatment-related TEAEs experienced patients in GARNET and ZoptEC (naive

comparison only)8-1°

Category, n (%)

GARNET ITT
population (N=129)2

Patients receiving
doxorubicin in
ZopteC (N=]l})®

Neutropenia

— ] —
N[N
[o>NN6e)]
—_~ | —~
|
o | O
DN

6)

Pruritus

NR

Rash

Any treatment-related TEAEs ] 240 (96.4)
Alopecia [ | ]
Anaemia [ 101 (40.6)
Arthralgia ] NR
Asthenia e e
Constipation [ | ]
Diarrhoea ] ]
Fatigue ] [ ]
Hypothyroidism B NR
Nausea - 2)

[ |
[
I

NR

Footnotes: 2 AEs in GARNET were coded using MedDRA version 23.0. For each preferred term, a patient was
included only once, even if they experienced multiple events in that preferred term. TEAEs are new AEs that
began, or any pre-existing condition that worsened in severity, after at least one dose of study treatment was
administered and throughout the treatment period until 90 days after the EOT Visit (or until the start of alternate
anti-cancer therapy, whichever occurred earlier). ® Each AE and SAE term reported in ZoptEC was mapped to a
preferred term using theMedDRA dictionary. The investigator classified the severity of AEs using the NCI CTCAE
v4.03 and will assess the relationship of each event to study treatment.
Abbreviations: AE: adverse event; CTCAE: Common Terminology Criteria for Adverse Events; EOT: end of
treatment; ITT: intention-to-treat; MedDRA: Medical Dictionary for Regulatory Activities; NCI: National Cancer
Institute; NR: not reported; SAE: serious adverse event; TEAE: treatment-emergent adverse event.

Source: GSK Data on File.'® ZoptEC.21°

As highlighted previously, no relevant studies in the patient population of interest were identified
for hormone therapy in the targeted literature review. Feedback from clinical experts indicated
that the PARAGON study may provide information on the AE profile of hormone therapy and
data from this study suggest hormone therapy is associated with a mild safety profile; the only
Grade 23 AE reported in 25% of patients was fatigue.”

B.2.9 Ongoing studies

The GARNET trial is still ongoing, with the next data cut expected in early 2022. Dostarlimab is
also currently being investigated as a first-line treatment in combination with carboplatin plus
paclitaxel for patients with recurrent or advanced EC in the Phase Ill randomised RUBY trial
(NCT03981796).”° The study has an estimated primary completion date of October 11, 2021.%°
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B.2.10 Innovation

Dostarlimab is a treatment option for patients with recurrent or advanced dMMR/MSI-H EC who
have progressed on or after a platinum-containing regimen. This patient population, which
equates to approximately 124 women each year in England, reflects a small, well-defined
proportion of the total EC population, and represents the patients with the highest unmet need.

Currently, there is no definitive standard of care for these patients, who are left feeling
abandoned and facing a bleak prognosis, with extremely limited and inadequate treatments
options based on unclear and inconsistent treatment guidelines (as a result of the dearth of
adequate data in this area). Many patients will receive further lines of chemotherapy, although by
this stage, EC is considered to be a chemotherapy-resistant disease.'?> A number of patients may
alternatively receive hormone therapy, despite the fact that there are no robust published data to
support the efficacy of hormone therapy in this post-platinum setting.’* No new treatment options
have been licensed in the UK for this patient population for decades and there remains a critical
unmet need for a new addition to the treatment armamentarium with a novel mechanism of
action.

Dostarlimab brings innovation to the treatment paradigm for patients with recurrent or advanced
dMMR/MSI-H EC who have progressed on or after a platinum-containing regimen. It is the first |-
O therapy to receive a licence in this indication and has an entirely novel and distinct mechanism
of action to the treatment options currently available for these patients. As a humanised,
monoclonal antibody, dostarlimab binds with high affinity and specificity to PD-1, a cell surface
receptor expressed on activated T-cells.'® By inhibiting the binding of PD-1 to PD-L1 and PD-L2,
dostarlimab blocks the PD-1 signalling pathway and subsequent immune evasion resulting in an
increased anti-tumour immune response.

Like other I-O therapies, the mechanism of action of dostarlimab enables a patient's own immune
system to mount an anti-tumour response. This novel mechanism of action has allowed other I-O
therapies to revolutionise the management of other cancers, including colorectal and lung cancer
and melanoma, where 1-O therapies have demonstrating clinically meaningful responses and
significantly improved the prognosis for many patients. Most notably, I-O therapies have been
shown to result in extended treatment benefits and long-term remission even after treatment
discontinuation.5?

lllustrating the unmet need, it is noted that nivolumab, which is not licensed in this setting, is
currently available via the CDF for patients with metastatic or locally advanced dMMR/MSI-H
EC through a COVID-19 response programme due to the belief in it having tumour agnostic
properties. Nevertheless, there is no available clinical evidence to support the use of nivolumab
monotherapy for advanced and recurrent endometrial cancer, nor is a license in this indication
being explored to our knowledge.'® The introduction of a licensed treatment option, such as
dostarlimab, would be preferred by UK clinical experts, given the availability of regulatory-
approved data when making a prescribing decision. The use of nivolumab highlights the
exceptional unmet clinical need and the limited options available for patients in this setting.

dMMR/MSI-H EC is a subtype of EC that comprises approximately 23% of all ECs and
represents a subgroup where dostarlimab and PD-1/PD-L1 inhibition is most effective.8 23
dMMR/MSI-H EC is highly immunogenic, and exhibits more tumour-specific neoantigens, which
results in increased T-cells, including tumour-infiltrating lymphocytes, and compensatory
upregulation of immune checkpoints.?® This combination of increased mutation load, T-cells and
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PD-1/PD-L1 expression means that dAMMR/MSI-H EC represents an ideal target for dostarlimab
and PD-1/PD-L1 inhibition and the efficacy of dostarlimab in this patient population has been
realised in the pivotal GARNET trial.23

The fact that dostarlimab uses a patient’s own immune system to mount an anti-tumour response
also means that AEs are more likely to be on-target and dostarlimab is associated with a reduced
burden of toxicity when compared to the indiscriminate cytotoxic effects of chemotherapy.'®
Chemotherapy is associated with a number of harmful and debiliating side effects, and has a
substantial detrimental impact on patients with EC.'®

The dosing schedule of dostarlimab is six-weekly versus chemotherapies which have a three to
four-weekly dosing schedule.”® 77 As such, feedback from a UK clinical expert was that the
greater gap between each IV administration of dostarlimab may also substantially improve
patient convenience and adherence, by reducing the number of required hospital visits.'®

Finally, it is important to note how during the recent NICE scoping workshop, there was
significant excitement about dostarlimab from both the patient group representatives and the
clinical experts. GSK have received the same excitement from advisory boards and other insight
seeking activities, which clearly and conclusively highlights how dostarlimab would represent a
critical addition to the treatment armamentarium for EC, providing hope to patients who currently
feel abandoned and who face an extremely dire prognosis with almost no chance of receiving
effective treatment.

B.2.11 Interpretation of clinical effectiveness and safety evidence

B.2.11.1 Principal findings from the clinical evidence base

Overall survival

In the GARNET trial, dostarlimab demonstrated a remarkable OS benefit when compared to
current clinical management in the UK. Naive comparisons of the OS results in GARNET versus
those in the UK RWE study and the published literature demonstrate that the introduction of
dostarlimab would represent a clinically meaningful step-change in the management of patients
with recurrent or advanced dMMR/MSI-H EC that has progressed on or after platinum-based
chemotherapy.

After 12 months of treatment with dostarlimab, J§% of patients were still alive, and [JJ§% of
patients were progression-free. Most notably, a clear and sustained survival benefit was
observed; by Month 24, [J|% of patients were still alive, and % of patients were still
progression-free.

These results paint current clinical management in harrowing light, with the UK RWE study
showing that just J|% of patients were alive at Month 12. Unlike GARNET, the UK RWE study
showed no evidence of long-term survival benefits for patients; by Month 24, just % of
patients were still alive and J§% of patients were progression free — || | I the
percentage of patients who were alive and progression-free in GARNET, respectively.

The marked and sustained OS benefit associated with dostarlimab clearly and conclusively
highlights how dostarlimab would represent a critical addition to the treatment armamentarium,
providing hope to patients with recurrent or advanced dMMR/MSI-H EC that has progressed on
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or after platinum-based chemotherapy who currently feel abandoned and who currently face an
extremely dire prognosis with almost no chance of receiving effective treatment. The PFS and
response rates detailed below only further serve to highlight the clinically significant efficacy that
dostarlimab would provide, relative to current clinical management in the UK.

Progression-free survival

In GARNET, -% and -% of patients in the ITT population had not experienced disease
progression or death at Month 12 and Month 24, respectively. The majority of PFS events
occurred in the first six months, and the PFS curve subsequent plateaued when approximately
% of patients had experienced disease progression of death.

This means that the median PFS of ] months is highly uncertain, and associated with very wide
Cls (95% CI: |, ). This is illustrated in Section B.2.7.1,

B o [l months to ] months.

B hich is line with the long-term benefit observed from other I-O treatments,
suggesting that patients who remain progression-free initially may experience a long-term PFS
benefit from dostarlimab treatment through to Month 18 and Month 24, with J§% and [ of
patients remaining free of disease progression or death, respectively.

In comparison, patients in the UK RWE study treated with current clinical management faced a
far worse prognosis. Just -% of patients were progression-free at Month 12, and this dropped
to just % of patients at Month 24 — similar to OS, this was | the percentage of
patients who were progression-free at the same timepoint following treatment with dostarlimab.'3
Accordingly, there was very limited evidence of any long-term PFS benefit associated with
current clinical management.

Response rates

Dostarlimab demonstrated a clinically meaningful and robust ORR of [J§% (n=li}; 95% C!I: I},
). with [l patients (Jl]%) achieved a CR, and ||| patients (Jl|%%) achieving a PR. The |}
of patients who experienced a response to treatment with dostarlimab experienced | Gz
reduction in tumour size versus baseline. Notably, these responses were durable — after a
median follow-up of [ months, the median DOR | . 2nd patients who
experienced a response had a [Jl1% () and 1% (Il of experiencing an ongoing
response at Month 12 and Month 18, respectively.

These response rates to dostarlimab are striking in comparison to current clinical management.
ESMO guidelines highlight that for patients with EC recurring after first-line chemotherapy, only
paclitaxel has consistently shown a response rate >20%, less than half the ORR achieved by
dostarlimab. In recently conducted RCTs, McMeekin et al. (2015)8 reports an ORR of 15.7% for
patients receiving either paclitaxel or doxorubicin monotherapy (N=223); no patients experienced
a CR. For patients receiving doxorubicin monotherapy (N=225), the ZoptEC study reported an
even lower ORR of 14.1%, with only 2.0% of patients experiencing a CR.&1°

HRQoL

Treatment with dostarlimab preserved patient-reported HRQoL from baseline, as measured by
both the EQ-VAS and EORTC QLQ-C30. The results of the EQ-VAS showed an

I hile results of the EORTC QLQ-C30
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showed that patient-reported pain, fatigue symptoms and physical functioning showed a
I -0 < bascline starting at Cycle 2, 3 and 4, respectively. For patients
that did experience symptomatic AEs, the majority remained that these AEs remained stable of
improved of the course of their treatment relative to baseline.

Safety and tolerability

Overall, dostarlimab was shown to be well-tolerated. The majority of treatment-related TEAEs
were of low grade; only J|% of patients reported any Grade >3 treatment-related TEAE.
Discontinuation as a result of treatment-related AEs was low (Jf|%). The most frequent
treatment-related TEAEs were diarrhoea (JJ|%), asthenia (%), fatigue (13.2%) and nausea
(12.4%). In total, ] patients experienced a > Grade 3 treatment-related TEAE; the most
frequently observed events were anaemia in [ patients (J|%) and lipase increased in || patients

(%)

Overall, the safety data suggest that the AE profile of dostarlimab is aligned with other currently
licensed anti-PD-L1 I-O therapies, and with no unexpected AE signals identified at the time of
IA2 (DCO 18t March 2020).

Patients treated with dostarlimab experience a reduced burden of toxicity when compared with
cytotoxic chemotherapy. Overall, [ of patients receiving dostarlimab in GARNET
experienced any treatment-related TEAE; in comparison, 90% of patients receiving paclitaxel or
doxorubicin monotherapy in McMeekin et al. (2015)8, and almost all of the patients receiving
doxorubicin monotherapy in ZoptEC (96.4%) experienced a treatment-related TEAE .80

Comparative efficacy

The results of the adjusted comparisons between dostarlimab in GARNET and current clinical
management in the UK RWE study supported the findings of the unadjusted comparisons,
indicating that patients treated with dostarlimab experience significantly increased OS compared
to patients treated with current clinical management. The results of the two scenarios with the
largest ESSs produced adjusted OS HRs between dostarlimab and clinical management of i
95% C!: . ) (scenario 1A) and [} (95% CI: [}, I (scenario 2), respectively,
compared to an unadjusted OS HR of [ (95% CI: ], l)."® These results suggest that the
UK RWE GARNET-like cohort was closely matched to the GARNET ITT population, and any
remaining differences between the two populations may mean that the true OS benefit
associated with dostarlimab is slightly underestimated within the unadjusted comparisons.

These findings in terms of an OS benefit for dostarlimab versus comparator therapies were
supported by ITCs versus two published RCTs, ZoptEC and McMeekin et al. (2015), which
demonstrated clear evidence that dostarlimab provided a marked OS benefit compared to
doxorubicin monotherapy.5 810 Patients treated with dostarlimab with [|% less likely to die
compared to doxorubicin monotherapy in ZoptEC (HR: [Jl_95% C!: (I} IR; /) and
2% less likely to die at any given timepoint compared to patients receiving paclitaxel or
doxorubicin monotherapy in McMeekin et al. (2015)¢ (HR: |}, 95% C!: |} IR, o<l & °

Four additional MAICs were conducted against other published studies, although these MAICs
are associated with substantially increased uncertainty relative to the comparisons described
above. These MAICs were conducted versus retrospective, single-arm studies, and the lack of
intra-trial randomisation means that the MAICs cannot account for any prognostic variable
imbalances that were not reported, introducing an unknown level of bias and representing a key
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concern, given the paucity of patient characteristics that were reported for these studies. Of the
three key prognostic variables identified by clinicians, the number of lines of prior anti-cancer
therapy was not reported by any of these four studies, and ECOG PS was only reported by
Makker et al. (2013)." The small sample sizes of these studies (N=17, N=41, N=20 and N=31)
creates additional uncertainty. As such, it is difficult to draw any conclusions with any certainty
versus the remaining four MAICs.

B.2.11.2 Strengths of the clinical evidence base

GARNET

The clinical evidence presented as part of the submission has been derived from a
comprehensive SLR that was conducted according to the principles of systematic reviewing
published in the Cochrane Handbook.

GARNET, a single-arm, open label trial was the only clinical trial identified for dostarlimab from
the SLR. This trial represents the key evidence for efficacy and safety for dostarlimab, and is the
largest dataset evaluating the anti-PD-1 in recurrent or advanced EC to date. GARNET was
conducted as a single-arm trial, yet despite the single-arm nature of the trial, the CASP risk for
bias tool determined that exposure in the GARNET trial was accurately measured through
validated, objective measurements including ORR, DOR, DCR, PFS, which minimised bias.

The results of GARNET are relevant to the decision problem specified in the NICE final scope,
which proposes the use of dostarlimab for patients with recurrent or advanced dMMR/MSI-H EC
that has progressed on or after platinum-based chemotherapy. The external validity of GARNET
is supported by the following:

e Population: All of the patients in Cohort A1 of the GARNET trial were confirmed to have
received prior platinum-based chemotherapy, and all patients were confirmed to have either
dMMR/MSI-H or MMR-unk/MSI-H EC. Of the extremely few patients classed as MMR-unk it
is highly likely these patients were also dMMR, and this discrepancy results from the fact
they were not tested for dIMMR status as part of GARNET. The results of GARNET thus
provide supportive evidence for the use of dostarlimab in the patient population specified in
the decision problem. Furthermore, patients were enrolled in nine UK trial sites, thus
increasing the generalisability to the UK recurrent or advanced EC population.

e Intervention: Dostarlimab was evaluated in line with its licensed indication, as a treatment
option for patients with recurrent or advanced dMMR/MSI-H endometrial cancer that has
progressed on or after platinum-based chemotherapy.

e Comparators: As a result of the lack of standard of care and absence of clear treatment
guidelines in this indication, the primary comparative efficacy analysis in this submission
compares dostarlimab to current clinical management in the UK. This consists of aggregate
data for a cohort of GARNET-like patients identified in a UK RWE study receiving a range of
the most commonly utilised chemotherapy regimens in UK clinical practice. These include
the individual chemotherapy regimens listed in the NICE final scope, as well as a range of
other chemotherapy regimens that are used in UK clinical practice.

o Whilst the UK RWE study serves as the primary comparative efficacy evidence in this
submission, a series of ITCs were also conducted, where possible, between dostarlimab and
the individual chemotherapy comparators listed in the NICE final scope, based on published
studies identified in the clinical SLR.
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e Therefore, despite a paucity of data in the published literature, this submission presents a
range of comparative efficacy evidence versus a range of relevant comparators that would be
received by patients with recurrent or advanced dMMR/MSI-H EC who have progressed on
or after platinum-based chemotherapy in UK clinical practice, including the relevant individual
comparators listed in the NICE final scope

e Outcomes: The efficacy and safety profile of dostarlimab was demonstrated in a well-
defined, homogenous patient population, considering a wide range of outcomes. This
included all of the outcomes outlined in the scope that are relevant to clinicians and to
patients (ORR, PFS, OS, adverse events, HRQoL).

Comparative efficacy evidence

The principal limitation of the evidence base supporting this submission is the lack of head-to-
head evidence for the comparative efficacy between dostarlimab and the relevant comparators to
this submission. There was also a distinct paucity of comparator data identified in the clinical
SLR; most studies in the relevant patient population were observational studies, where patient
characteristics and KM survival data were poorly reported, limiting the quality, and therefore
increasing the uncertainty, of any ITCs.

To mitigate the impact of the paucity of data in the literature for the comparators to this
submission, GSK conducted a UK RWE study that included a cohort of GARNET-like patients
identified via the NCRAS who received a range of chemotherapy regimens that represent current
clinical management for patients with recurrent or advanced EC who have progressed on or after
platinum-based chemotherapy, as detailed in Section B.2.7.1.

The UK RWE study provides robust comparative evidence. The NCRAS database collects
quality-assured data with complete coverage of all patients diagnosed with cancer in England,
meaning that this cohort of ] GARNET like patients are wholly representative of patients in UK
clinical practice. These patients were followed-up between 15t January 2013 and 30™" September
2020, representing another key strength, particularly for the evaluation of survival endpoints for
these patients.

The large sample size of the UK RWE study is a particular strength; the UK RWE study included
almost ten times the number of patients in GARNET and four times the number of patients in the
relevant arms of the ZoptEC and McMeekin et al. (2015), the largest relevant comparator studies
identified in the clinical SLR.% 810 Most importantly, detailed patient characteristics and
prognostic variable data were available for all of these patients, allowing the wider population of
patients initially identified to be narrowed down to a smaller population of patients that closely
matched those in GARNET.

Furthermore, these GARNET-like patients included in the UK RWE study received a wide range
of different treatment options reflecting the different options that might be used in clinical
practice. Given the clear lack of standard of care treatments for patients with recurrent or
advanced EC who have progressed on or after platinum-based chemotherapy, a comparison
with this cohort of patients, the UK RWE GARNET-like cohort, provides a truer reflection of the
outcomes that these patients would experience in UK clinical practice, versus the limited data
available in the published literature. Furthermore, four of the top five regimens identified in the
RWE study align with the regimens listed in the NICE final scope.

Given the generalisability of this RWE cohort to patients with recurrent or advanced EC who
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have progressed on or after platinum-based chemotherapy in UK clinical practice, the UK RWE
study provides the primary comparative efficacy analysis in this submission, and based on the
strengths of the RWE study, the results of the adjusted comparison between dostarlimab and
current clinical management inform the base case economic analysis.

Moreover, a comparison of the survival outcomes reported in the UK RWE study with those
reported in the published literature supports the generalisability of the UK RWE study to the
patient population in GARNET. The median OS estimate of [J§ months (95% CI: |}, ). from
the UK RWE study is similar to median OS estimates from the two relevant RCTs presented in
the literature: ZoptEC (10.8 months [95% CI: 9.8, 12.6]) and McMeekin et al. (2015) (12.3
months [95% ClI: 10.7, 15.4]).8-10 6. 13 Similarly, the PFS estimate of [Jf months (95% CI: |} I
in the UK RWE study is higher than median PFS estimates in ZoptEC (4.7 months [95% CI: 4.1,
6.6]) and McMeekin et al. (2015) (4.0 months [95% CI: 2.7-4.3]), suggesting that the UK RWE
study, and the use of TTNT as a proxy for PFS, may result in an overestimation of PFS relative
to the published literature.? 810

The comparability of the UK RWE GARNET-like cohort to patients in GARNET was further
supported by the results of the adjusted comparison between the two studies, which suggested
that the two populations were closely matched with minor differences in the unadjusted and
adjusted OS HRs. The comparison suggested that any differences between the two populations
may actually result in a slight underestimation of the OS benefit of dostarlimab relative to current
clinical management.

The availability of IPD from the ZoptEC study, and the subsequent IPTW ITC that could be
conducted between dostarlimab and doxorubicin monotherapy, represents another key strength
of the comparative efficacy evidence supporting this submission.8'° The IPD meant that it was
possible to match the populations of GARNET and ZoptEC with respect to a number of key
prognostic variables, unlike almost all of the other published studies identified in the clinical
SLR.%'0 The results of the adjusted analysis showed that dostarlimab resulted in an approximate
0S benefit of HR: [l 95% C!: (I, IR /) versus doxorubicin monotherapy, a
comparable magnitude of benefit to those observed in the unadjusted (HR: [Jl}) and adjusted
comparisons (HR: J§ and [}, respectively) between dostarlimab and current clinical
management in the UK RWE study. The results of the MAIC versus McMeekin et al. (2015), the
only other RCT that could be included in the comparative efficacy analyses, and the only other
trial providing detailed information on inclusion/exclusion criteria and prognostic variables, found
a similarly comparable OS HR of Jl195% C!: I}, Bl o<l between dostarlimab and
doxorubicin or paclitaxel monotherapy.®

The clear concordance between the OS benefits observed for dostarlimab versus current clinical
management in the UK RWE study, versus doxorubicin monotherapy in the ZoptEC study, and
versus doxorubicin or paclitaxel monotherapy in the McMeekin et al. (2015) study is a key
strength of the comparative efficacy analyses.® 810 These three sources of evidence represent
the three most robust sources of comparative efficacy evidence available for this submission,
and the fact that they all provide comparable estimates for the OS benefit of dostarlimab versus
current clinical management provides additional certainty to the conclusion that treatment with
dostarlimab results in a marked improvement in OS relative to current clinical management.

B.2.11.3 Limitations of the clinical evidence base
As outlined previously, the principal limitation of the clinical evidence base supporting this
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submission is the lack of head-to-head evidence for the comparative efficacy between
dostarlimab and the relevant comparators to this submission. There was also a distinct paucity of
comparator data identified in the clinical SLR; most studies in the relevant patient population
were observational studies, and patient characteristics and KM survival data were poorly
reported, limiting the quality, and therefore increasing the uncertainty, of any ITCs.

While it is reasonable to state that the UK RWE study somewhat mitigates this limitation and
provides robust comparative evidence, it is associated with limitations. While OS data were
available, the UK RWE study did not include direct PFS data, because the NCRAS database
does not include data collection for progression, remission or recurrence of disease. As such, it
was necessary to use proxy measures for PFS and disease recurrence. Whilst this measure has
been validated by clinical experts, it is likely that the TTNT estimate used represents a
conservative estimate because it is likely that patients would experience a delay between
disease progression and the initiation of their next line of treatment, the use of proxy does
introduce a level of uncertainty.

The differences between PFS in GARNET and TTNT in the UK RWE study precluded the use of
a Cox proportional hazards model to conduct an adjusted ITC for PFS, creating additional
uncertainty.

The limited comparative PFS analysis represents an overarching limitation to this submission;
while alternative robust comparative efficacy evidence is available for OS, it is extremely limited
for PFS. It was not possible to conduct an IPTW ITC for PFS based on the ZoptEC study, due to
the differences in tumour assessment timepoints between GARNET and ZoptEC, while
McMeekin et al. (2015)° did not report a PFS KM curve 810

PFS KM curves were reported by Makker et al. (2013), Rubinstein et al. (2019) and Mazgani et
al. (2008), although all of these are small (N<31), single-arm retrospective studies which reported
extremely limited data on patient characteristics and prognostic variables.'" %60 As a result,
while MAICs were conducted versus these studies, the results are associated with an unknown
level of bias and a high degree of uncertainty, due to possible imbalances between GARNET and
the comparator studies that could not be matched due to the limited patient characteristics
reported.

The results of the unadjusted comparison between PFS in GARNET and TTNT in the UK RWE
study, and the results of the adjusted comparison between PFS in GARNET and ZoptEC using
the main analysis sets indicate that dostarlimab provides a clear PFS benefit versus current
clinical management and doxorubicin monotherapy, respectively.8-'® However, it is difficult to
draw any further conclusions on the PFS benefit of dostarlimab versus current clinical
management with any uncertainty, given the substantial limitations associated with the other four
MAICs.

The substantial limitations associated with Rubinstein et al. (2019) and Mazgani et al. (2008)
introduce a second limitation, meaning that there is no robust comparative efficacy evidence
between dostarlimab and carboplatin plus paclitaxel, except for the UK RWE study.' %9 60 |t is
reasonable to suggest that this represents a minor limitation, given that carboplatin plus
paclitaxel was the most frequently received regimen by patients in the UK RWE study (%)
and therefore carboplatin plus paclitaxel is strongly represented in the efficacy outcomes for
current clinical management in the UK RWE study.5% 60 Nevertheless, the paucity of data for
carboplatin plus paclitaxel in the published literature and the substantial uncertainty associated

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 120 of 222



with the MAICs versus Rubinstein et al. (2019) and Mazgani et al. (2008) represent a limitation of
the comparative efficacy evidence supporting this submission.5° €0

Another minor limitation of the comparative efficacy evidence in this submission is that it was not
possible to match the populations of patients in any of the comparative efficacy evidence sources
with respect to AIMMR/MSI-H status, a key inclusion criterion in the GARNET trial. Nevertheless,
the impact of this is likely to be minimal, as there is no evidence that MSI-H or dAMMR biomarker
status has any prognostic or predictive value efficacy and survival outcomes (including
recurrence, relapse-free survival, PFS and OS) among patients with advanced or recurrent EC
receiving non-anti-PD-(L)1 therapy.®?

Finally, the UK RWE study only included treatments captured within the SACT dataset; within
this dataset drugs which are delivered ‘outside’ an oncology environment (e.g. in surgical clinics
or in primary care) are often poorly recorded. Patients receiving hormone therapy dispensed in
primary care or community pharmacies would therefore have been poorly captured in this
analysis, with a previous study estimating more than 80% of endocrine therapies captured in an
alternative NHSE dataset (Cancer Waiting Times) had not been captured in SACT.”® Therefore,
the UK RWE study likely underestimates the true usage of hormone therapy in UK clinical
practice in patients with recurrent or advanced EC who have progressed on or after platinum-
based chemotherapy.”® As such, while the UK RWE study provides comparative efficacy versus
patients receiving current clinical management consisting of chemotherapy regimens in the UK it
does not provide any comparative evidence between dostarlimab and hormone therapy.

The lack of comparative efficacy evidence versus hormone therapy represents a limitation of the
submission because it was also not considered feasible to conduct a comparison between
dostarlimab and hormone therapy based on the published literature. No directly relevant studies
including hormone therapy were identified in the literature including a patient population closely
matched to patients in GARNET. A number of studies in patients outside the post-platinum
setting were identified, although clinical expert feedback strongly indicated that the survival
outcomes reported in these studies would not be reflective of the survival outcomes that would
be associated with hormone therapy in the post-platinum setting. Ultimately, it was therefore not
possible to conduct a comparison between dostarlimab and hormone therapy.

B.2.11.4 Conclusion

The marked and sustained OS benefit demonstrated between dostarlimab and current clinical
management in the UK RWE study, and supported by the results of an adjusted comparison
versus the UK RWE study, an IPTW ITC versus ZoptEC and a MAIC versus McMeekin et al.
(2015) conclusively highlight that dostarlimab would represent a critical addition to the EC
treatment armamentarium.® 810 Dostarlimab would provide hope to patients with recurrent or
advanced dMMR/MSI-H EC that has progressed on or after platinum-based chemotherapy who
currently feel abandoned and who currently face an extremely dire prognosis with almost no
chance of receiving effective treatment. Similar improvements in PFS and response rates for
dostarlimab versus current clinical management further serve to highlight the clinically significant
efficacy that dostarlimab would provide, relative to current clinical management in the UK.

B.2.11.5 End-of-life criteria

The evidence that dostarlimab meets the end-of-life criteria, as outlined by NICE, are detailed in
Table 43 below. Based on UK RWE survival estimates with current clinical management,
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together with naive comparisons versus survival estimates from the literature identified via a
clinical SLR for chemotherapy regimens, it is evident that survival for patients with recurrent or
advanced dMMR/MSI-H EC that has progressed on or after platinum-based chemotherapy is
less than 24 months with currently available treatments, and that dostarlimab provides an
extension to current life expectancy of more than three months.
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Table 43: End-of-life criteria

from UK clinical experts indicated that survival with these therapies would not be expected to exceed that
observed in the UK RWE study. UK clinical experts indicated that the median OS for hormone therapy for
patients with recurrent or advanced EC who have progressed on or afte platinum based chemotherapy would
be approximately | months.

Taken together, it is evident that dostarlimab is indicated for patients with a short life expectancy, normally less

than 24 months.

Table 44: OS estimates from trials identified in the clinical SLR and included in ITCs

Stud Chemothera Median OS, months | Patients alive at
y Py (95% Cl) Month 24 (%)
ZoptEC study?®'? (N=255) | Doxorubicin monotherapy 10.8 (9.8, 12.6) 23.0
McMeekin et al. (2015)°® Paclitaxel or doxorubicin
(N=248) monotherapy 12.3 (10.7, 15.4) 294
1
?"‘11"1';? etal. (2013) Doxorubicin monotherapy 5.8 (1.0, 15.0) 12.1
Julius et al. (2013)>7
(N=41) PLD 7.0 (NR) 12.3
H H 59
5“”:"’2'3)“‘*'" etal. (2019)™ | o, poplatin plus paciitaxel 27.0 (6.0, 117.0) 59.5
H b, 60
?"\la:ﬁgga)"' et al. (2008) Carboplatin plus paclitaxel 15.0 (9.13, 30.36) 35.5
Mazgani et al. (2008)c 0 | Carboplatin plus paclitaxel 26.0 (9.72, 71.4) 57.2

Reference
Criterion Data available in
submission
The treatment is GARNET-like patients in the UK RWE study (N=.) had a median OS of 10.3 months (95% CI: . -) Section
indicated for following treatment with currently clinical management consisting of chemotherapy. Two years after the B.2.4.6,
patients with a initiation of treatment, only % of patients were still alive. Appendix
short life Of the chemotherapy trials identified in the SLR, almost all of the trials reported median OS estimates of less D.4.6
expectancy, than two years.
gzrmallt);‘Iess than Whilst no data were identified in the literature for carboplatin monotherapy and hormone therapy, feedback
months
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| (N=12) | |

Footnotes: @ Patients receiving 40mg/m? PLD, which UK clinical experts indicated would be used for patients with EC (Section
B.3.2.3). P Patients with an endometrioid histology (results were reported separately by histology); ¢ Patients with a serous
histology (results were reported separately by histology).

Abbreviations: Cl: confidence interval; ITC: indirect treatment comparison; PLD: pegylated doxorubicin; OS: overall survival:
RWE: real-world evidence; SLR: systematic literature review

There is sufficient e In GARNET, -% of patients treated with dostarlimab were alive at Month 24. At the time I1A2, the median OS | Section

evidence to indicate was not yet reached (95% CI: |JJJll); a lower 95% CI of ] months suggests that the median OS in B.2.6.2 and
that the treatment GARNET is at least months. Section
offers an extension e Median OS in patients receiving current clinical management based on the UK RWE study was - months B.2.7.1

to life, normally of Cel B )}

at least an « Based on the base case cost-effectiveness analysis, dostarlimab provides an extension to life of [

additional undiscounted life years (undiscounted life years are reported here to aid comparison with the published

3 months, literature).

compared with e ltis therefore evident that dostarlimab provides an extension to life of at least an additional 3 months compared

current NHS with current NHS treatment.
treatment

Abbreviations: Cl: confidence interval; EC: endometrial cancer; NHS: National Health Service; NR: not reached; OS: overall survival; RWE: real-world evidence; SLR:
systematic literature review.
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B.3 Cost-effectiveness

Summary of cost-effectiveness analysis

A de novo partitioned survival model with three health states (progression-free survival
[PFS], post-progression survival [PPS] and death) was developed to evaluate the cost-
effectiveness of dostarlimab versus current clinical management in patients with recurrent
or advanced dMMR/MSI-H EC that has progressed on or after platinum-based
chemotherapy.

The analysis was consistent with the NICE reference case: a cost-utility analysis with a
National Health Service (NHS) and Personal Social Services (PSS) perspective. Costs and
benefits were discounted at a rate of 3.5% and a lifetime time horizon was adopted.

Clinical outcomes (PFS and OS) for dostarlimab were based on the ITT population of the
single-arm GARNET study, at the time of the interim analysis (DCO 15t March 2020).

Clinical outcomes for current clinical management were based on the UK RWE study
(detailed in Section B.2.3 and B.2.4). Where possible, scenario analyses using data
identified in the literature were conducted for individual comparisons versus the
comparator therapies listed in the NICE final scope.

Health-state utilities for PFS and PPS states were informed by EQ-5D-5L data collected in
the GARNET study, cross-walked to the 3L scale and disultilities sourced from the literature
were applied for AEs.

Costs and healthcare resource use captured in the analysis included drug acquisition and
administration costs, follow-up and monitoring costs, AE costs, subsequent therapy and
end-of-life care costs. Diagnostic testing costs were included in a scenario analysis.

Summary of cost-effectiveness results

In the base case economic analysis dostarlimab was associated with an additional -
discounted life years (LYs) and an additional ] discounted quality-adjusted life years
(QALYs) versus current clinical management. Including the confidential PAS discount for
dostarlimab, the base case incremental cost-effectiveness ratio for dostarlimab versus
current clinical management was £50,221 per QALY gained.

Given that patients with recurrent or advanced dMMR/MSI-H EC who have progressed on
or after platinum-based chemotherapy are at an end-of-life stage, the base case results
demonstrate that dostarlimab represents a cost-effective use of NHS resources when
considering the NICE willingness-to-pay threshold of ~£50,000 per QALY gained.
Moreover, in the probabilistic sensitivity analysis (PSA), based on 10,000 iterations, there
was a % chance of dostarlimab being cost-effective at this threshold.

In the deterministic sensitivity analysis (DSA), the parameters with the greatest effect on
the base case ICER were the patient baseline utility, pre- and post-progression health-
state utility values for patients >5 cycles from death and the cost per cycle of dostarlimab.

Extensive scenario analyses were conducted to explore the impact of key model inputs
and assumptions. The ICERs for dostarlimab (with PAS) were below the cost-effectiveness
threshold of £50,000 per QALY gained across many of the key scenarios, demonstrating
the robustness of the base case cost-effectiveness analysis.

For patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or after
platinum-based chemotherapy, dostarlimab represents a step change in the clinical
management of this condition and this analysis demonstrates that dostarlimab is a cost-
effective use of NHS resources in these patients.
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B.3.1 Published cost-effectiveness studies

An SLR was conducted to identify any published cost-effectiveness analyses relevant to
treatment options for the management of patients with recurrent or advanced EC. Full details of
the methodology and results of this SLR are presented in Appendix G.

As detailed in Appendix G.1.4, three publications were identified as economic evaluations
including patients with recurrent or advanced EC. Of these, only two studies were economic
evaluations for patients with recurrent or advanced EC who had progressed on or after platinum-
based chemotherapy: Barrington et al. (2018)8° and Barrington et al. (2019).8" Both of these were
publications concerning the same study: a US cost-effectiveness analysis of pembrolizumab
versus PLD or bevacizumab with patients with recurrent or advanced EC. However, extremely
limited data were reported concerning model structure, data sources or the methods applied
(time horizon, cycle length, discount rate, etc). The US setting of the economic evaluation also
leads to potential concerns regarding generalisability to the UK setting.

Considering these limitations and the paucity of relevant data identified in the economic SLR, a
de novo cost-effectiveness model was conducted for the purposes of this appraisal, as detailed
in Section B.3.3.2.
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Table 45: Summary list of published cost-effectiveness studies identified in the economic SLR

strategies for
advanced-stage
EC

Study Country Summary of Patient population QALYs Costs ICER (per QALY gained)
model (average age in years)
Barrington USA Evaluation of Patients with recurrent EC NR NR MSI-H patients:
etal. pembrolizumab that has failed first-line Pembrolizumab versus PLD: $147,249
(2018)80 compared to chemotherapy, stratified Pembrolizumab dominated bevacizumab
PLD or by patients with MSI-H 2 ! vactzumeap.
bevacizumab and MSI-L
Barrington USA Evaluation of Patients with recurrent EC NR MSI-H patients: MSI-H patients:
et al. pembrolizumab | that has failed first-line Pembrolizumab: $57.9 |  Pembrolizumab versus PLD: $147,249
(2019)°1 compared to chemotherapy, stratified million Pembrolizumab dominated bevacizumab.
PLD or by patients with MSI-H Bevacizumab: $30.5
bevacizumab and MSI-L million
PLD: $6.0 million
Chura et al. USA A cost- Patients with advanced NR NR Whole abdomen radiation: $19,020
(2010)#2 effectiveness EC Eight cycles of adrianmycin and cisplatin:
analysis of $26,031
adjuvant Six cycles of carboplatin, paclitaxel and
treatment

adriamycin: $25,004
Six cycles of carboplatin and paclitaxel:
$37,930
CHEMORAD (whole-pelvis radiation
therapy followed by six cycles of
adriamycin and cisplatin: $57,860
SANDWICH (three cycles of paclitaxel and
carboplatin followed by whole pelvis
radiation therapy followed by three cycles
of carboplatin and paclitaxel): $75,808

Abbreviations: EC: endometrial cancer; ICER: incremental cost-effectiveness ratio; MSI-H: microsatellite instability — high; MSI-L: microsatellite instability — low; PLD:
pegylated liposomal doxorubicin; NR: not reported; QALYSs: quality-adjusted life years; USA: United States of America.
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B.3.2 Economic analysis

A de novo cost-effectiveness model was constructed for this appraisal, as described in the
following sections.

B.3.2.1 Patient population

In line with the final NICE scope for this appraisal, and in line with the population included in the
GARNET trial and the licensed indication for dostarlimab in the UK, the cost-effectiveness
analysis conducted for this appraisal considered patients with recurrent or advanced dMMR/MSI-
H EC who have progressed on or after platinum-based chemotherapy.

B.3.2.2 Model structure

Model structure

A de novo health economic model was constructed in Microsoft Excel to evaluate the cost-
effectiveness of dostarlimab versus relevant comparators in patients with recurrent or advanced
dMMR/MSI-H EC who have progressed on or after platinum-based chemotherapy.

The developed model was a cohort-based partitioned survival model (PSM) consisting of three
mutually exclusive health states:

e Progression-free survival (PFS)
e Post-progression survival (PPS)
e Death

The proportion of patients in the PFS state over time was estimated directly from parametric
survival curves of PFS, with the proportion of patients in the PPS state estimated as the
difference between parametric survival curves for PFS and OS. PFS and OS curves were
modelled independently, using different parametric functions, as described in Section B.3.3.4 and
Section B.3.3.5. The model structure did not allow for patients to improve their health state,
which reflects the progressive nature of EC, and the death health state was an absorbing health
state.

Costs, LYs and QALY's were accrued according to the proportion of patients in the PFS and PPS
health states over time. An illustrative example of the partitioned survival analysis is presented in
Figure 38 below.
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Figure 38: PSM structure schematic
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Abbreviations: OS: overall survival; PFS: progression-free survival; PSM: partitioned survival model.
Source: NICE Technical Support Document 19.83

A PSM structure was deemed appropriate for this decision problem for a number of reasons.
Firstly, the PSM model approach is widely used and accepted as appropriate, having been used
in several previous NICE single technology appraisals in advanced oncology indications.83-86

Secondly, the PSM approach requires substantially fewer inputs than methods that require time-
and state-specific transition probabilities to be estimated, such as a Markov model approach.8
Since the patient distributions between health states are derived directly from trial endpoints (see
Section B.3.3.4 and Section B.3.3.5), modelled state populations are well aligned with the
GARNET data over the observed trial period, and therefore complexities associated with deriving
transition probabilities are avoided.

Finally, the PSM structure provides flexibility in scenario testing, since the parametric and non-
standard flexible models applied to the GARNET data can readily be substituted within the
model, consistent with the NICE methods guide.®

Model characteristics

Clinical outcomes (PFS and OS) for dostarlimab were derived from the GARNET trial, while
clinical outcomes for current clinical management were estimated as a basket, based on a UK
RWE study conducted by GSK. As discussed in Section B.3.2.3, where possible, scenario
analyses using data identified in the literature were conducted for individual comparisons versus
the comparator therapies listed in the NICE final scope.

Full details of the clinical efficacy sources used in the model for dostarlimab and relevant
comparators are provided in Section B.3.3.2. Full details of the assumptions underlying the cost-
effectiveness model are provided in B.3.6.2.

Cost components considered within the economic analysis included treatment acquisition and
administration costs, follow-up and monitoring costs, AE costs, subsequent therapy costs, end-
of-life costs and diagnostic testing costs. The ICER of dostarlimab versus each comparator was
evaluated in terms of the incremental cost per QALY gained.
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The analysis was conducted from the perspective of the UK NHS and Personal Social Services
in England over a lifetime time horizon. A cycle length of three weeks was adopted in order to
sufficiently capture changes in costs and effects over time and to be in line with the frequency of
administration of dostarlimab. Both costs and effectiveness estimates were discounted at 3.5%
annually in line with the NICE reference case.

A summary of the key features of the de novo economic analysis and their justification is
provided in Table 46. NICE have not previously conducted any appraisals for patients with EC,
so Table 46 summarises this economic analysis for dostarlimab only.

Table 46: Key features of the economic analysis

Current appraisal
Factor Chosen values Justification
Time Lifetime horizon (40 years) The reference case stipulates that the
horizon time should be sufficiently long to reflect
any differences in costs and outcomes
between the technologies being
considered.
Clinical Clinical parameters (PFS and OS) for GARNET is the most appropriate source
parameters | dostarlimab were derived from the of data to estimate the effectiveness of
GARNET study. dostarlimab.
In the base case cost-effectiveness The UK RWE study provides a
analysis, clinical parameters (PFS and comprehensive analysis of treatment
OS) for current clinical management patterns and outcomes in the UK and is
were sourced from the UK RWE study considered to be the most robust
described in Section B.2.3.2. evidence to represent the effectiveness of
current clinical management in the UK
(Section B.2.3.2).
Scenario analyses have been Conversely, there is a paucity of
conducted using clinical parameters comparator data identified in the
(PFS and OS) for individual I|terat_ure, mcludlng I|m|ted patient
chemotherapy regimens listed in the baseline characteristics and KM curve
NICE final scope where data allow. aVa|Iab|I|ty While mU|t|p|e ITCs between
Clinical parameters were identified in dostarlimab and the individual
the published literature and were then | cheémotherapy regimens listed in the
synthesised in multiple indirect NICE final scope have been conducted
treatment comparisons (Section B.2.7.1 | Where possible, these analyses are
and Section B.2.7.2). associated W|th a number of limitations.
These comparisons are conducted as
scenario analyses only, and because of
the limitations, the results should be
interpreted with caution.
Source of Health state utility values for the PFS Given the paucity of published utility
utilities and PPS health states were informed values for patients with EC, the use of the
by EQ-5D-5L data collected in the utility data collected in the GARNET
GARNET study, cross-walked to the 3L | study was considered to represent the
scale using the Van Hout et al. most appropriate source.
algorithm.®’ There is a growing body of evidence
which highlights that a patient's HRQoL
The regression model to predict utility declines substantially in the weeks and
values considered baseline utility, months prior to death.®® As such, time to
death was included as a covariate
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progression status and time-to-death as | alongside baseline utility and progression

covariates. status in the base case utility analysis.
Source of NHS reference costs NHS Reference Costs, PSSRU, BNF and
costs PSSRU eMIT are standard sources of UK-

BNF/eMIT relevant costs and were used where

possible. Where costs were not reported
in these sources, cost inputs were
sourced from appropriate literature.

Abbreviations: BNF: British National Formulary; EC: endometrial cancer; eMIT: electronic market information
tool; ITC: indirect treatment comparison; KM: Kaplan-Meier; NHS: National Health Service; NICE: National
Institute for Health and Care Excellence; OS: overall survival; PFS: progression-free survival; PSSRU: Personal
Social Services Research Unit; RWE: real-world evidence; UK: United Kingdom.

B.3.2.3 Intervention technology and comparators

Intervention: dostarlimab

The dose of dostarlimab incorporated in the economic model was 500 mg every three weeks
(Q3W) for the first four cycles (21 days), followed by 1,000 mg every six weeks (Q6W) for all
subsequent cycles, in line with the summary of product characteristics (SmPC) for dostarlimab in
this indication and the dose received in the GARNET trial.

Comparators

The comparators listed in the NICE final scope include chemotherapy (carboplatin and paclitaxel,
paclitaxel monotherapy, doxorubicin monotherapy and carboplatin monotherapy), hormone
therapy (such as medroxyprogesterone acetate and megestrol) and best supportive care (BSC).
As highlighted in Table 1, BSC is not considered a relevant comparator in this submission and a
comparison versus BSC has not been conducted.

As described in Section B.2.1, an SLR was conducted to identify relevant clinical evidence for the
efficacy and safety of the relevant comparators in this indication. Only 13 unique studies that
investigated relevant chemotherapy regimens in patients with recurrent or advanced EC who
have progressed on or after platinum-based chemotherapy were identified. However, there was a
distinct paucity of reported data in the studies identified; most studies in the relevant patient
population were observational studies, where patient characteristics and KM survival data were
poorly reported, limiting the quality, and therefore increasing the uncertainty, of any potential
ITCs. Further, it became clear through discussions with clinicians and via study of the RWE
analysis, that for this population, there is no ‘standard of care’; rather a plethora of different
treatment options are used, with different practices occurring across the UK.

As a result of the lack of definitive standard of care, and absence of clear treatment guidelines in
this indication, the base case cost-effectiveness analysis for this submission compared
dostarlimab to current clinical management in the UK using a novel analysis, designed
specifically for this NICE submission. It aimed to answer the question: ‘What does current
standard of care look like in the UK and what are the outcomes’? The output consisted of
aggregate data for patients receiving a range of the most commonly utilised chemotherapy
regimens in UK clinical practice, based on a UK RWE study conducted by GSK using data from
the NCRAS (described in Section B.2.3.2).

Base case: current clinical management

As described above, the comparator included in the base case cost-effectiveness analysis was
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current clinical management, which comprised the following individual treatment regimens as a
basket:

e Carboplatin plus paclitaxel

e Paclitaxel monotherapy

e Carboplatin plus pegylated liposomal doxorubicin (PLD)

e Pegylated liposomal doxorubicin (PLD) monotherapy

e Carboplatin monotherapy

e Hormone therapy (weighted average of medroxyprogesterone and letrozole)

All chemotherapy regimens that were received by =5% of patients following platinum-based
chemotherapy in the UK RWE study were included as part of current clinical management.
Additionally, as hormone therapy was not fully captured in the UK RWE study (detailed in
B.2.7.3), an assumption was made to capture it explicitly in the modelling: the basket was re-
weighted to include 20% of patients receiving hormone therapy. This resulted in no change to the
efficacy associated with current clinical management, but hormone therapy costs and the
incidence of AEs (and any associated disutilities) were applied to 20% of the cohort receiving
current clinical management, in line with UK clinical expert opinion.'®

This re-weighting inherently assumes that the effectiveness of hormone therapy is equal to
chemotherapy in the UK RWE study, with median PFS and OS estimates of [Jf months and [}
months, respectively. This is likely to be a conservative assumption: UK clinicians confirmed that
the median PFS and OS associated with hormone therapy for patients with recurrent or
advanced EC who have progressed on or after platinum-based chemotherapy would be
substantially lower than this, at 3 months and 6 months respectively.

The number of patients receiving each treatment in the UK RWE GARNET-like cohort and the re-
weighted percentage of patients receiving each treatment, including hormone therapy, as part of
current clinical management in the base case cost-effectiveness analysis, are detailed in Table
47. Chemotherapy regimens received by 25% of patients in the UK RWE study were included
and re-weighted to sum up to 100% (full list of regimens is presented in B.2.3.2, Table 14). In
addition, a scenario analysis was conducted using the chemotherapy regimens only (i.e.
excluding hormone therapy).

Table 47: Weighting of the individual treatment regimens included as part of current
clinical management

Treatment regimen Patients receiving each Percentage of patients
treatment in the UK RWE receiving each treatment
GARNET-like cohort regimen as part of current

clinical management

Carboplatin plus paclitaxel

Carboplatin plus PLD

(N=Il)
I
I
PLD monotherapy I
I
I
|

Paclitaxel monotherapy

Carboplatin monotherapy

Hormone therapy
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Abbreviations: PLD: pegylated liposomal doxorubicin; RWE: real-world evidence.
Source: GSK Data on File'

The dosing regimens for each of the treatment regimens included within the current clinical
management comparator in the base case cost-effectiveness analysis are presented in Table 48.
Almost all of the treatment regimens are not licensed for the treatment of patients with recurrent
or advanced EC who have progressed on or after platinum-based chemotherapy. As such, the
dosing regimens have been referenced from the SmPCs in ovarian cancer, or other relevant
oncology indications where appropriate, and these dosing regimens were validated by UK clinical
experts.'®

All of the dosing regimens for individual chemotherapy treatments are based on patient body
surface area (BSA) or estimated glomerular filtration rate (eGFR). The baseline characteristics of
the ITT population from the GARNET trial were used to estimate the total doses required for
each patient in the model (Table 49).

Table 48: Dosing regimens for dostarlimab and the treatment regimens included as part of
current clinical management in the base case cost-effectiveness analysis

Tre?tment Specific treatment Dosage Source
regimen
Dostarlimab
Dostarlimab cycles 1-4 500 mg Q3W Draft dostarlimab SmPC.1
Dostarlimab e . ’
Dostarlimab cycles 5+ 1,000 mg Q6W in line with GARNET

Current clinical management for the GARNET-like cohort of patients in the UK RWE
study

Carboplatin SmPC89
501 mg Q4W Calculated using the Calvert

Carboplatin Carboplatin formulae based on estimated
. (AUC 5) Lo
plus paclitaxel eGFR from serum creatinine in

GARNET
Paclitaxel 175 mg/m? Q3W Paclitaxel SmPC77
Paclitaxel Paclitaxel 80 mg/m? QW GSK Data on !:l!e (cilemlcal
monotherapy expert opinion)

Carboplatin SmPC89
501 mg Q4W Calculated using the Calvert

] Carboplatin formulae based on estimated
Carboplatin (AUC5) eGFR from serum creatinine in
PLD 40 mg/m? Q4Ws GSK Data on File (c1I6|n|caI
expert opinion)
PLD 5 o GSK Data on File (clinical
monotherapy PLD 40 mg/m*Q4W expert opinion)16
Carboplatin SmPC?89
: Calculated using the Calvert
I . 1 4W
gi;b;ﬂ:rt;%y Carboplatin 50( ATJ%QS) formulae based on estimated
eGFR from serum creatinine in
GARNET
Hormone therapy
Hormone Medroxyprogesterone Medroxyprogesterone acetate
therapy® acetate 400 mg QD SmPC*
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Letrozole SmPC?®! (alternative

Letrozole 2.5mg QD indications)

Individual chemotherapy regimens not listed above considered in scenario analyses

Doxorubicin SmPC7®
Doxorubicin 60 mg/m2 Q3W GSK Data on File (clinical
expert opinion)16

Doxorubicin
monotherapy

Footnote: 2 50 mg/m? Q4W PLD is the dosage used in ovarian cancer®?, however, UK clinical expert feedback
indicated that a dosage of 40 mg/m? would be used for patients with EC. ® Hormone therapy was included as a
weighted average between medroxyprogesterone acetate and letrozole, based on UK clinical expert feedback; of
the 20% of patients receiving hormone therapy, half received medroxyprogesterone acetate and half received
letrozole.

Abbreviations: AUC: area under the curve; PLD: pegylated liposomal doxorubicin; QD: once daily; QXW: once
every X weeks; SmPC: summary of product characteristics.

Scenario analyses: individual chemotherapy comparators and hormone therapy

Given the distinct paucity of data identified in the literature for each of the individual
chemotherapy comparators and hormone therapy listed in the NICE final scope, robust
comparisons versus these treatments were extremely difficult. Where possible, scenario
analyses versus the individual comparator treatments listed within the NICE final scope, including
doxorubicin monotherapy, paclitaxel monotherapy and carboplatin plus paclitaxel, have been
conducted, using the available data that was sourced from the literature detailed in Section
B.2.7.1 and B.2.7.2.

As discussed in Table 5, Section B.2.2 and Section B.2.7.3, no data were identified for either
hormone therapy or carboplatin monotherapy within the literature. Despite efforts made to
identify alternative sources of data for these comparators, feedback from UK clinical experts
strongly indicated that any data for patients not in the post-platinum chemotherapy setting would
not be suitable to use as a proxy for these comparators, and that it would not be expected that
the efficacy of hormone therapy or carboplatin would exceed that observed in the UK RWE
study.®

As such, it was not possible to conduct a clinical comparison between dostarlimab and hormone
therapy or carboplatin monotherapy in this submission. In order to estimate the cost-
effectiveness of dostarlimab versus each of these treatments, scenarios have been conducted
assuming that hormone therapy is equal to the efficacy of current clinical management, and that
carboplatin monotherapy has equal efficacy to doxorubicin monotherapy (see Section B.3.8.3).

B.3.2.4 Subsequent therapies

It was assumed that patients receiving either dostarlimab or current clinical management could
receive subsequent treatments, based on the percentage of patients receiving subsequent
treatment in GARNET and 3L treatment in the UK RWE study, respectively.

In the base case cost-effectiveness analysis, [J|% of patients in the dostarlimab arm were
assumed to receive subsequent treatment. This percentage was calculated based on the total
number of patients who received subsequent treatment in GARNET, ||| patients (J§%) of the
GARNET ITT population (N=129), divided by the total number of patients (N=}) who had
discontinued dostarlimab by the time of the IA2 (DCO 15t March 2020).

Patients receiving subsequent therapy _ - "
GARNET ITT population — patients on treatment at the data cutoff ~ 129 —E °
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The distribution of subsequent treatments received by patients in the dostarlimab arm were
based on the treatments received by 25% of patients in the UK RWE GARNET-like cohort
(detailed in Section B.2.3.2, Table 14). In addition, hormone therapy and radiotherapy were not
captured in the UK RWE study, so based on clinical expert feedback, it was assumed that 5%
and 10% of patients receiving subsequent treatment would receive hormone therapy and
radiotherapy, respectively.'®

The percentage of patients assumed to receive subsequent treatment following current clinical
management was calculated as the proportion of patients in the UK RWE GARNET-like cohort
who received a subsequent chemotherapy treatment (N=[Jf]) out of the total number of patients in
the UK RWE GARNET-like cohort (N=JJl}); %, plus the proportion of patients who would
receive subsequent treatment with hormone therapy and radiotherapy. The distribution of
subsequent treatments received by patients in the current clinical maangement arm were based
on the subsequent treatments received by 25% of patients in the UK RWE GARNET-like cohort.
Similarly, as hormone therapy and radiotherapy were not captured in the UK RWE study, it was
assumed that an additional 5% and 10% of patients would receive subsequent treatment with
hormone therapy and with radiotherapy, respectively, resulting in a total of % of patients
receiving subsequent treatment following current clinical management.

A scenario analysis was conducted where the distribution of subsequent treatments received by
patients in the dostarlimab arm was based on the subsequent treatments received in the
GARNET trial. The subsequent treatment distribution from GARNET was not included in the
base case cost-effectiveness analysis due to the limited follow-up for patients in GARNET, and
small sample size, as not all patients had discontinued treatment with dostarlimab at the time of
the interim analysis (DCO 15t March 2020). In addition, patients were included worldwide in the
GARNET trial, while the treatments received in the UK RWE study were considered to provide a
more robust representation of the subsequent treatments that patients would receive in UK
clinical practice following treatment with dostarlimab.

A summary of the subsequent treatment distributions adopted in the base case cost-
effectiveness analysis and scenario analysis are presented in Appendix P.1. These were
validated by UK clinical experts, who agreed that the rates of subsequent treatments were
considered to be aligned with what would be seen in UK clinical practice. The costs associated
with patients receiving subsequent treatment are described in Section B.3.5.5.

B.3.3 Clinical parameters and variables

B.3.3.1 Patient characteristics

The patient baseline characteristics for the modelled patient cohort are provided in Table 49.
These were based on the baseline characteristics of patients in the ITT population (N=129) in the
GARNET study at the time of the interim analysis (DCO: 15t March 2020).

The mean age was used alongside England and Wales life tables (2017-2019) to calculate the
natural mortality of the general population (see survival inputs and assumptions in Section
B.3.3.6). The average BSA, serum creatinine and weight were used to calculate drug acquisition
costs where dosage was based on these parameters.
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Table 49: Patient baseline characteristics of the base case economic analysis

Model parameter Value Source
GARNET ITT Population
Mean age, years (SD) I (Table 15, Section B.2.4.1)
Mean height at GARNET ITT Population
baseline, cm (SD) I (Table 15, Section B.2.4.1)
Mean weight at GARNET ITT Population
baseline, kg (SD) . (Table 15, Section B.2.4.1)
Derived using the Dubois formula, using the weight
BSA, m?(SD) ] and height reported for the GARNET ITT population
(Table 15, Section B.2.4.1)
Calculated from mean serum creatinine at baseline
eGFR, mL/min [ | in the GARNET ITT population
(Table 15, Section B.2.4.1)

Abbreviations: BSA: body surface area; eGFR: estimated glomerular filtration rate; ITT: intention-to-treat; SD:
standard deviation.

B.3.3.2 Clinical outcomes

The principal clinical outcomes considered within the economic model were PFS and OS.

Dostarlimab

PFS and OS data for dostarlimab were based on the PFS and OS results for the ITT population
(N=129) of the GARNET trial at the time of the IA2 DCO (15t March 2020), as described in
Section B.2.4.5 and B.2.4.6.

Current clinical management

Given the single-arm nature of the GARNET trial, it was necessary to identify comparator PFS
and OS data for current clinical management. The UK RWE study provided the comparative
efficacy evidence used to inform the base case cost-effectiveness analysis, based on a large
sample size (N=JJJJ), robust data set, and the pertinent English setting of the RWE study (see
Section B.2.3.2).

A number of scenario analyses were conducted exploring the use of alternative sources of
efficacy data for current clinical management based on the UK RWE study, as well as pairwise
comparisons versus individual chemotherapy regimens based on the published literature, and
hormone therapy using the UK RWE study as a proxy. These scenarios are detailed in Section
B.3.8.3.

B.3.3.3 Survival inputs and assumptions

As described in Section B.3.2.2, the proportion of patients in the PFS, PPS and death health
states at each cycle in the model were defined by PFS and OS curves. As the follow-up periods
for the relevant studies (GARNET and the UK RWE study) were shorter than the model time
horizon (40 years), extrapolations from the observed PFS and OS data were required.

In accordance with the NICE DSU TSD 14 guidance on survival analyses, a range of standard
parametric distributions (exponential, Weibull, log-logistic, lognormal, Gompertz and generalised
gamma) were explored.®® The gamma model and flexible models (i.e. spline models) were also
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considered for dostarlimab extrapolation. Spline models were developed based on the algorithm
by Royston and Parmar et al. (2002).%* One- and two- knot cubic spline models were considered
using the Flexsurvspline function in R. The goodness-of-fit criteria (including the Akaike
information criterion [AIC] and the Bayesian information criterion [BIC]) were then estimated for
each parametric function.

In determining the choice of survival model for the base case for dostarlimab and for current
clinical management, consideration was given to the following, according to the
recommendations provided in NICE DSU TSD 14%:

e Assessment of the proportional hazards assumption between dostarlimab in GARNET and
current clinical management in the UK RWE GARNET-like cohort, in order to assess whether
joint or separate statistical models were more appropriate for the two treatments, with respect
to each endpoint

e AIC and BIC goodness-of-fit statistics (i.e. statistical fit) were calculated in order to assess
how well the statistical models fitted to the observed data

e Visual inspection of the extrapolated curves versus the observed Kaplan-Meier curves

e Clinical plausibility for both short-term and long-term estimates of survival based on
discussion with UK clinical experts

Based on NICE DSU TSD 14 guidance, the proportional hazards assumption was tested for each
clinical endpoint.®® This was primarily assessed using the log-cumulative hazard plots (i.e. if the
plots overlapped) and Schoenfeld residual test (i.e. if the p-value < 0.05) to confirm the validity of
proportional hazards. When the proportional hazards assumption did not hold, parametric models
were fitted separately to each treatment arm.

Additionally, in order to ensure that any OS extrapolations did not provide implausible estimates
of mortality, all mortality rates used in the model were bound by the age- and gender-specific
natural mortality of the general population as a minimum (calculated using England and Wales
life tables [2017-2019]). Adjustments were made in the model traces to ensure that logical
inconsistencies, such as the proportion of patients alive being less than the proportion of patients
alive and progression-free, could not occur (i.e. PFS was bound by OS as a minimum).

B.3.3.4 Treatment waning

As detailed later in Section B.3.3.7, the base case cost-effectiveness analysis assumed that [|%
of patients receiving dostarlimab continue to receive treatment beyond ||l with | Gz
assumed to discontinue treatment after [ fll. In order to account for the impact of this on the
long-term efficacy associated with dostarlimab specifically within the current base case
extrapolations (particularly the generalised gamma curve for OS, which has a ‘fat’ tail) treatment
waning assumptions were applied in line with UK clinical expert feedback and previous
appraisals of I-O therapies.8% 86 95,9

In the base case cost-effectiveness analysis, treatment waning was applied to the dostarlimab
PFS and OS extrapolations and was assumed to start at ] months, ] months following the
timepoint by which |l of patients have discontinued treatment with dostarlimab.
Treatment waning was assumed to end at [}, at which point, the efficacy associated with
dostarlimab was assumed to be equal to the efficacy associated with current clinical
management. These assumptions were based on feedback from UK clinical experts.
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B.3.3.5 Progression-free survival

Assessment of proportional hazards

A visual comparison of the KM curve for PFS in GARNET and TTNT in the UK RWE cohort
suggests non-proportionality of hazards. Log-cumulative hazard plots show that the two curves
cross twice, once between log (i) months, and a second time at approximately log () months
(Figure 39) and Schoenfeld residual tests reported a p<JJj (Figure 40), confirming that the
proportional hazards assumption was violated between PFS in GARNET and TTNT in the UK
RWE cohort.

Based on these results, it was necessary to fit separate parametric models to PFS in GARNET,
and TTNT in the UK RWE GARNET-like cohort. The choice of parametric models is described in
the following sections.

Figure 39: Log cumulative hazard plot between PFS in GARNET and TTNT in the UK RWE
study

Abbreviations: PFS: progression-free survival; TTNT: time-to-next-treatment; RWE: real-world evidence; UK:
United Kingdom.
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Figure 40: Schoenfeld residual plot between PFS in GARNET and TTNT in the UK RWE
study

Abbreviations: PFS: progression-free survival; TTNT: time-to-next-treatment; RWE: real-world evidence; UK:
United Kingdom.

Dostarlimab

The standard parametric distributions described in Section B.3.3.3 were fitted to the BICR PFS
IPD for the ITT population (N=129) from GARNET. The AIC and BIC values for each of the
extrapolations are summarised in Table 50. Extrapolations of PFS using each model up to five
years are presented in Figure 41 for all functions, to aid investigation of the visual fit of the
distributions to the observed study data, and extrapolations using each model up to 40 years are
presented in Figure 42 to aid investigation of the clinical plausibility of long-term extrapolations.
The extrapolations presented below include a treatment waning effect, as detailed previously in
Section B.3.3.4.

The clinical plausibility of the long-term extrapolations was assessed using feedback from UK
clinical experts, who were asked to estimate the percentage of patients who would be
progression-free following treatment with dostarlimab at various time intervals (3, 5, 10, 15 and
20 years). These estimates are presented in Table 51.

The first radiological tumour response assessment in GARNET resulted in a protocol-driven drop
in PFS by BICR at Week 12, which impacted the ability of standard parametric models to
adequately fit to PFS data. Therefore, flexible spline models (one- and two- knots) were also
explored (Appendix P.3). Spline curves performed well in terms of statistical fit measured by
AIC/BIC (Table 50). However, it was clear that they overestimated long-term PFS and were
considered clinically implausible (based on the clinical expert estimates detailed in Table 51)
compared to the standard parametric models. As such, they were not considered any further.

An alternative approach was also explored, whereby the KM data from GARNET were applied
directly for an initial period of time, after which point, a standard parametric distribution would be
fitted to the remainder of the KM curve. This approach partially mitigated the poor fit of the
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standard parametric distributions to the initial part of the KM curve. However, once the PFS KM
curve begins to flatten, the hazard approaches zero, and there was insufficient follow-up to
model a parametric distribution starting from a later timepoint (if the KM data is applied directly
initially). As such, this approach was not considered further.

Table 50: Summary of goodness-of-fit data for dostarlimab PFS (GARNET ITT population);
standard parametric and spline models

Distribution AlC? AIC rank BIC? BIC rank

Generalised gamma

| |
Weibull [ ] | [ ] |
Gamma [ | | [ | |
Exponential [ | | [ | |
Log-logistic - I - I
Lognormal - I - I
Gompertz [ | | [ | |
irp:(l)ltne hazard with single I I N I
Spline hazard with two knots N | N |

Footnotes: 2 A small AIC or BIC value represents a better goodness of fit.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; ITT: intention-to-treat; PFS:
progression-free survival.

Figure 41: Dostarlimab PFS extrapolations up to five years (GARNET ITT population)
(treatment waning applied)

Abbreviations: PFS: progression-free survival.
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Figure 42: Dostarlimab PFS extrapolations up to 40 years (GARNET ITT population)
(treatment waning applied)

Abbreviations: PFS: progression-free survival.

Table 51: Summary of clinical expert estimates? for the percentage of patients who would
be progression-free at various time intervals following treatment with dostarlimab

Percentage of patients who would be progression-free at each time interval, %
Time Resp10nse Respzonse Resp:;onse Respzonse Respsonse Re5|06onse Rese{onse Mean
S ears i i i i i i i I
Sears i i i i i i i I
Rae | N | | | N . 1 =
Ve | N | | | N . 1 =
D |1 | | | N . 1 | =

Footnote: 2 Responses were provided anonymously, and it is not possible to identify all of the responses from
any one respondent. The responses presented above are arbitrarily ordered from low to high, and therefore all of
the responses in each column were not necessarily provided by the same respondent.

Source: GSK Data on File."®

Based on the statistical fit rankings in Table 50, coupled with the UK clinical expert opinion on the
extrapolations (akin to those presented in Figure 41 and Figure 42) and their estimates of the
percentage of patients who would be progression-free at future timepoints (Table 51), the
generalised gamma and Gompertz models provided were identified as having the best fit to the
observed KM data. However, based on plausibility considering the OS extrapolations, a more
conservative survival curve, the lognormal, was identified for use in the base case:

e The generalised gamma model represented the most plausible extrapolation, predicting that
. I, B2 and % of patients would be progression-free at 5, 10, 15 and 20
years, respectively, which aligned with the clinical expert estimates in Table 51, slightly
underestimating PFS at 5 and 10 years. However, when the generalised gamma model was
considered alongside the clinical expert estimate for the percentage of patients alive at 5, 10,
15 and 20 years, respectively (presented in Section B.3.3.6, Table 58), then it also appeared
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clinically implausible. The mean clinical expert estimates for the percentage of patients alive
at 5, 10, 15 and 20 years were %, %, % and %, respectively. These estimates
were closely aligned with the mean clinical expert estimates for the percentage of patients
who would be progression-free (Table 51), particularly at 10 years (J|% alive versus [}
progression-free), 15 years (|2 alive versus % progression-free) and 20 years (%
alive versus ). Such a close alignment between PFS and OS was considered to be
clinically implausible, and as such, the generalised gamma extrapolation was excluded in
order to prioritise choosing a clinically plausible PFS extrapolation in line with the clinical
expert OS estimates, rather than the clinical expert PFS estimates.

e Alongside the generalised gamma model, the spline models (one and two knots) and the
Gompertz model provided the best statistical fit to the observed data. However, these models
were not considered to provide a clinically plausible long-term extrapolation, estimating that
Bl (Gompertz), 1% (spline hazard with one-knot) and % (spline hazard with two-
knot) of patients would be alive after 40 years, while the mean of the clinical expert
responses indicated that only [J|% of patients would be progression-free at 20 years (Table
51)

e Once the Gompertz and generalised gamma models and the two spline models were
excluded for clinical implausibility, the lognormal and log-logistic models provided the next
best statistical fit to the observed KM data, with the 5" and 6™ lowest AIC and BIC rankings,
respectively. Both models were more conservative than the clinical expert estimates, with the
lognormal model predicting that 1%, %, % and % of patients would be progression-
free after 5, 10, 15 and 20 years, respectively. However, the lognormal model represented
the best fitting, clinically plausible model, once the Gompertz, generalised gamma and spline
models were excluded for clinical implausibility. As such, the lognormal model was chosen in
the base case cost-effectiveness analysis. The log-logistic and generalised gamma models
were considered in scenario analyses.

Current clinical management

As described in Section B.2.3.2 and B.2.11.3, because the NCRAS database does not include
data on progression, remission or recurrence of disease, the UK RWE study could not capture
PFS data. It was therefore necessary to use TTNT as a proxy measure for PFS. Whilst this
measure was validated by clinical experts, UK clinical experts confirmed that TTNT represents a
conservative estimate and likely overestimates PFS, because it is likely that patients would
experience a delay between disease progression and the initiation of their next line of treatment.
Nevertheless, UK clinical experts agreed that TTNT represented the best available proxy for PFS
from the RWE study and this was subsequently used in the base case economic analysis.

IPD were not available as part of the UK RWE study. As such, the KM curves for TTNT for the
GARNET-like cohort of the UK RWE study were used to approximate pseudo-IPD using the
methods detailed in NICE DSU TSD 14.%3 The KM curves were digitised to provide a series of
coordinates corresponding to survival rates over time and an adaptation of the algorithm
developed by Guyot et al. (2012) was performed in R to map from these coordinates, alongside
corresponding risk tables, to approximate the IPD.”3

The standard parametric distributions described in Section B.3.3.3 were fitted to the TTNT
pseudo-IPD for the GARNET-like cohort of the UK RWE study (N=[JJ). The AIC and BIC values
for each of the extrapolations are summarised in Table 52.
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Extrapolations of PFS using each model up to five years and 40 years are presented in Figure 43
and Figure 44, respectively, and represent current clinical management. The clinical plausibility
of the long-term extrapolations was assessed using feedback from UK clinical experts, who were
asked to estimate the percentage of patients who would be progression-free following treatment
with current clinical management at 5, 10, 15 and 20 years. The responses are presented in
Table 53.

Table 52: Summary of goodness-of-fit data for PFS (based on TTNT) for current clinical
management (GARNET-like cohort in the UK RWE study) — standard parametric and
flexible models

Distribution | Amc: | Acrank | BIC® | BICrank
Standard parametric models

Generalised gamma [ | [ |
Weibull [ | [ |
Gamma [ | [ |
Exponential [ | [ |
Log-logistic - l - l
Lognormal - I - l
Gompertz [ | [ |

Footnotes: @ A small AIC or BIC value represents a better goodness of fit.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; RWE: real-world evidence;
TTNT: time to next treatment; UK: United Kingdom.

Figure 43: UK RWE GARNET-like cohort PFS extrapolations (based on TTNT) up to five
years

Abbreviations: PFS: progression-free survival; RWE: real-world evidence; TTNT: time to next treatment;
UK: United Kingdom.
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Figure 44: UK RWE GARNET-like cohort PFS extrapolations (based on TTNT) up to 40
years

Abbreviations: RWE: real-world evidence; TTNT: time to next treatment; UK: United Kingdom.

Table 53: Summary of clinical expert estimates for the percentage of patients who would
be progression-free at various time intervals following treatment with current clinical

management
Percentage of patients who would be progression-free at each time interval, %
Timepoint Resp10nse Respzonse Res%onse Res;:‘onse Respsonse Res%onse Resp70nse Mean
5 years I I I I I I _ |
10 years | | I | I I I N
15 years | | I | I I I N
20 years | | I | I I I N

Footnote: Responses were provided anonymously, and it is not possible to identify all of the responses from any
one respondent. The responses presented above are arbitrarily ordered from low to high, and therefore all of the

responses in each column were not necessarily provided by the same respondent.
Source: GSK Data on File.

According to both goodness of fit statistics and visual inspection, the extrapolations for PFS
(based on TTNT) were less sensitive to the choice of parametric distribution compared to the
PFS extrapolations for dostarlimab, likely due to the increased sample size and longer duration
of follow-up in the UK RWE GARNET-like cohort compared to GARNET.

The log-logistic and lognormal curves provided the best statistical fit according to AIC and BIC,
respectively. The log-logistic model resulted in clinically plausible long-term extrapolations,
predicting that [J§%, 1%, I and % of patients would be progression-free at 5, 10, 15 and
20 years, respectively. These estimates were similar to the clinical expert mean estimates of
. I, I and % at the same time points, respectively, slightly underestimating PFS at
each timepoint. However, the other parametric models all resulted in slightly lower, albeit similar,
estimates of the percentages who were progression-free at each time point, while they also
provided a worse statistical fit. As such, the log-logistic model was used in the base case cost-
effectiveness analysis, while the lognormal model was considered in a scenario analysis.
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In addition to the scenario analyses exploring alternative PFS extrapolations for current clinical
management based on the UK RWE study data, a scenario analysis was also conducted using
TTD as a potential proxy for PFS, instead of TTNT, as it is likely that the true PFS for current
clinical management lies between TTNT and TTD (see Section B.3.8.3).

Summary of base case extrapolations (PFS)

A summary of the base case extrapolations for PFS for dostarlimab and current clinical
management is presented in Table 54. Additionally, scenario analyses were conducted varying
the extrapolations for dostarlimab or current clinical management (Section B.3.8.3).

Table 54: Summary of the base case extrapolations for PFS for dostarlimab and current
clinical management

Dostarlimab Current clinical management

Base case extrapolation Lognormal Log-logistic

Abbreviations: PFS: progression-free survival.

B.3.3.6 Overall survival

Assessment of proportional hazards

The results of the proportional hazards assessment for OS suggested that it was reasonable to
assume proportional hazards between patients in GARNET and the UK RWE GARNET-like
cohort with respect to OS. The log cumulative hazard plots (Figure 45) appeared to run
reasonably parallel, although the two curves did cross once at approximately log ] month.
However, the Schoenfeld residual test (Figure 46) suggested that the proportional hazards
assumption did hold between the two populations (p=|jjii).

Figure 45: Log cumulative hazard plot between OS in GARNET and the UK RWE study

Abbreviations: OS: overall survival; RWE: real-world evidence; UK: United Kingdom.
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Figure 46: Schoenfeld residual plot between OS in GARNET and the UK RWE study

Abbreviations: OS: overall survival; RWE: real-world evidence; UK: United Kingdom.

Nevertheless, the fitting of independent parametric models was considered to be a more robust
approach for the base case cost-effectiveness analysis, given the fundamental difference in
mechanism of action between dostarlimab, and the cytotoxic chemotherapies that constitute
current clinical management. As described in Section B.1.3.6 and Section B.2.10, dostarlimab is
a novel I-O therapy, which enables a patient’'s own immune system to mount an anti-tumour
response. Notably, successful treatment response following I-O therapies manifests differently,
and may include a delayed response, compared to conventional cytotoxic chemotherapy, and
longer-term treatment benefits even after treatment discontinuation.52 6566

Moreover, the application of a HR to the dostarlimab PFS and OS extrapolations, and the joint
fitting of the curves, would inherently assume that the comparator chemotherapy will be
associated with survival functions that display a similar shape and follow a similar trajectory to
the dostarlimab survival functions, including the potential for long-term benefit and the extended
tail of the KM curves that is the hallmark of I-O therapies. Based on the published evidence of
chemotherapy for patients with recurrent or advanced EC in the post-platinum setting (Appendix
D.4.6), this assumption was considered unlikely.

Considering this, and the availability of robust data for current clinical management from the UK
RWE GARNET-like cohort (which included ] patients who were followed-up between 1st
January 2013 and 30" September 2020), the decision was made to independently fit parametric
models to GARNET and the UK RWE GARNET-like cohort in the base case cost-effectiveness
analysis.

As the proportional hazards assumption was seen to hold for OS between GARNET and the UK-
RWE GARNET-like cohort, a scenario was explored whereby the same extrapolation
(generalised gamma) was used for OS for both dostarlimab and current clinical management
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(Section B.3.8.3). Additionally, scenario analyses were conducted to explore the use of the OS
HRs derived for the UK RWE MAIC (detailed in Section B.2.7.1) to the dostarlimab OS
extrapolation (Section B.3.8.3), to explore the impact of any potential differences between the

GARNET ITT population and the UK RWE GARNET-like cohort.

Dostarlimab

As with PFS, the standard parametric distributions and flexible models in Section B.3.3.3 were
fitted to the OS IPD for the ITT population (N=129) in GARNET. The AIC and BIC values for
each of the extrapolations are summarised in Table 55. Extrapolations using each model up to
five years and 40 years are presented in Figure 47 and Figure 48, respectively. The
extrapolations presented below include a treatment waning effect, as detailed previously in

Section B.3.3.4.

In order to review the clinical plausibility of the extrapolations presented, the predicted number of
patients alive based on parametric extrapolations were reviewed against feedback from UK
clinical experts, who provided estimates for the percentage of patients who would be alive
following treatment with dostarlimab at various time intervals (3, 5, 10, 15 and 20 years). The

responses are presented in Table 56.

Table 55: Summary of goodness-of-fit data for dostarlimab OS (GARNET ITT population)
standard parametric and spline models

Distribution

AlC?

AIC rank

BIC?

BIC rank

Generalised gamma

Weibull

Gamma

Exponential

Log-logistic

Lognormal

Gompertz

Spline hazard with single
knot

Spline hazard with two knots

Footnotes: # A small AIC or BIC value represents a better goodness of fit.

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; ITT: intention-to-treat; OS:

overall survival.
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Figure 47: Dostarlimab OS extrapolations up to five years (GARNET ITT population)
(treatment waning applied)

Abbreviations: OS: overall survival.

Figure 48: Dostarlimab OS extrapolations up to 40 years (GARNET ITT population)
(treatment waning applied)

Abbreviations: OS: overall survival.

Table 56: Summary of clinical expert estimates? for the percentage of patients who would
be alive at various time intervals following treatment with dostarlimab

Percentage of patients who would be alive at each time interval, %
Time Resp10nse Respzonse Resp30nse Resp:tonse Res%onse ReS|36onse ResQ,onse Mean®
de | N N N N N N 1 =
rre | N N N N N 1 =
R |1 _ I | N N N 1 =
G| 1 | N N N N 1 =
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20
years I i I I _ | _ |

Footnotes: @ Responses were provided anonymously, and it is not possible to identify all of the responses from
any one respondent. The responses presented above are arbitrarily ordered from low to high, and therefore all of
the responses in each column were not necessarily provided by the same respondent.

b Responses predicting less than X patients alive at a given time interval were included as an estimate of X
patients in the mean calculations.

The OS extrapolations appeared to provide a good fit to the observed KM data. The generalised
gamma and lognormal models provided the best statistical fit according to AIC and BIC,
respectively.

These two models were then reviewed against the UK clinical expert estimates for the
percentage of patients alive at long-term time points, as detailed in Table 56. The mean clinical
expert estimates for the percentage of patients alive at 5, 10, 15 and 20 years were 1%, I
25 and 1%, respectively. With treatment waning applied, the generalised gamma model
predicted that 1%, %, Il% and % of patients would be alive at the same time points,
while the lognormal model predicted that [[Jl§%, [, I% and % of patients would be alive at
5,10, 15 and 20 years, respectively.

Of the two models, the generalised gamma model was considered to provide the most clinically
plausible long-term extrapolations, with predicted landmark survival estimates more closely
aligned with the clinical expert feedback. The lognormal model underestimated the patients who
would be alive at each timepoint and was considered less clinically plausible.

In addition to the clinical expert feedback, the percentage of patients alive after 5, 10, 15 and 20
years following treatment with dostarlimab is supported by evidence of a number of patients who
experience durable responses following treatment with dostarlimab; of the patients who
experience a response to treatment with dostarlimab, there was an [J§% chance of maintaining
the response to Month 18, respectively. This is supported by the outcomes observed for previous
I-O therapies, where patients have shown evidence of long-term remission and survival, even
following discontinuation of treatment. 52 65. 66

As such, the generalised gamma model, inclusive of treatment waning, was chosen as the base
case extrapolation for OS, as the model in closest alignment with the clinician predicted
estimates of long-term survival. A scenario analysis excluding treatment waning was also
considered.

The lognormal model was additionally considered in a scenario analysis, as one of the two
models with the best statistical fit, and the next-most clinically plausible long-term extrapolations
after the generalised gamma model. However, it is clear that when treatment waning was
applied, the lognormal curve substantially underestimated the predicted numbers of patients alive
at 5, 10, 15 and 20 years, compared to the clinical expert estimates in Table 56 and is therefore
not clinically plausible. As such, the lognormal scenario did not apply a treatment waning effect;
the resulting predictions of 1%, I, % and 1% of patients alive at 5, 10, 15 and 20
years were much more aligned with the clinical expert estimates at each timepoint respectively,
and could be considered more clinically plausible, compared to the predictions from the
lognormal model with treatment waning applied.
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Current clinical management

The KM curves for OS for the GARNET-like cohort of the UK RWE study were used to
approximate pseudo-IPD using the methods detailed in NICE DSU TSD 14, and described in
Section B.3.3.5 for PFS.%3

The standard parametric distributions described in Section B.3.3.3 were fitted to the OS pseudo-
IPD for the GARNET-like cohort of the UK RWE study (N=JJlJ). The AIC and BIC values for each
of the extrapolations are summarised in Table 57.

Extrapolations of OS using each model up to five years and 40 years are presented in Figure 49

and Figure 50, respectively. The clinical plausibility of the long-term extrapolations was assessed
using feedback from UK clinical experts, who were asked to estimate the percentage of patients

who would be progression-free following treatment with current clinical management at 5, 10, 15
and 20 years. The responses are presented in Table 58.

Table 57: Summary of goodness-of-fit data for OS for current clinical management
(GARNET-like cohort in the UK RWE study) — standard parametric and flexible models

Distribution | Amc: | Acrank | BIc® | BICrank
Standard parametric models

Generalised gamma [ | [ |
Weibull [ | [ |
Gamma I | I |
Exponential - I - I
Log-logistic - I - I
Lognormal - I - l
Gompertz I | ] |

Footnotes: ? A small AIC or BIC value represents a better goodness of fit.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; OS: overall survival; RWE:
real-world evidence; UK: United Kingdom.

Figure 49: UK RWE GARNET-like cohort OS extrapolations up to five years

Abbreviations: OS: overall survival; RWE: real-world evidence; UK: United Kingdom.
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Figure 50: UK RWE GARNET-like cohort OS extrapolations up to 40 years

Abbreviations: OS: overall survival; RWE: real-world evidence; UK: United Kingdom.

Table 58: Summary of clinical expert estimates? for the percentage of patients who would
be alive following treatment with current clinical management

Percentage of patients who would be alive at each time interval

Time | Response | Response | Response | Response | Response | Response | Response | Mean®

1 2 8 4 5 6 7
5
years | | | | | | | L
10
years | | | | | | | |
15
years | | | | | | | |
20
years | | | | | | | |

Footnote: 2 Responses were provided anonymously, and it is not possible to identify all of the responses from
any one respondent. The responses presented above are arbitrarily ordered from low to high, and therefore all of
the responses in each column were not necessarily provided by the same respondent. ® Responses predicting
less than X patients alive at a given time interval were included as an estimate of X patients in the mean
calculations.

Source: GSK Data on File.

As for PFS, according to both goodness of fit statistics and visual inspection, the extrapolations
for OS for the UK RWE were less sensitive to the choice of parametric distribution in comparison
to the extrapolations for dostarlimab in GARNET. The log-logistic and lognormal curve provided
the best statistical fit according to AIC and BIC. All of the extrapolations resulted in broadly
similar landmark survival estimates.

The log-logistic extrapolation predicted that %, %, % and % of patients would be alive
at 5, 10, 15 and 20 years, respectively, while the lognormal extrapolation predicted that [J§%,
.. Il and % of patients would be alive at 5, 10, 15 and 20 years, respectively. In
comparison, the mean clinical expert estimates predicted that [JJ§%, I, I and % of
patients would be alive at 5, 10, 15 and 20 years, respectively. While both models slightly
underestimated OS compared to the clinical expert estimates, particularly at 5 and 10 years, both
models could be considered clinically plausible. Nevertheless, the log-logistic model resulted in
the highest landmark survival estimates for all time points after ten years, so was considered to

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 151 of 222



be more clinically plausible than any of the other models.

As such, and considering the log-logistic model provided the best fit to the observed data, the
log-logistic extrapolation was used in the base case cost-effectiveness analysis. A scenario
analysis was conducted using the lognormal model.

Summary of base case extrapolations (OS)

A summary of the base case extrapolations for OS for dostarlimab and current clinical
management is provided in Table 59. Additionally, scenario analyses were conducted varying the
extrapolations for dostarlimab or current clinical management, and two scenarios were
conducted where OS for current clinical management was calculated by applying the HRs from
Scenario 1 and Scenario 2 of the UK RWE MAIC (detailed in Section B.2.7.1) to the OS
extrapolation for dostarlimab (Section B.3.8.3).

Table 59: A summary of the base case extrapolations for OS for dostarlimab and current
clinical management

Dostarlimab Current clinical management

Base case extrapolation Generalised gamma Log-logistic

Abbreviations: HR: hazard ratio; OS: overall survival.

B.3.3.7 Time on treatment

Assessment of proportional hazards

The proportional hazards assessment was violated between ToT in GARNET and TTD in the UK
RWE cohort. The log cumulative hazard plots (Figure 51) were shown to cross and not parallel,
and the Schoenfeld residual test (Figure 52) confirmed that the proportional hazards assessment
was violated (p<|Jl}). As such, it was necessary to fit separate parametric models to ToT in
GARNET and TTD in the UK RWE GARNET-like cohort. This process is described in the
following sections.
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Figure 51: Log cumulative hazard plot between ToT in GARNET and TTD in the UK RWE
study

Abbreviations: RWE: real-world evidence; ToT: time on treatment; TTD: time to discontinuation; UK: United
Kingdom.

Figure 52: Schoenfeld residual plot between ToT in GARNET and TTD in the UK RWE
study

Abbreviations: RWE: real-world evidence; ToT: time on treatment; TTD: time to discontinuation; UK: United
Kingdom.

Dostarlimab

In line with the approach for PFS and OS, the standard parametric distributions described in
Section B.3.3.3 were fitted to the ToT data for the ITT population (N=129) in GARNET to
estimate ToT for dostarlimab within the model. The AIC and BIC values for each of the
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extrapolations are summarised in Table 60. Extrapolations of ToT using each model up to five
years are presented in Figure 53 for all functions.

UK clinical expert opinion indicates that, regardless of whether patients are continuing to derive
clinical benefit from dostarlimab, they would likely not receive dostarlimab any longer than
B B st receiving dostarlimab at |l were assumed to discontinue
treatment at this point in the base case cost-effectiveness analysis. Long-term extrapolations
beyond |l for ToT for dostarlimab were therefore not required.

Table 60: Summary of goodness-of-fit data for dostarlimab ToT (GARNET ITT population)
standard parametric and spline models

Distribution |  Alc® | AICRank | BIc® | BICRank

Standard parametric models

Generalised gamma - l - l
Weibull ] | ] |
Gamma I i [ |
Exponential - l - I
Log-logistic - l - I
Lognormal I i [ |
Gompertz - l - l
Spline hazard with single knot ] i [ i
Spline hazard with two knots ] [ [ ] i

Footnotes: @ A small AIC or BIC value represents a better goodness of fit.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; ITT: intention-to-treat; ToT:
time on treatment.

Figure 53: Dostarlimab ToT extrapolations up to five years (GARNET ITT population)

Abbreviations: ToT: time on treatment.

The Gompertz and loglogistic models were considered to provide the best statistical fit to the ToT
data according to AIC and BIC, respectively.

Currently, the observed data from GARNET estimate that the probability of remaining on
dostarlimab at two years is l%. This is likely an overestimation, considering the KM curve for
ToT in GARNET has only il patients at risk (<JJ) beyond 21 months. Censoring towards the
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end of the tail (i.e. patients who had a shorter follow-up of less than 24 months were censored
even though they may have still been receiving dostarlimab), together with the remaining long
time responders in GARNET, led to the plateau observed in the KM data from Month 21 onwards
and may reflect an overestimation of the probability of patients remaining on treatment at Month
24 and beyond.

Accordingly, UK clinical experts indicated that based on their clinical experience with other [-O
therapies, they would expect the real-world percentage of patients receiving dostarlimab after
I ould likely be between [§% and %, notably lower than the % predicted by the
GARNET ToT KM curve, and the percentages of patients on treatment at two years predicted by
all of the long-term extrapolations presented in Figure 53.

All of the models, with the exception of the exponential model, could be considered clinically
implausible, when reviewed against the clinical expert feedback, with all of the models predicting
>J1% of patients receiving treatment at two years. While the exponential model could be
considered to be clinically plausible, the exponential model provided the worst statistical fit to the
observed data over the first two years and was therefore excluded.

Of the remaining models, the models providing the best statistical fit, the Gompertz model and
the spline model with two knots, were considered to be the most clinically implausible, predicting
the highest number of patients remaining on treatment at five years (Jj% and %) of all the
models. As UK clinical experts indicated that no more than l% of patients would continue to
receive dostarlimab after [, these models were excluded due to clinical implausibility.
Following their exclusion, the log-logistic model provided the next best statistical fit, while also
providing slightly more plausible long-term extrapolations for ToT (Jl|% of patients receiving
treatment at five years).

However, while the log-logistic model provides the best statistical fit to the observed data once
the Gompertz and spline with two knots were excluded, it still resulted in clinically implausible
extrapolations after [JJJll. 'n order to account for this discrepancy, an adjustment was applied
to better reflect the anticipated real-world prescribing of dostarlimab. UK clinical experts indicated
that they would expect at least l% of patients to remain on treatment with dostarlimab following
I 214 indicated that no more than [|% of patients would continue on treatment.

Time on treatment: adjustment to anticipated real-world prescribing

An adjustment was applied in the base case cost-effectiveness analysis in order to reflect the
anticipated real-world prescribing of dostarlimab, which UK clinical experts noted would likely be
between % and J%. Considering the uncertainty associated with the true value, the base case
cost-effectiveness analysis assumed that [|% of patients would continue to receive dostarlimab
after |, while % was explored in a scenario analysis.

UK clinical expert opinion indicated that, regardless of whether patients are continuing to derive
clinical benefit from dostarlimab, they would likely not receive dostarlimab any longer than
B /s such, [l patients still receiving dostarlimab at || lll were assumed to
discontinue treatment at this point in the base case cost-effectiveness analysis.

The resulting dostarlimab ToT extrapolation, following adjustment for anticipated real-world
prescribing of dostarlimab at [} and |l is presented in Figure 54. The log-logistic
extrapolation was followed for the first | i}, at which point, the patients on treatment were
adjusted to account for anticipated real-world prescribing, with [J|% of patients continuing
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treatment. After ||| | | |, GG 2 2ssumed to discontinue treatment.

Figure 54: Dostarlimab ToT extrapolation adjusted for anticipated real-world prescribing
of dostarlimab

Abbreviations: ToT: time on treatment.

A similar dichotomous treatment duration was considered appropriate for decision making in
TA517, where clinical expert feedback indicated that the majority of patients receiving treatment

with avelumab (an I-O therapy), IENEEEEEE - d patients

remaining on treatment at five years would immediately discontinue.®”

In order to investigate the assumptions regarding time on treatment for dostarlimab in the base
case cost-effectiveness analysis, scenario analyses were conducted, varying the percentage of
patients who are assumed to continue treatment with dostarlimab after |l and the

timepoint at which [ These scenarios are

detailed in Section B.3.8.3.

Current clinical management

In line with the approach for PFS and OS, the standard parametric distributions described in
Section B.3.3.3 were fitted to ToT data for the GARNET-like cohort (N=[Jff) in the UK RWE study.
The AIC and BIC values for each of the extrapolations are summarised in Table 61.
Extrapolations of ToT using each model up to five years are presented in Figure 55. It is
assumed that by five years, all patients would have discontinued treatment with current clinical
management, and therefore, consideration of longer-term extrapolations beyond five years is not
required.

Table 61: Summary of goodness-of-fit statistics for current clinical management ToT —
standard parametric and flexible models

Distribution | Ac® | AICRank | BiIc® | BICRank

Standard parametric models

Generalised gamma

Weibull
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Gamma [ | |
Exponential [ | |
Log-logistic [ | |
Lognormal - I I
Gompertz [ | |

Footnotes: 2 A small AIC or BIC value represents a better goodness of fit.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; RWE: real-world evidence;
ToT: time on treatment; UK: United Kingdom.

Figure 55: Current clinical management ToT extrapolations up to five years

Abbreviations: ToT: time on treatment.

According to both AIC and BIC, the generalised gamma and gamma model provided the best fit
to the observed ToT data from the UK RWE study. The generalised gamma model was therefore
included in the base case cost-effectiveness analysis for ToT for the UK RWE.

Summary of base case extrapolations

The assumptions for ToT for dostarlimab and current clinical management in the base case cost-
effectiveness analysis are presented in Table 62.

Table 62: A summary of the assumptions in the base case for ToT for dostarlimab and
current clinical management

Patients who Current clinical

Dostarlimab
ToT
extrapolation

continue to
receive
dostarlimab

after | N

Timepoint at
which
]
discontinue
dostarlimab

management ToT
extrapolation

Base case
analysis

Log-logistic

| B4

Generalised gamma

Abbreviations: ToT: time on treatment.

B.3.3.8 Adverse events

Dostarlimab

For AEs associated with dostarlimab, the incidence of any Grade 3 or 4 treatment-emergent AEs
that occurred in 25% of patients were included in the model and derived from the GARNET trial
(ITT population) — see Table 34 in Section B.2.8.2.
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Current clinical management

AEs were not collected within the UK RWE study, and therefore AE data for the current clinical
management comparator were not available.

AEs were identified in the published literature for each of the individual treatment regimens
included as part of current clinical management in the base case cost-effectiveness analysis. The
incidence of AEs for each treatment regimen were then assigned to each regimen, based on the
weighting of each individual regimen as part of the current clinical management basket.

Initially, the trials identified within the clinical SLR were reviewed for published AE data.
However, only the ZoptEC trial reported AE data in sufficient granularity (as part of the IPD
obtained by GSK) to allow it to be used in the base case cost-effectiveness model. Therefore, a
series of targeted literature searches were conducted in order to identify the best possible proxy
AE data for the individual regimens included as part of current clinical management in other
oncology indications with patient populations matching patients in GARNET as closely as
possible. The sources that were identified and used to derive the AEs for the individual treatment
regimens, and the patient population included in each study, are also detailed in Appendix P.2.

The AEs included within the base case cost-effectiveness analysis for dostarlimab and current
clinical management are presented in Table 63. A summary of the AEs identified in the literature
for each of the individual treatment regimens that make up current clinical management, or
treatment regimens included in individual scenario analyses is presented in Appendix P.2.

Within the model, AEs were applied in the first model cycle, to reflect the assumption that events
of high severity are most likely to be experienced during the initial phases of treatment.
Disutilities and costs associated with AEs are described in Section B.3.4.4 and B.3.5.4,
respectively.

Table 63: AE rates included within the base case cost-effectiveness analysis

_Grad;a 3or4d ?reatment-emergent AEs occurring Dostarlimab Current clinical
in 25% of patients management
Sample size 129 NA
Abdominal pain, % B 0.0
Allergic reactions, % [ 2.8
Anaemia, % [ | 4.1
Fatigue, % B 3.8
Hand and foot syndrome, % B 2.7
Leukopenia, % B 1.3
Mucosal inflammation, % B 0.8
Nausea, % B 1.2
Neutropenia, % B 24.8
Sensory neuropathy, % [ 2.2
Stomatitis, % [ | 0.7
Thrombocytopenia, % [ 5.3
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Vomiting, % [ 15

Investigation - Neutrophil count decreased, % B 0.0

Investigation - White blood cell decreased, % B 0.0

Source GARNET. (ITT Appendix P.2
population)

Footnote: The incidence of any Grade 3 or 4 TEAE that occurred in 25% of patients for each of the individual
treatment regimens that make up current clinical management were included in the model. Once these AEs were
subsequently re-weighted, some of the AEs were applied at a frequency of less than 5%.

Abbreviations: AE: adverse event; NA: not applicable; ITT: intention-to-treat.

B.3.4 Measurement and valuation of health effects

B.3.4.1 Health-related quality-of-life data from clinical trials

EQ-5D-5L data were collected in the GARNET trial, but only following protocol amendment 3,
reducing the total number of patients included in the utility analysis. In total, 106 patients in the
ITT population of GARNET had HRQoL data available at one or more timepoints and were
included in the utility analysis.

The EQ-5D-5L data collected in GARNET were cross-walked to the EQ-5D-3L using the Van
Hout et al. (2012) algorithm, in line with the most recent NICE position statement.?”- %8 The results
of the cross-walk were subsequently valued using Dolan et al. (1997), which provides the
standard UK EQ-5D-3L weights.*®

A series of regression models were fitted to the cross-walked data to estimate the utility values.
To account for the correlation between repeated measures from patients at separate timepoints,
a generalised estimating equation approach was adopted, using pseudonymised patient
identifiers to identify repeated sampling from individuals.

One of the covariates considered in the base case was progression status (pre- or post-
progression). However, in addition to disease progression, there is a growing body of evidence
which highlights that a patient's HRQoL declines substantially in the weeks and months prior to
death.88 As such, the regression model to predict utility values used in the base case analysis
considered both disease progression and time to death. Time to death was modelled as a binary
variable; patients were classified as “close to death” if they were <5 cycles from death; all other
patients were classified as “not close to death”. This threshold was selected to ensure that
sufficient numbers of responses were included from patients “close to death”, as alternative
thresholds nearer to death resulted in extremely limited sample sizes.

In order to explore the impact of considering time-to-death as a covariate, a second regression
model was also included in a scenario analysis, which only considered baseline utility and post-
versus pre-progression, and excluded time to death as a covariate.

The health state utilities estimated by these regression models are presented in Table 64.
Further details of these regression models are provided in Appendix P.5, including the baseline
utility values.

Table 64: Health state utility values predicted from GARNET

Utility values

Health state - - -
Base case (including time to death)

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 159 of 222



Pre-progression (>5 cycles from death)

Pre-progression (<5 cycles from death)

Post-progression (>5 cycle from death)

Post-progression (<5 cycle from death)

B.3.4.2 Mapping
As EQ-5D data were available directly from the GARNET trial, no further mapping was required.

B.3.4.3 Health-related quality-of-life studies

A SLR was conducted to identify any published utility values estimated for patients with recurrent
or advanced EC who have progressed on or after platinum-based chemotherapy. Full details of
the methodology and results of this SLR are presented in Appendix H.

As detailed in Appendix H.3, three publications were identified reporting utility values for patients
with recurrent or advanced EC: Hildebrant et al. (2014), Lachance et al. (2008) and Stahl et al.
(2018).100-102

The utility values reported in Hildebrant et al. (2014) have low validity: due to the limited
applicability of German patient EQ-5D data to a UK setting, the small sample size present in the
study (N=20) meaning there is limited data to inform health state utility values required for an
oncology model.'® Additionally, there is a paucity of data to distinguish between advanced
patients who have and have not received previous treatment with platinum-based
chemotherapy.'%°

The reported utility values in Lachance et al. (2008) were elicited from nine clinical experts. In
addition to concerns with the small sample size of experts, there were limited details reported
concerning the methods of expert recruitment, and how the elicitation exercise were
conducted.'' These same utility values were also used in the third publication that was
identified: Stahl et al. (2018).1%2

Given the limitations associated with the published utility values identified in the economic SLR,
the utility values derived from GARNET were preferred for the cost-effectiveness analyses
presented in this submission, as outlined above.

B.3.4.4 Adverse reactions

The rates of AEs for patients on dostarlimab and relevant comparators in the model are detailed
in Section B.3.3.8.

The impact of AEs on HRQoL was incorporated by applying a one-off utility decrement for each
AE. Utility decrements were applied on an absolute (rather than relative) basis and applied in the
first model cycle. Whilst the application of AE disutilities may be considered double-counting, it
was considered important to capture the additional disutility associated with AEs experienced by
patients receiving current clinical management, given the toxicity associated with chemotherapy.

The toxicity associated with chemotherapy is not captured in the pre-progression health state
utility values, as these were derived from patients receiving dostarlimab in GARNET and then
applied to patients receiving dostarlimab and current clinical management in the base case cost-
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effectiveness analysis. The impact of excluding these disutilities was explored in a scenario
analysis (Section B.3.8.3).

Additionally, the frequency at which the HRQoL data were collected in the GARNET trial was not
sufficient enough to necessarily capture all the utility decrements resulting from AEs for patients
receiving dostarlimab.

Due to the paucity of data for patients with EC in the literature, AE disutility estimates were
informed by published evidence applied in gynaecological cancer NICE TAs and were validated
with UK clinical experts. The utility decrements used in the base case cost-effectiveness analysis
are detailed in Table 65.

Table 65: Adverse event disutilities

Adverse event Disutility Source

Abdominal pain —0.069 ls\l;%i ;’?E:)i(l)r:T (Doyle et al. [2008]'%4 assumed the
Allergic reactions -0.116 Assumed equal to hand and foot syndrome
Anaemia -0.119 NICE TA620"%% (Swinburn et al. [2010]'%9)
Fatigue -0.073 NICE TA620'% (Nafees et al. [2008]'6)
Hand and foot syndrome -0.116 Lloyd et al. (2006)'°7

Leukopenia -0.090 Assumed equal to neutropenia

Mucosal inflammation -0.151 Assumed equal to stomatitis

Nausea -0.045 NICE TA528108

Neutropenia -0.090 NICE TA620'% (Nafees et al. [2008])
Sensory neuropathy -0.116 Assumed equal to hand and foot syndrome
Stomatitis -0.151 Lloyd et al. (2006)'°7

Thrombocytopenia -0.090 Assumed equal to neutropenia

Vomiting -0.103 Lloyd et al. (2006)"07

Investigations

Investigation:

white blood cell 0.000 Assumed to have no utility impact
decreased

Investigation:

neutrophil count 0.000 Assumed to have no utility impact
decreased

Abbreviations: NICE: National Institute for Health and Care Excellence; TA: technology appraisal.

B.3.4.5 Age-adjusted utility values

Utility decrements associated with age were derived using regression coefficient published by
Ara and Brazier (2010).1%°

Utility = 0.9508566 + (0.02121216 X male) — (0.000259 X age) — (0.000033 x age?)

The above equation provides estimates of EQ-5D utility scores for adults in the general
population by age and gender. To equate these estimates to the EC population, the proportional
reduction in utility at each age relative to model baseline age was calculated and applied to the
health state utility estimates on a multiplicative basis in the base case cost-effectiveness
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analysis. A scenario analysis was conducted where age-adjusted utility values were not applied.

B.3.4.6 Health-related quality-of-life data used in the cost-effectiveness

analysis

A summary of the utility values used in the base case cost-effectiveness analysis is presented in

Table 66.

Table 66: Summary of utility values used in the base case cost-effectiveness analysis

decreased

Model health state il Refere_ncg n Justification
value submission
Health states
(>5 cycles from death) I Section B.3.4.1 | in GARNET and cross-walked to
EQ-5D-3L. There is a growing
Pre-progression . body of evidence which highlights
(<5 cycles from death) L Section B.3.4.1 that a patient’'s HRQoL declines
substantially in the weeks and
Post-progression . months prior to death.88 As such,
(>5 cycle from death) - Section B.3.4.1 baseline utility, disease
: progression and time to death
Post-progression [ ] Section B.3.4.1 | Wwere considered as covariates in
(=5 cycles from death) the base case utility analysis.
Adverse events
Abdominal pain -0.069 Section B.3.4.4
Allergic reactions -0.116 Section B.3.4.4
Anaemia -0.119 Section B.3.4.4
- ~ . Whilst the application of AE
Fatigue 0.073 Section B.3.4.4 disutilities may be considered
Hand and foot syndrome -0.116 Section B.3.4.4 double-counting, it was
Leukopenia ~0.090 Section B.3.4.4 | considered important to capture
- - - the additional disutility associated
Mucosal inflammation -0.151 Section B.3.4.4 | \vith AEs experienced by patients
Nausea -0.045 Section B.3.4.4 receiving current cIinica_I .
Neutropenia -0.090 Section B.3.4.4 mana_gement_ given the toxicity
associated with chemotherapy.
Sensory neuropathy -0.116 Section B.3.4.4 The impact of including these
Stomatitis -0.151 Section B.3.4.4 disutilities was explored in a
- - scenario analysis, whereby the
Thrombocytopenia -0.090 Section B.3.4.4 inclusion of these AE disutilities
Vomiting -0.103 Section B.3.4.4 was removed (see Section
- B.3.8.3).
Investigation: .
white blood cell decreased 0.000 Section B.3.4.4
Investigation:
neutrophil count 0.000 Section B.3.4.4

Abbreviations: EQ-5D-5/3L: EuroQoL-5 dimensions-5/3 levels; HRQoL: health-related quality of life.

B.3.5 Cost and healthcare resource use identification,
measurement and valuation

The economic analysis was conducted from an NHS and personal social services (PSS)
perspective and therefore only included costs that would be incurred by the NHS and PSS.
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Appropriate sources of unit costs, such as NHS reference costs 2018/19, the British National
Formulary (BNF), Personal Social Services Research Unit (PSSRU) costs, and the electronic
Marketing Information Tool (eMIT) were used to inform the cost inputs in the model.''%13 |n the
absence of any additional sources of evidence, assumptions were made where necessary for
specific cost/resource inputs included in the model and validated through discussions with UK
clinical experts.

A SLR was conducted to identify cost and resource use data for adult patients with recurrent or
advanced EC. Full details of the search strategy, study selection process and results are
presented in Appendix I.

The SLR identified 2,902 publications, of which 250 were selected for full review. Seven
publications (five unique studies) reporting relevant cost and resource use data were identified in
patients with recurrent or advanced EC. However, the cost and resource use reported in these
publications provided limited data on unit costs, treatment costs and AE costs and were therefore
not considered further for inclusion within the economic analysis.

B.3.5.1 Intervention and comparator drug acquisition costs and resource use

Drug acquisition costs for dostarlimab and the relevant comparator treatments comprising current
clinical management were derived from the BNF for branded therapies and the eMIT for generic
therapies, based on the dosing regimens for each therapy as detailed in Section B.3.2.3 (Table
48). Where required, mean patient characteristics from GARNET were used to calculate
appropriate doses as detailed in Section B.3.3.1 (Table 49).

For current clinical management, drug acquisition costs were based on a weighted average of
the individual treatment regimens that were received by 25% of patients in the GARNET-like
cohort of the UK RWE study, in addition to hormone therapy, as detailed in Section B.3.2.3. The
inclusion of individual treatment regimens that were received by =25% of patients only applies to
the treatment acquisition costs and AEs — the efficacy is derived from the aggregate of all
patients in the UK RWE GARNET-like cohort, regardless of the treatments that they received.
This approach was validated by an independent health economist expert and was considered
reasonable given it covered the treatments received by >75% of patients in the UK RWE study,
and the treatments specified in the NICE scope.

For hormone therapy, drug acquisition costs were based on a weighted average (50:50) of the
costs for medroxyprogesterone and letrozole, which was based on feedback from UK clinical
experts that these hormone therapies would be the most commonly used in patients with
recurrent or advanced dMMR/MSI-H EC who have progressed on or following prior treatment
with a platinum-containing regimen in UK clinical practice. Given the difference in costs between
different hormone therapies is small, it was not considered that this assumption would have a
large impact on results, but a scenario analysis was conducted assuming 100% of patients
receiving hormone therapy received letrozole, given this is the cheaper of the two, as a
conservative scenario.

The list prices for the comparator therapies were taken from either the eMIT (for therapies
available to the NHS as generic medicines) or the BNF.""" 13 The costs associated with each
treatment regimen are detailed in Table 67.

In the base case cost-effectiveness analysis, PLD is the only form of doxorubicin included, as
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PLD was the only form of doxorubicin received by 25% of patients in the UK RWE study. This is
aligned with UK clinical expert opinion, which indicated that PLD would be the predominant form
of doxorubicin used in UK clinical practice and that doxorubicin monotherapy (“naked”
doxorubicin) is rarely used. However, in a scenario analysis, an individual comparison was
conducted versus doxorubicin monotherapy, where doxorubicin monotherapy cost was
comprised of a weighted average of [J§% “naked” doxorubicin monotherapy and [J§% PLD, in
line with the proportions of patients receiving each treatment in the UK RWE study.
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Table 67: Drug acquisition unit costs for dostarlimab and relevant comparators

No. of Cost per Total cost
Required vialsl. acks cycle per per cycle
Treatment Specific Vial/pack Cost per dosage re uF:red individual | (including all Cost source
regimen treatment size vial/pack (irrespective erq21- da regimen treatments in
of vial size) P cvele y (without vial regimen)
y sharing)
Dostarlimab
a a
(list price) (list price)
Cycles 14 500 mg Q3W 1
’ - ’ |
Dostarlimab 500 m (list price) (PAS price) (PAS price) GSK Data on
monotherapy g 8 ‘T ‘T File
(PAS price) (list price) (list price)
Cycles 5+ 1,000 mg Q6W 0.5 . -
(PAS price) (PAS price)
Current clinical management
i 150 m £6.03 0.75
Carboplatin | &4 atin o 501 mg Q4W £14.84 £14.84 eMIT?13
monotherapy 450 mg £13.76 (AUC 35) 0.75
fnicr:';‘::::apy Paclitaxel 150 mg £12.41 143 mg QW 3 £37.23 £37.23 eMIT!13
rnlz)?lotherapy PLD 50 mg £712.49 72 mg Q4W 1.5 £1,068.74 £1,068.74 BNF114
Carboplatin As per carboplatin monotherapy eMIT"3
Carboplatin
: ) £36.91
plus paclitaxel | pyjitaxel 30 mg Fa4 313 mg Q3W ! £22.07 eMIT13
300 mg £17.66 1
Carboplatin Carboplatin As per carboplatin monotherapy £1083.57 eMIT"3
plus PLD PLD As per PLD monotherapy o BNF114
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Medroxy- 30 x
progesterone 400 m £58.67 400 mg QD 0.7 £41.07 BNF115
Hormone acetate d £21.122
therapy 28 x
113
Letrozole 2.5mg £1.56 2.5mg QD 0.75 £1.17 eMIT
Individual chemotherapy regimens not listed above considered in scenario analyses only
D bici 10mg £2.55 107 Q3w ! £15.69 MIT3
ici oxorubicin m . e
Doxorubicin 50 mg £6.57 9 2 £830.55°
monotherapy
PLD As per PLD monotherapy BNF114
Treatment regimens included as subsequent treatments® ¢ only (base case and scenario analyses)
1,790 mg QW
Gemcitabine | 5o sitabine 1000mg | £1309 | forthreeoutof 45 £58.91 £58.91 eMIT!3
monotherapy every four
weeks
Bevacizumab® Bevacizumab 400 mg £831.96 1138 mg Q3W 3 £2,495.88 £2,495.88 BNF116
. 401 mg Q3W 13
Carboplatin 450 mg £13.76 (AUC 4) 1 £13.76 eMIT
Carboplatin
plus 1730 mg ?V}’ £66.12
gemcitabine Gemcitabine 1,000 mg £13.09 orfwo out o 4 £52.36 eMIT!13
every three
weeks

Footnotes: @ Hormone therapy is considered as a weighted average (50:50) of medroxyprogesterone acetate and letrozole, in line with UK Clinical expert opinion. ® In a
scenario analysis, doxorubicin monotherapy cost was modelled as a weighted average of ﬁ% of patients receiving “naked” doxorubicin monotherapy and % of patients
receiving PLD monotherapy, based on the proportions of patients receiving each treatment in the UK RWE study. ¢ Gemcitabine monotherapy and bevacizumab were only
included in the economic analysis as subsequent treatments in a scenario analysis where patients receiving dostarlimab received subsequent treatments in line with those
received in GARNET (Section B.3.8.3). ¢ Radiotherapy was also included as a subsequent treatment — details of the costs associated with radiotherapy are presented in
Section B.3.5.5, Table 71.

Abbreviations: BNF: British National Formulary; eMIT: electronic market information tool; PAS: patient access scheme; PLD: pegylated liposomal doxorubicin; QD: once daily;
QXW: once every X weeks.
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B.3.5.2 Drug administration costs

Dostarlimab and all of the chemotherapy regimens considered in the base case cost-
effectiveness analysis are administered via intravenous (V) infusion and were assumed to be
associated with administration costs based on NHS reference costs 2018/2019. An overview of
the relevant drug administration costs applied within the model is presented in Table 68.

At the first attendance visit, all monotherapy chemotherapy regimens were assumed to incur a
simple administration cost, whilst combination regimens incurred a complex administration cost
for the first attendance visit. All subsequent administrations were then assigned the same cost for
the administration of subsequent elements of a chemotherapy cycle.

Oral therapies, including medroxyprogesterone and letrozole, were not assumed to be
associated with any administration costs.

Table 68: Drug administration costs
Drug Cost Source/Assumptions

NHS reference costs 2018/19: SB12Z deliver simple

IY simple administration £241.06 parenteral chemotherapy at first attendance (total
first attendance HRGs)10

NHS reference costs 2018/19: SB13Z deliver more
£306.90 complex parenteral chemotherapy at first
attendance0

IV subsequent NHS reference costs 2018/2019: SB15Z deliver

administration £332.13 subsequent elements of a chemotherapy cycle'°

IV complex administration —
first attendance

Abbreviations: HRG: Healthcare Resource Group; IV: intravenous; NHS: National Health Service; PSSRU:
Personal Social Services Research Unit.

B.3.5.3 Follow-up and monitoring costs and resource use

The economic SLR (described in Section B.3.5) did not identify any previous economic
evaluations, UK cost studies or NICE appraisals for recurrent or advanced EC that could help
inform follow-up and monitoring costs associated with patients with recurrent or advanced EC
within the economic model.

As such, interviews were conducted with UK clinical experts to determine the resource use that
might be expected to be associated for patients with recurrent or advanced dMMR/MSI-H EC
who have progressed on or after platinum-based chemotherapy, according to disease
progression status and the treatments received.'® The resource use estimates based on the
clinical expert feedback are summarised in Table 69, and were applied independent of treatment
received. Unit costs were taken from NHS reference costs 2018/2019 and the PSSRU where
appropriate.'10. 112
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Table 69: Routine care and monitoring unit costs

Resource Number of units per 3-week model cycle? Total cost per 3-week model cycle
. Pre-prog on Pre-prog off : Pre-prog on Pre-prog off ;
Unit cost Source treatment® treatment® Post-prog treatment® treatment® Post-prog
Secondary care
Outpatient NHS reference costs
visit 2018/2019 (503,
(consultant | £267.65 gyn‘;"e"t‘?"’?'ca' O”dc°'°9y; 1.00 0.00 0.00 £267.65 £0.00 £0.00
oncologist) — outpatient procedures,
first WFO01B non-admitted face-
to-face attendance, first)!"
NHS reference costs
Outpatient 2018/2019 (503,
visit gynaecological oncology;
(consultant £176.45 outpatient procedures, 1.00 0.30 0.30 £176.45 £52.94 £52.94
oncologist) — WFO1A
follow-up non-admitted face-to-face
attendance, follow-up)'°
Blood test NHS reference costs
(Full blood £2.79 2018/2019 “gﬂgger 1.00 0.30 0.30 £2.79 £0.84 £0.84
count) currencies, 5
haematology)'°
NHS reference costs
2018/2019 (total HRGs,
weighted average of
RD20A, CT scan of one
area, without contrast, 19
years and over, RD21A,
CT scan £97.15 CT scan of one area, with 0.30 0.30 0.30 £29.15 £29.15 £29.15
post-contrast only, 19
years and over, RD22Z-
RD27Z, CT scan of one
area with pre- and post-
contrast—CT scan of more
than three areas®) '1°
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Resource Number of units per 3-week model cycle? Total cost per 3-week model cycle
PSSRU 2020 (hospital-
based health care staff:
Specialist £50.00 hospital-based nurses, 1.00 1.00 1.00 £50.00 £50.00 £50.00
nurse assumed Band 6; cost per
hour of patient contact,
assumed as one hour)'°
PSSRU 2020 (community-
based health care staff:
GP visit 39,00 | 9eneral practitioner, with 1.00 1.00 1.00 £39.00 £39.00 £39.00
qualification costs,
assumed as a 9.22-minute
appointment [duration])'°
PSSRU 2020 (community-
based health care staff:
Nurse visit | £48.00 | "Urses,assumedBand6; 0.30 0.30 0.30 £14.40 £14.40 £14.40
cost per hour of patient
contact, assumed as one
hour)'"0
Total
First cycle NA NA NA NA NA £402.99 NA NA
total
Follow-up NA NA NA NA NA £311.79 £186.32 £186.32
cycle total

Footnotes: @ The number of units per three week model cycle were informed by UK clinical expert opinion. ° ‘On-treatment’ was defined as a patient in the post platinum
follow-up period that has not progressed on their next treatment. ‘Off-treatment’ was defined as a patient in the post platinum follow-up period that has been on their next

treatment for a maximum of two years and has not progressed within this time. ° The CT scan codes were weighted assuming: 0.3 scans (on-treatment patients pre-

progression); 0.3 scans (off-treatment patients pre-progression); 0.3 scans (on-treatment patients post-progression); 0.3 scans (off-treatment patients post-progression);
Abbreviations: CT: computerised tomography; FBC: full blood count; GP: general practitioner; HRG: Healthcare Resource Group; NA: not applicable; NHS: National Health

Service; PSSRU: Personal Social Services Research Unit.
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B.3.5.4 Adverse event costs and resource use

TEAESs of grade 3 or above were included into the economic model if they occurred in >5% of
dostarlimab patients in the ITT population of the GARNET trial at the time of the interim analysis
(DCO 15t March 2020, detailed in Section B.2.8.2, Table 34 and Section B.3.3.8) or 2 5% of the
patients receiving any of the individual regimens that make up the current clinical management
based on published literature.® %° AE rates included within the model for dostarlimab and the
relevant comparators are summarised in Section B.3.3.8.

Cost estimates for the treatment of each AE were derived from NHS reference costs 2018/19
and are summarised in Table 70.1° It was assumed that each AE was only experienced once
per patient, and the cost of each AE was applied within the first cycle of the model.

Table 70: AE costs

AE C.OSt Source/assumptions
estimate
NHS reference costs 2018/19. Weighted average of non-elective
Abdominal short stage FDO5A (0.1%) and FD05B (99.9%); non-elective short
pain £375.46 stays with or without interventions). "0
Method as applied in NICE TA620.1%3
NHS reference costs 2018/19.11° Weighted average of non-elective
Allergic short stay JDO7A (0.1%), JDO7B (0.1%), JDO7C (0.1%), JDO7D
reaction and (0.6%), JDO7E (0.8%), JDO7F (3.8%), JDO7G (8.4%), JDO7H
hand and foot £404.26 (17.1%), JDO7J (33.2%), JDO7K (35.8%); skin disorders with
syndrome interventions with CC Score 12+, 8-11, 4-7, 0-3, and skin
disorders without interventions with CC Score 19+, 14-18, 10-13,
6-9, 2-5, 0-1, respectively. 10
NHS reference costs 2018/19. Weighted average of non-elective
short stay SA04G (6.2%), SA04H (12.1%), SA04J (23.7%), SA04K
Anaemia £485.28 (35.9%) and SA04L (22.1%); non-elective short stay for iron
deficiency anaemia with CC score 14+, 10-13, 6-9, 2-5 and 0-1,
respectively.'® Method as applied in NICE TA620.1%3
Fatigue £0 Assumption as per NICE TA620.103
NHS reference costs 2018/19. Weighted average of non-elective
Leukopenia short stays SA08G (23.6%), SAOGH (24.7%) and SA08J (51.7%);
and £431.19 other haematological or splenic disorders with CC Score 6+, CC
neutropenia Score 3-5 and CC Score 0-2, respectively.'% Method as applied
in NICE TA620.1%3
NHS reference costs 2018/19. Weighted average of non-elective
Mucosal short stays CB02A (0.4%), CB02B (0.7%), CB02C (0.4%), CB02D
. . (30.8%), CBO2E (42.7%) and CBO2F (24.9%), non-malignant, ear,
inflammation £391.93 . o ; .
and stomatitis nose, mouth, throat or neck.d|sord_ers with .|nterve_nt|ons with CC
Score 5+, 1-4 and 0, and without interventions with CC Score 5+,
1-4 and 0, respectively."0
Assumed to require one hospital admission, consisting of:
NHS reference costs 2018/2019 (index, unit cost for regular day or
Nausea and £447 58 night admissions) and ;NHS reference costs 2018/19'1° (total other
vomiting ’ currencies, N16AF, specialist nursing — enteral feeding nursing
services, adult, face-to-face).'"® Method as applied in NICE
TA611.117
Sensory NHS reference costs 2018/19. 110110110107 \Neighted average of
neuropathy £351.03 non-elective short stays WHOB8A (39.5%) and WHO08B (60.5%);
Unspecified with CC Score 1+ and 0, respectively.''°
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NHS reference costs 2018/19. Weighted average of:

Non-elective long stay SA12G (4.2%), SA12H (2.3%), SA12J
(3.0%) and SA12K (1.6%);

Non-elective short stay SA12G (2.7%), SA12H (2.8%), SA12J
(4.6%) and SA12K (4.1%);

Thrombocytop £655.62 Day case SA12G (4.0%), SA12H (6.4%), SA12J (20.2%) and SA12
enia ’ (29.4%);

Regular day and night SA12G (0.9%), SA12H (1.4%), SA12J
(4.9%) and SA12K (7.4%);

thrombocytopenia with CC Score 8+, CC Score 5-7, CC Score 2—4
and CC Score 0—1, respectively.!0

Method as applied in NICE TA611.717

Investigation —
white blood £220.69
cell decreased

NHS reference costs 2018/19. Total HRGs RN13Z, nuclear
medicine infection scan or white cell scan.'?

Investigation —

:g:;r:phll £220.69 Assumed equivalent to investigation — white blood cell decreased.

decreased

Abbreviations: AE: adverse event; CC: complexity and comorbidity; HRG: Healthcare Resource Group; NHS:
National Health Service; NICE: National Institute for Health and Care Excellence.

B.3.5.5 Subsequent therapies costs and resource use

The base case economic analysis also included the costs of subsequent therapies that might be
received by patients upon progression from treatment with dostarlimab or the relevant
comparators. The proportion of patients that received subsequent therapies and the treatment
regimens received by patients following dostarlimab or current clinical management are detailed
in Section B.3.2.3.

Whilst subsequent therapies were captured within the GARNET ftrial, it was not considered that
these would be representative of the treatments that might be received in clinical practice, and
particularly following current clinical management, as detailed in Section B.3.5.5. As such, in the
base case cost-effectiveness analysis, the subsequent therapies received following treatment
with dostarlimab and current clinical management, and the average duration of treatment
associated with the subsequent therapies received, were based on the UK RWE study for
patients receiving 2L and 3L treatment, respectively, given the longer follow-up of data available
and that the data were derived from the UK.

A summary of the treatment costs per cycle for each of the subsequent treatment regimens is
presented in Table 71, based on the costs calculated in Table 67. The mean subsequent
treatment costs for all cycles for patients that received dostarlimab or current clinical
management are shown in Table 72.

As detailed in Section B.3.2.4, a scenario analysis was also conducted where patients who
received dostarlimab received the subsequent treatments recorded in the GARNET ftrial; the
associated costs are detailed in Table 72, and the associated proportions for each subsequent
therapy are presented in Appendix P.1. Pembrolizumab was received following dostarlimab by
% of patients in the GARNET trial. As pembrolizumab is not currently available on the NHS for
patients with EC, pembrolizumab was removed from the calculations and the remaining
subsequent therapies were re-weighted accordingly.
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Table 71: Subsequent therapy costs included within the model

Number of cycles of Number of cycles of

Dru Cost per Cost source subsequent treatment | subsequent treatment Duration of treatment
9 cycle (following (following current source
dostarlimab) clinical management)

GSK Data on File (calculated
£36.91 Table 67 [ ] [ ] from the median ToT from the
UK RWE study)®

Carboplatin plus
paclitaxel

GSK Data on File (calculated
from the median ToT from the
UK RWE study)P

Paclitaxel

£37.23 Table 67
monotherapy

GSK Data on File (calculated
from the median ToT from the
UK RWE study)P

Carboplatin plus

PLD £1,083.57 Table 67

GSK Data on File (calculated

UK RWE study)P

GSK Data on File (calculated
from the median ToT from the
UK RWE study)P

Carboplatin

£14.84 Table 67
monotherapy

GSK Data on File (calculated
from the median ToT from the
UK RWE study)P

Carboplatin plus
gemcitabine

I I
I I
PLD monotherapy | £1,068.74 Table 67 - - from the median ToT from the
I I
I I

£66.12 Table 67

PARAGON7 (calculated from

Hormone therapy £21.122 Table 67 4.64 4.64 the published median ToT
estimate)

Gemcitabine GSK Data on File (calculated

monotherapy £58.91 Table 67 | [ ] from the median ToT from the

UK RWE study)®P

Doxorubicin GSK Data on File (calculated
£15.69 Table 67 [ | [ | from the median ToT from the
monotherapy UK RWE study)?
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Bevacizumab GSK Data on File (calculated
£2,495.88 Table 67 [ | [ | from the median ToT from the
monotherapy UK RWE study)P

NHS reference costs 2018/2019

(total HRGs, SC55Z, preparation Fackrell et al. (2012)118
Radiotherapy £2,722.78 | for interstitial brachytherapy and 8.70 8.70 (calculated from the median
SC28Z, deliver a fraction of duration of palliation)

interstitial brachytherapy)

Footnotes: @ Hormone therapy is considered as a weighted average of medroxyprogesterone acetate and letrozole, in line with UK Clinical expert opinion. ® Subsequent
therapies and duration of subsequent therapy treatment for patients receiving dostarlimab and current clinical management were based on the therapies (and median duration
of therapy) received in the 2L and 3L of the UK RWE study, respectively (Section B.3.5.5 and Appendix P.1). Median time on treatment was ] months (corresponding to [l
model cycles) in the 2L and Il months (corresponding to Il model cycles) in the 3L. ¢ The number of subsequent cycles of hormone therapy was based on the median ToT
estimate of 3.2 months in the PARAGON study, corresponding to 4.64 model cycles. ¢ The number of subsequent cycles of radiotherapy was calculated based on the median
duration of palliation of 6 months (corresponding to 8.70 model cycles).

Abbreviations: PLD: pegylated liposomal doxorubicin.
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The proportion of patients who received subsequent therapy after treatment with dostarlimab and
current clinical management in the base case cost-effectiveness analysis is described in Section
B.3.2.4. The total costs of subsequent therapies for each arm is presented in Table 76. A
scenario analysis whereby patients who received dostarlimab were assumed to receive
subsequent therapies as per those received in the GARNET trial is presented in Section B.3.8.3

Table 72: Total subsequent therapy costs in the base case cost-effectiveness analysis

Current clinical

Dostarlimab? b
management

Mean subsequent treatment

el £3,010.86 £2,883.12
acquisition costs across all cycles

Footnotes: 2 Based on the subsequent treatment distribution for patients receiving 2L treatment in the UK RWE
study (Section B.3.5.5 and Appendix P.1); ® Based on the subsequent treatment distribution for patients receiving
3L treatment in the UK RWE study (Section B.3.5.5 and Appendix P.1).

Abbreviations: 2L: second-line; 3L: third-line; RWE: real-world evidence; UK: United Kingdom.

B.3.5.6 End-of-life costs and resource use

Costs for end-of-life care were included for all patients who experienced mortality events in the
model and were applied as a one-off cost during the model cycle prior to death. The costs of
end-of-life care were assumed to be £8,104.88 based on a previous 2016 publication in ovarian
cancer inflated to 2018/2019.

Table 73: End-of-life care costs

Cost estimate Source/description

Guest et al. (2006)'"? estimated the costs of palliative care associated with
ovarian cancer to be £4,789 (2000/2001 UK setting). Given a lack of direct
evidence for palliative care costs for EC, this estimate was considered to be
the most relevant proxy.

This approach was used in TA598'20, where this estimate was inflated from
the 2000/2001 to 2016/2017 UK cost setting, resulting in an estimate of
£7,638.51.

This value of £7,638.51 has now been inflated to the 2019/2020 UK cost
setting using the PSSRU 2016/2017 to 2019/2020 inflation indices (1.0210
and 1.0833, respectively), resulting in an estimate of £8,104.88

£8,104.88

Abbreviations: HTA: health technology assessment; NHSCII: National Health Service Cost Inflation Index;
PSSRU: Personal Social Services Research Unit; UK: United Kingdom.

B.3.5.7 Diagnostic testing costs and resource use

NICE diagnostic guidance DG42 recommends that all patients with EC should be tested using
IHC to identify tumours with dMMR."® As such, dMMR testing will soon become standard of care
for all patients with EC and dMMR testing costs were not included within the base case economic
analysis. NHS England confirmed the widespread availability of dMMR testing in England and
Wales during an NHS surgery consultation in March 2021 (Section B.1.3.2).

In order to explore the impact of including the costs for AIMMR testing within the economic model,
a scenario analysis was conducted whereby the cost of AIMMR testing was applied to all patients
who enter the model with recurrent EC: 42% of patients.

Whilst it is not anticipated that IMMR testing will be required as an additional test based on the
recent NICE DG42 guidance to conduct IHC testing as standard, it is acknowledged that some
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recurrent EC patients may not have received dMMR testing at diagnosis and therefore this has

been explored within a scenario analysis.

The cost of each dMMR test is presented in Table 74. The sensitivity and specificity of IHC

testing is presented in Table 75.

Table 74: Number of patients requiring IHC testing for dMMR (considered in a scenario

analysis only)

Dostarlimab Comparators Source
Value Value

Propqrtlon of patients untested at 100% 100% Assumption
baseline
Prevalence of dMMR (MLH1, MSH2, o o 18
MSH6, PMS2) 23% 23% NICE DG42
Eliqit_)ility conditional on MMR Yes Yes NA
deficiency
Nur_nber needed to test per eligible 1.00 100 NA
patient
IHC testlng_ cost applicable per £210.00 0.00 NICE DG4218
treated patient

Abbreviations: dMMR: DNA mismatch repair deficient; IHC: immunohistochemistry; MLH1: MutL homolog 1;
MSH2: MutS homolog 2; MSH6: MutS homolog 6; NA: not applicable; PMS2: mismatch repair endonuclease

PMS2.

Table 75: IHC testing for determining MMR/MSI status — sensitivity and specificity and
costs (considered in a scenario analysis only)

IHC testing Value Lower Upper Source

Cost £210.00 NR NR NICE DG4218
Sensitivity 0.962 0.694 0.996 NICE DG274
Specificity 0.884 0.79 0.94 NICE DG2744

Abbreviations: IHC: immunohistochemistry; MMR: DNA mismatch repair; MSI, microsatellite instability; NR: not

reached.

B.3.6 Summary of base case analysis inputs and assumptions

B.3.6.1 Summary of base case analysis inputs

A summary of the key base case model inputs is provided in Table 76.

Table 76: Summary of variables applied in the base case economic analysis

Variable

Value

Reference to section
in submission

Model settings

Cycle length

Three weeks

Section B.3.2.2

Time horizon 40 years Section B.3.2.2
Discount rate (costs and outcomes) 3.5% Section B.3.2.2
Patient characteristics

Mean age, years [ | Section B.3.3.1

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]

©GlaxoSmithKline (2021). All rights reserved

Page 175 of 222




Mean height at baseline, cm

Section B.3.3.1

Mean weight at baseline, kg

Section B.3.3.1

Mean BSA, m?

Section B.3.3.1

eGFR, mL/min

Section B.3.3.1

Clinical efficacy: dostarlimab

PFS

Lognormal

Section B.3.3.5

0s

Generalised gamma

Section B.3.3.6

ToT

Log-logistic

Section B.3.3.7

Percentage of patients who continue
dostarlimab after |, %

Section B.3.3.7

Percentage of patients who continue
dostarlimab after [ %

Section B.3.3.7

Timepoint for start of treatment waning
applied to PFS and OS

Section B.3.3.4

Timepoint for end of treatment waning
applied to PFS and OS

Section B.3.3.4

Clinical efficacy: current clinical management

PFS Log-logistic Section B.3.3.5
oS Log-logistic Section B.3.3.6
ToT Generalised gamma Section B.3.3.7

Adverse event frequency: dostarlimab

Abdominal pain, %

-

Section B.3.3.8

Anaemia, % [ A Section B.3.3.8
AE frequency: current clinical management

Allergic reactions, % 2.8 Section B.3.3.8
Anaemia, % 4.1 Section B.3.3.8
Fatigue, % 3.8 Section B.3.3.8
Hand and foot syndrome, % 2.7 Section B.3.3.8
Leukopenia, % 1.3 Section B.3.3.8
Mucosal inflammation, % 0.8 Section B.3.3.8
Nausea, % 1.2 Section B.3.3.8
Neutropenia, % 24.8 Section B.3.3.8
Sensory neuropathy, % 2.2 Section B.3.3.8
Stomatitis, % 0.7 Section B.3.3.8
Thrombocytopenia, % 5.3 Section B.3.3.8
Vomiting, % 1.5 Section B.3.3.8

Health state utility values

Pre-progression
(>5 cycles from death)

Section B.3.4.6

Pre-progression
(<5 cycles from death)

Section B.3.4.6

Post-progression
(>5 cycle from death)

Section B.3.4.6

Post-progression
(<5 cycles from death)

Section B.3.4.6
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AE disutilities

Abdominal pain -0.069 Section B.3.4.4
Allergic reactions, hand and foot ~0.116 Section B.3.4.4
syndrome and sensory neuropathy

Anaemia -0.119 Section B.3.4.4
Fatigue -0.073 Section B.3.4.4
Leukopenia, neu?ropenla and ~0.090 Section B.3.4.4
thrombocytopenia

Mucosal inflammation and stomatitis -0.151 Section B.3.4.4
Nausea -0.045 Section B.3.4.4
Vomiting -0.103 Section B.3.4.4
Investigation: .

white blood cell decreased 0.000 Section B.3.4.4
Investigation: :
neutrophil count decreased 0.000 Seciion B.3.4.4
Drug acquisition: total costs per cycle

Dostarlimab monotherapy: cycles 1-4 S (st price)

Section B.3.5.2

S (PAS price)

Dostarlimab monotherapy: cycles 5+ S (st price) .
tion B.3.5.2

S (PAS price) Section B.3.5
Carboplatin (monotherapy and in .
combination with paclitaxel or PLD) £14.84 Section B.3.5.2
Paclitaxel (in combination with £92 07 Section B.3.5.2
carboplatin) ' T
Paclitaxel monotherapy £37.23 Section B.3.5.2
PLD (monotherapy and in combination £1068.74 Section B.3.5.2
with carboplatin) U B
Hormone therapy (calculated as a
weighted average of 50%
medroxyprogesterone acetate and 50% £21.12 Section B.3.5.2
letrozole in line with clinical expert
opinion)
Doxorubicin monotherapy (scenario-
analysis only: weighted average of % .
doxorubicin and [lll% PLD in line with £830.55 Section B.3.5.2
the UK RWE study)
Drug administration
IV simple administration - first .
attendance £241.06 Section B.3.5.2
IV complex administration — first £306.90 Section B.3.5.2
attendance '
IV subsequent administration £332.13 Section B.3.5.2
Follow-up and monitoring unit costs
Outpatient visit (consultant oncologist) — .
first £267.65 Section B.3.5.3
Outpatient visit (consultant oncologist) — .
follow-up £176.45 Section B.3.5.3
Blood test (Full blood count) £2.79 Section B.3.5.3
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CT scan £97.15 Section B.3.5.3
Specialist nurse £50.00 Section B.3.5.3
GP visit £39.00 Section B.3.5.3
Nurse visit £48.00 Section B.3.5.3
Adverse event costs

Abdominal pain £375.46 Section B.3.5.4
g;lsggl?nr:action and hand and foot £404.26 Section B.3.5.4
Anaemia £485.28 Section B.3.5.4
Fatigue £0 Section B.3.5.4
Leukopenia and neutropenia £431.19 Section B.3.5.4
Mucosal inflammation and stomatitis £391.93 Section B.3.5.4
Nausea and vomiting £447.58 Section B.3.5.4
Sensory neuropathy £351.03 Section B.3.5.4
Thrombocytopenia £655.62 Section B.3.5.4

Subsequent therapy costs (the costs for other subsequent therapies in the model are
equal to the drug acquisition costs listed previously)

Gemcitabine monotherapy £58.91 Section B.3.5.1
Gemcitabine (in combination with Section B.3.5.1
] £52.36

carboplatin)

Carboplatin (in combination with Section B.3.5.1
S £13.76

gemcitabine)

Bevacizumab £2,495.88 Section B.3.5.1

Doxorubicin monotherapy £15.69 Section B.3.5.1

Letrozole monotherapy £1.17 Section B.3.5.1

Radiotherapy £2,722.78 Section B.3.5.1

End-of life costs

End-of-life care £8,104.88 Section B.3.5.6

Abbreviations: AE: adverse event; BSA: body surface area; CT: computerised tomography; GP: general
practitioner; IV: intravenous; OS: overall survival; PAS: patient access scheme; PFS: progression-free survival,
PLD: pegylated liposomal doxorubicin; RWE: real-world evidence; ToT: time on treatment; UK: United Kingdom.
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B.3.6.2 Assumptions

A list of the assumptions used in the base case analysis to be provided in Table 77 alongside a
list of scenarios conducted to explore the impact of these assumptions on the cost-effectiveness

results.

Table 77: List of assumptions for the base case cost-effectiveness analysis

Assumption

Description of

Justification

Addressed in

for dostarlimab

assumed to provide

treated with dostarlimab who would

assumption for the scenario
base case analysis
Modelling of The GARNET ITT The GARNET trial provides direct No scenario
PFS and OS population is clinical evidence, including patients analyses have

been conducted

efficacy data for PFS | be reflective of patients who would using
and OS for patients receive dostarlimab in UK clinical alternative
treated with practice. The ITT population in sources of
dostarlimab. GARNET represents the largest efficacy for
sample size, and therefore provides dostarlimab.
the most robust efficacy evidence for
PFS and OS to present in the base
case cost-effectiveness analysis.
The treatment effect The application of a treatment waning | Scenario

on PFS and OS for
dostarlimab versus
current clinical
management is
assumed to last
completely for
after
discontinue
treatment, and then

treatment waning is
applied for ;
until after

the efficacy of
dostarlimab is

assumption makes the analysis much
more conservative. The generalised
gamma curve has a fat tail and to
align better with clinical opinion on the
shape of the curve, it was considered
that waning should be applied to this
curve choice. This approach is
aligned with past NICE appraisals for
I-O therapies, 85 86.95.96 gnd the
treatment waning approach applied in
the base case cost-effectiveness
analysis was validated as appropriate
by UK clinical experts.

analyses have
been conducted
where
treatment
waning begins

and
,and
after the

timepoint at
which

discontinue
treatment with
dostarlimab. A

beyond

able to continue treatment beyond two
years if the treating physician and the
sponsor agreed that the patient was

continued to benefit from dostarlimab.

assumed to be equal scenario
to the efficacy of analysis has
current clinical also been
management. conducted
where
treatment
waning is
applied for
and for
os.
Modelling of % of patients on In the GARNET trial, patients were Scenario
ToT for dostarlimab will eligible for treatment with dostarlimab | analyses have
dostarlimab continue treatment for up to two years. Patients were been conducted

where % and
B2 of patients
continue
receiving
treatment with
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UK clinical experts indicated that
based on their clinical experience with
other I-O therapies, they would expect
the real-world percentage of patients
treated with dostarlimab after

would likely be between [J% and J%.
None of the parametric models
provided a good fit to the observed
data during the within-trial period and
predict clinically plausible longer-term
extrapolations for the number of
patients receiving dostarlimab after

In order to account for the
discrepancy, an adjustment was
applied to the long-term extrapolation
in order to reflect the anticipated real-
world prescribing that would be
associated with dostarlimab. This
approach was aligned with the
approach considered in NICE
TA517,84 where the clinical expert
opinion stated that the majority of
patients would discontinue treatment
with avelumab, another I-O therapy,
after - The same assumption
was also accepted in NICE TA691.97

dostarlimab
after

There is a maximum
treatment duration for
patients treated with
dostarlimab;
B st on
treatment after

are then
assumed to
discontinue
treatment.

Based on clinical expert feedback, it is
reasonable to assume that

would receive dostarlimab for longer
than [ . therefore, i
are assumed to discontinue treatment
by this timepoint.

A similar dichotomous treatment
duration was considered appropriate
for decision making in TA517,8* where
the company submission assumed
that the majority of patients would
discontinue treatment at , and
the remaining patients would
discontinue treatment at ||
The committee agreed that this
assumption was reflective of clinical
practice. The same assumptions were
also accepted as part of TA691.%7

Scenario
analyses have
been conducted
where

are
assumed to
discontinue
treatment with
dostarlimab
after il and

respectively.

Modelling of
PFS, OS and
ToT for current
clinical
management

The UK RWE study
provides efficacy data
and ToT data for
comparator
treatments used as
current clinical
management in the
UK

GSK conducted a UK RWE study,
which provides comparative evidence
for a large cohort of patients (N=[Jij)
generalisable to the population of
interest in this appraisal. The UK
RWE study was considered to be the
most robust source of comparative
efficacy evidence and is used in the
base case cost-effectiveness
analysis.

To explore
uncertainty in
the RWE OS
estimate, two
scenarios were
included where
the OS for
current clinical
management
was calculated

by applying the
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HR from the UK
RWE MAIC
(described in
Section B.2.7.1
to the
dostarlimab OS
extrapolation.

To explore the
uncertainty
between
individual
comparators, a
series of
pairwise ITCs
were conducted
for PFS and OS
between
dostarlimab and
the individual
chemotherapy
comparators
listed in the
NICE final
scope, based
on published
data identified
in the clinical
SLR:

Pairwise
scenarios were
conducted
versus
doxorubicin
monotherapy,
paclitaxel
monotherapy
and carboplatin
plus paclitaxel,
based on the
results of the
ITCs described
in Section
B.2.7.1 and
Section B.2.7.2.

The efficacy for
these individual
chemotherapy
comparators
was derived by
applying a HR
calculated from
the ITCs to the
dostarlimab
PFS or OS
extrapolation.
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No data were
identified for
carboplatin
monotherapy in
the literature; a
scenario was
conducted
where the
efficacy of
carboplatin
monotherapy
was assumed
to be equal to
doxorubicin
monotherapy,
based on the
ITCs noted
above.

One scenario
was conducted
where the
efficacy of
hormone
therapy was
assumed to be
equal to current
clinical
management in
the UK RWE
study, given the
paucity of data
for hormone
therapy in the
published
literature.

These
scenarios, and
the underlying
assumptions,
are detailed in
Section B.3.8.3.

The GARNET-like
cohort of the UK

patients with an
ECOG performance
status (PS) of not
recorded (NR), is

cost-effectiveness
analysis.

RWE study, including

used in the base case

Patients with an ECOG PS of NR
were included in the GARNET-like UK
RWE cohort in order to retain a larger
sample size of patients, and to allow
for a longer-follow-up of data.

An ECOG PS of <1 was a key
inclusion criterion of the GARNET
trial. However, It is likely that only a
small minority of patients would have
had an ECOG PS >1 if the PS of all
patients had been known, given that
the number of patients with an ECOG
PS >1 only accounted for a small
proportion of the overall RWE cohort.

A scenario
analysis was
explored where
PFS, OS and
ToT data for the
UK RWE
GARNET-like
ECOG PS <1
cohort were
used to provide
evidence for
current clinical
management.

The base case
extrapolations
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for current
clinical
management
for PFS (log-
logistic) and OS
(log-logistic)
also provided
the best
statistical fit for
the ECOG PS
<1 cohort, so
these
werechosen as
the long-term
extrapolations
for PFS and OS
for the UK RWE
GARNET-like
ECOG PS <1
cohort. The
generalised
gamma
extrapolation
was the second
best statistical
fit for ToT for
the ECOG PS <
1 cohort, but
given the close
alignment with
the Weibull
extrapolation
(the best
statistical fit),
the generalised
gamma was
chosen in this
scenario
analysis for
consistency
with the UK
RWE GARNET-
like cohort
extrapolations
used in the
base case cost-
effectiveness
analysis. These
extrapolations
are detailed in

likely experience a delay between

Appendix P.4.
TTNT was used as a | UK clinical expert opinion indicated A scenario
conservative proxy that using TTNT rather than PFS is analysis has
for PFS given that it likely to be a conservative assumption | been conducted
was not possible to in that it overestimates the PFS where TTD
obtain PFS from the associated with current clinical from the UK
UK RWE study. management, given that patients will RWE study is

used as a proxy
for PFS,
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disease progression and the initiation | instead of
of their next line of therapy. TTNT.
Utility values The utility values This assumption was based on a A scenario
used in the base case | growing body of evidence which analysis was
cost-effectiveness highlights that a patient's HRQoL conducted
analysis assumed a declines substantially in the weeks whereby pre
lower utility value for | and months prior to death,88 and and post
patients within 5 aligns with an accepted assumption progression
cycles of death. adopted in TA520.86 utilities have
instead been
applied and

time to death
was excluded
as a covariate
in the utility
regression
analysis.

Composition
of current
clinical
management

The costs associated
with current clinical
management were
based on a weighted
average of the
individual treatment
regimens that were
received by 25% of
patients in the
GARNET-like cohort
of the UK RWE study
plus hormone therapy

The inclusion of individual treatment
regimens that were received by 25%
of patients only applies to the
treatment acquisition costs — the
efficacy for current clinical
management in the UK RWE
GARNET-like cohort is derived from
the aggregate of all patients in the UK
RWE GARNET-like cohort, regardless
of the treatments that they received.

The costing approach was validated
by an independent health economist
expert and was considered
reasonable given it covered the
treatments received by the majority of
patients in the UK RWE study and
aligns with the treatments specified in
the NICE scope. The independent

No scenario
analyses were
conducted to
explore this
assumption as
it was not
considered that
the inclusion of
further
chemotherapy
regimens
received by
small numbers
of patients in
clinical practice
would have a
large impact on
the base case

health economist indicated that this cost- _
approach would not introduce any effectiveness
bias into the analysis. results.

20% of patients Hormone therapy was listed in the Scenario

receiving current
clinical management
are assumed to
receive hormone
therapy. This
assumption also
implicitly assumes
that the efficacy of
hormone therapy is
equal to that of
chemotherapy.

scope as a relevant comparator.
Unfortunately, the RWE study,
because of the way the data collection
occurs, was unable to capture
widespread use of hormone therapy.

The UK clinical experts indicated that
survival with hormone therapy would
not be expected to exceed that
observed in the UK RWE study:
Median PFS and OS for hormone
therapy in this setting would be ~ 3
months and ~ 6 months, respectively,
whereas median PFS from the UK
RWE study is ] months and median
0S is ] months.

analyses have
been conducted
where 0%,
10%, 30% and
100% of
patients receive
hormone
therapy as part
of current
clinical
management.

In the absence
of any
alternative data
sources for
hormone
therapy, no
scenarios
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As such, a pragmatic solution to
resolve the missing hormone therapy
data, was to weight the RWE basket
to account for hormone therapy on the
cost side and expert opinion was
sought to understand the proportion of
hormone therapy used in this setting.
Clinical expert opinion indicated that
approximately 20% of patients
receiving treatment for recurrent or
advanced EC following platinum-
based chemotherapy would receive
hormone therapy. As hormone
therapy was not fully captured within
the UK RWE, hormone therapy was
added to the cost side of the basket of
treatments for 20% of the basket.

Alternative methods to capture
hormone therapy were unsuccessful:
No PFS and OS data for hormone
therapy in patients with recurrent or
advanced EC who have progressed
on or after platinum-based
chemotherapy were found in the
literature, only in the first line setting.
Feedback from UK clinical experts
strongly indicated that any data for
patients not in the post-platinum
chemotherapy setting would not be
suitable to use as a proxy for these
comparators.

exploring the
efficacy of
hormone
therapy based
on the
published
literature were
conducted.

The assumption
that hormone
therapy efficacy
is equivalent to
that of
chemotherapy
is conservative
and optimistic
for hormone
therapy. The
fact that this is
a conservative
assumption has
been validated
by UK clinical
experts.

Of patients receiving
hormone therapy,
50% are assumed to
receive
medroxyprogesterone
acetate and 50% are
assumed to receive
letrozole.

UK clinical expert opinion indicated
that medroxyprogesterone acetate
and letrozole are the two most
commonly used hormone therapies in
UK clinical practice in this setting. In
the absence of more detailed
prescribing data, it is assumed that
equal numbers of patients receive
either treatment.

A conservative
scenario
analysis has
been conducted
where all
patients
receiving
hormone
therapy receive
letrozole, the
cheaper of the
two hormone

assumed to receive
subsequent
treatments in line with
treatments received
by = 5% of 2L
patients in the UK
RWE study; patients
receiving current
clinical management
are assumed to
receive subsequent

with the subsequent treatments that
patients would be expected to receive
in UK clinical practice following
treatment with either dostarlimab or
current clinical management.

therapies.
Subsequent Patients receiving UK clinical expert opinion validated A scenario
treatments dostarlimab are that this assumption would be in line analysis has

been conducted
where patients
receiving
dostarlimab
receive
subsequent
treatments in
line with
subsequent
treatments
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treatments in line with
treatments received
by = 5% of 3L
patients in the UK
RWE study.

In addition, based on

received in the
GARNET trial.

No further
scenario
analyses were
conducted to

dMMR/MSI-H testing
via IHC based on
DG42.

should be tested to identify tumours
with AMMR/MSI-H."® DG42
recommends that testing for
dMMR/MSI-H tumours should consist
of dMMR testing via
immunohistochemistry (IHC), and UK
clinical expert opinion and NHS
England input sought by GSK agreed
that this would be the preferred
testing approach and that all patients
eligible for treatment with dostarlimab
would receive dMMR testing as a
result of this guidance, and that
provision would be made.

UK clinical expert explore the
feedback, hormone impact of
therapy and including
radiotherapy were hormone
included as therapy and
subsequent radiotherapy as
treatments in both part of the
arms of the base subsequent
case cost- therapies
effectiveness received within
analysis. the model.
Drug Oral therapies do not | Oral therapies are taken in the NA.
administration | incur any patient’s own home without need for
administration costs. clinical supervision.
Diagnostic All patients are NICE diagnostics guidance DG42 A scenario
testing assumed to receive recommends that all patients with EC | analysis has

been conducted
where 42% of
patients
receiving
dostarlimab
(the percentage
of patients with
recurrent EC)
incur the cost of
dMMR/MSI-H
testing via IHC.

This
conservative
scenario
analysis
considers the
possibility that
proportion of
the patients
entering the
model with
recurrent EC
may have been
initially
diagnosed with
EC prior to the
publication of
DG42 in 2020
and would
therefore would
not be eligible
for AIMMR/MSI-
H testing per
DG42.
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Abbreviations: dMMR: DNA mismatch repair deficiency; DG: diagnostics guidance; EC: endometrial cancer;
HC: immunohistochemistry; IV: intravenous; MSI-H: microsatellite instability-high; NA: not applicable; OS: overall
survival; PFS: progression-free survival; RWE: real-world evidence; ToT: time on treatment; TTNT: time-to-next
treatment.

B.3.7 Base case results

B.3.7.1 Base case incremental cost-effectiveness analysis results

As discussed in Section B.3.2.3, the base case economic analysis compares the clinical and
cost-effectiveness of dostarlimab versus current clinical management, using data collected by
GSKin a UK RWE study.

In the base case economic analysis versus current clinical management, dostarlimab (at list
price) was associated with an ICER of £l per QALY gained. When adopting the PAS price
for dostarlimab, the estimated ICER for dostarlimab versus current clinical management was
£50,221 per QALY gained.

As discussed in Section B.2.11.5, patients with recurrent or advanced dMMR/MSI-H EC that has
progressed on or after platinum-based chemotherapy are at an end-of-life stage. Data from the
UK RWE study show that patients treated with current clinical management had a median OS of
Il months (95% CI: ], ). and results from the base case economic analysis suggest that
dostarlimab provides an extension to life versus current clinical management of ] discounted
life years.

Taken together, the results of the base case economic analysis (when dostarlimab is provided
with the confidential PAS) demonstrate that dostarlimab is a cost-effective treatment for patients
with recurrent or advanced dMMR/MSI-H EC that has progressed on or after platinum-based
chemotherapy when considering the NICE willingness-to-pay threshold of £50,000 per QALY
gained.

Table 78: Base case deterministic economic analysis results? (dostarlimab list price)

Technologies Total Total | Total Incr. Incr. Incr. ICER
costs (£) | LYG | QALYs | costs (£) LYG QALYs | (E/QALY)

Current clinical
HEE = = : : : :

management

Dostarlimab Il B B BN = I I

Footnotes: @ Discounted costs, LYs and QALYs.
Abbreviations: ICER: incremental cost-effectiveness ratio; LYG: life-year gained; QALY: quality-adjusted life
year.

Table 79: Base case deterministic economic analysis results? (dostarlimab PAS price)

Technologies Total Total | Total Incr. Incr. Incr. ICER
costs (E£) | LYG | QALYs | costs (£) LYG QALYs | (E/QALY)

Current clinical
management L i i ) ) ) )

Dostarlimab Bl B [ [ [ | [ | £50,221

Footnotes: 2 Discounted costs, LYs and QALYs.
Abbreviations: ICER: incremental cost-effectiveness ratio; LYG: life-year gained; QALY: quality-adjusted life
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year; PAS: patient access scheme.

B.3.8 Sensitivity analyses

B.3.8.1 Probabilistic sensitivity analysis

Probabilistic sensitivity analysis (PSA) was conducted in order to assess the impact of parameter
uncertainty on the results of the cost-effectiveness analysis. The PSA was run for 10,000
iterations and in each iteration model inputs for all parameters were randomly drawn from
specified distributions (e.g. gamma for costs, beta for proportions, and lognormal for HRs).
Where possible the standard error or standard deviation associated with the mean value was
used to define the distribution, otherwise it was assumed that the standard error would be 20% of
the mean value. The inputs and distributions used in the PSA are summarised in Table 80.

Table 80: PSA inputs and distributions

Gamma)

Parameter Mean St:rn:)a;rd Alpha Beta | Distribution
Clinical parameters
Mu (Dostarlimab OS
Generalised Gamma) L ) NA NA
- - Covariance-
Sigma (Dostarlimab OS - -
Generalised Gamma) ) NA NA v::::ie
Q (Dostarlimab OS B
Generalised Gamma) ) NA NA
Mean log (Dostarlimab PFS .
Log Normal) L ) NA NA C:‘;?igig‘;e'
SD log (Dostarlimab PFS Log matrix
Normal) L ) NA NA
logShape (Dostarlimab ToT ) .
Log Logistic) o NA NA | Govartance-
logScale (Dostarlimab ToT ) matrix
Log Logistic) - NA NA
logShape (Current Clinical .
Management OS Log Logistic) L i NA NA Covariance-
variance
logShape (Current Clinical B ) NA NA matrix
Management OS Log Logistic)
logScale (Current Clinical
Management PFS Log [ ] - NA NA .
Logisio Coumanee
logScale (Current Clinical matrix
Management PFS Log [ ] - NA NA
Logistic)
Mu (Current Clinical
Management ToT Generalised [ ] - NA NA Covari
Gamma ovariance-
- ) — variance
Sigma (Current Clinical matrix
Management ToT Generalised [ ] - NA NA
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Q (Current Clinical

Management ToT Generalised [ - NA NA

Gamma)

Cost and resource use

Drug administration cost - IV |, g 24.11 100.00 | 2.41 Gamma
administration (simple)

Drug administration cost - IV | 554 g, 30.69 100.00 | 3.07 Gamma
administration (complex)

Drug administration cost ~ IV | 555 45 33.21 100.00 | 3.32 Gamma
administration (subsequent)

Unit cost — Outpatient visit 267.65 26.77 100.00 | 2.68 Gamma
(consultant oncologist) — first

Unit cost — Outpatient visit

(consultant oncologist) — 176.45 17.65 100.00 1.76 Gamma
follow-up

Unit cost — Blood test (Full 2.79 0.28 100.00 | 0.03 Gamma
blood count)

Unit cost — CT scan 97.15 9.72 100.00 0.97 Gamma
Unit cost — Specialist nurse 50.00 5.00 100.00 0.50 Gamma
Unit cost — GP visit 39.00 3.90 100.00 0.39 Gamma
Unit cost — Nurse visit 48.00 4.80 100.00 0.48 Gamma
Cost per cycle — dostarlimab

(phase 1 - every 3 weeks) [ [ 100.00 [ ] Gamma
(with PAS)?

Cost per cycle - dostarlimab

(phase 2 - every 6 weeks) (with - - 100.00 - Gamma
PAS)?

Cost per cycle - current 328.56 32.86 100.00 | 3.29 Gamma
clinical management?

Cost per cycle — paclitaxel

(part of carboplatin plus 22.07 2.21 10000 | 022 Gamma
paclitaxel) (as subsequent

therapy)?®

Cost per cycle - PLD (as 1,068.74 | 106.87 100.00 | 10.69 | Gamma
subsequent therapy)?

Cost per cycle — paclitaxel

monotherapy (as subsequent 37.23 3.72 100.00 0.37 Gamma
therapy)?

Cost per cycle - carboplatin 14.84 1.48 100.00 0.15 Gamma
(as subsequent therapy)?

Cost per cycle —carboplatin

plus gemcitabine (as 66.12 6.61 100.00 0.66 Gamma
subsequent therapy)?

Cost per cycle — hormone

therapy (as subsequent 21.12 2.11 100.00 0.21 Gamma
therapy)®

Cost per cycle - radiotherapy | , 7,) 75 | 575 98 100.00 | 2723 | Gamma
(as subsequent therapy)?

AE cost: abdominal pain 375.46 37.55 100.00 3.75 Gamma
AE cost: allergic reactions 404.73 40.47 100.00 4.05
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AE cost: anaemia 485.28 48.53 100.00 4.85 Gamma
AE cost: fatigue 0.00 0.00 0.00 0.00 Gamma
AE cost: hand and foot 404.73 40.47 100.00 | 4.05 Gamma
syndrome

AE cost: leukopenia 431.19 43.12 100.00 4.31 Gamma
AE cost: mucosal 391.93 39.19 100.00 3.92

. . Gamma
inflammation

AE cost: nausea 447.58 44.76 100.00 4.48 Gamma
AE cost: neutropenia 431.19 43.12 100.00 4.31 Gamma
AE cost: sensory neuropathy 351.03 35.10 100.00 3.51 Gamma
AE cost: stomatitis 391.93 39.19 100.00 3.92 Gamma
AE cost: thrombocytopenia 655.62 65.56 100.00 6.56 Gamma
AE cost: vomiting 447.58 44.76 100.00 4.48 Gamma
Resource use: PFS on

treatment — Outpatient visit 1.00 0.10 100.00 0.01 Gamma
(consultant oncologist) — first

Resource use: PFS on

treatment — Outpatient visit 1.00 0.10 100.00 | 0.01 Gamma
(consultant oncologist) —

follow-up

Resource use: PFS on

treatment — Blood test (full 1.00 0.10 100.00 0.01 Gamma
blood count)

Resource use: PFS on 0.30 0.03 10000 | 0.00 Gamma
treatment — CT scan

Resource use: PFS on 1.00 0.10 100.00 | 0.01 Gamma
treatment — Specialist nurse

Resource use: PFS on 1.00 0.10 100.00 | 0.01 Gamma
treatment — GP visit

Resource use: PFS on 0.30 0.03 100.00 | 0.00 Gamma
treatment — Nurse visit

Resource use: PFS off

treatment — Outpatient visit 0.30 0.03 100.00 | 0.00 Gamma
(consultant oncologist) —

follow-up

Resource use: PFS off

treatment — Blood test (full 0.30 0.03 100.00 0.00 Gamma
blood count)

Resource use: PFS off 0.30 0.03 10000 | 0.00 Gamma
treatment — CT scan

Resource use: PFS off 1.00 0.10 100.00 | 0.01 Gamma
treatment — Specialist nurse

Resource use: PFS off 1.00 0.10 10000 | 0.01 Gamma
treatment — GP visit

Resource use: PFS off 0.30 0.03 100.00 | 0.00 Gamma
treatment — Nurse visit

Resource use: PD - Outpatient

visit (consultant oncologist) — 0.30 0.03 100.00 0.00 Gamma
follow-up

Company evidence submission template for dostarlimab for previously treated advanced or recurrent
endometrial cancer with high microsatellite instability or mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved

Page 190 of 222




gﬁﬁ%':g‘z:lﬁel;nz;) ~Bloodtest | 3, 0.03 100.00 | 0.00 Gamma
Resource use: PD — CT scan 0.30 0.03 100.00 0.00 Gamma
Resource use: PD - Specialist | 0.10 10000 | 0.01 Gamma
Resource use: PD - GP visit 1.00 0.10 100.00 0.01 Gamma
Resource use: PD ~ Nurse 0.30 0.03 100.00 | 0.00 Gamma
End-of-life cost (one-off) 8,104.88 810.49 100.00 81.05 Gamma
Utility values
Patient baseline utility [ ] [ ] NA NA
Time to death > 5 cycles [ [ NA NA Covariance-
variance
Progressed - - NA NA matrix
Constant [ ] [ NA NA
AE disutility: abdominal pain -0.069 0.007 100.000 -0.001 Gamma
AE disutility: allergic reactions -0.116 0.012 100.000 -0.001 Gamma
AE disutility: anaemia -0.119 0.012 100.000 -0.001 Gamma
AE disutility: fatigue -0.073 0.007 100.000 -0.001 Gamma
AE disutility: hand and foot -0.116 0.012 100.000 -0.001 Gamma
syndrome
AE disutility: leukopenia -0.090 0.009 100.000 -0.001 Gamma
AE disutility: mucosal -0.151 0.015 100.000 -0.002 Gamma
inflammation
AE disutility: nausea -0.045 0.005 100.000 0.000 Gamma
AE disutility: neutropenia -0.090 0.009 100.000 -0.001 Gamma
AE disutility: sensory -0.116 0.012 100.000 -0.001 Gamma
neuropathy
AE disutility: stomatitis -0.151 0.015 100.000 -0.002 Gamma
AE disutility: -0.090 0.009 100.000 -0.001 Gamma
thrombocytopenia
AE disutility: vomiting -0.103 0.010 100.000 -0.001 Gamma

Footnote: @ Cost per cycle of dostarlimab and the relevant comparators was included in the PSA in order to
investigate uncertainty related to the treatment dosing regimens and relative dose intensities, and the possible
resulting impact on the cost per cycle of each treatment.

Abbreviations: AE: adverse event; CT: computerised tomography; GP: general practitioner; OS: overall survival;
PD: progressed disease; PFS: progression-free survival; PLD: pegylated liposomal doxorubicin; ToT: time on
treatment.

The results of the PSA with 10,000 iterations are presented in Table 81 (list price) and Table 82
(with PAS for dostarlimab). Dostarlimab was associated with an J% probability of being cost-
effective versus current clinical management at list price, and a % probability of being cost-
effective at PAS price.

Table 81: Base case PSA results? (dostarlimab list price)

Technologies Total Total Total Incr. Incr. Incr. ICER
costs LYG | QALYs | costs LYG QALYs | (£/QALY)
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Current clinical -
management

Dostarlimab Bl B Il B H [
Footnotes: 2 Discounted costs, LYs and QALYs.

Abbreviations: ICER: incremental cost-effectiveness ratio; LYG: life-year gained; QALY: quality-adjusted life
year; PAS: patient access scheme.

Table 82: Base case PSA results? (dostarlimab PAS price)

Technologies Total Total Total Incr. Incr. Incr. ICER
costs LYG | QALYs costs LYG | QALYs | (E/QALY)
Current clinical

management Il EH B - - - -
Dostarlimab Il B [ ] I [ ] [ ] £48,363

Footnotes: 2 Discounted costs, LYs and QALYs.
Abbreviations: ICER: incremental cost-effectiveness ratio; LYG: life-year gained; QALY: quality-adjusted life
year; PAS: patient access scheme.

Scatter plots showing the incremental costs and QALY's for dostarlimab versus current clinical
management across all iterations in the PSA are presented in Figure 56 (list price) and Figure 57
(with PAS for dostarlimab). Cost-effectiveness acceptability curves are presented in Figure 58
(list price) and Figure 59 (with PAS for dostarlimab).

Figure 56: Cost-effectiveness acceptability curve for dostarlimab versus current clinical
management (dostarlimab list price)

Abbreviations: QALYs: quality-adjusted life years.
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Figure 57: Cost-effectiveness acceptability curve for dostarlimab versus current clinical
management (dostarlimab PAS price)

Abbreviations: QALYs: quality-adjusted life years; PAS: patient access scheme.

Figure 58: Cost-effectiveness plane for dostarlimab versus current clinical management
(dostarlimab list price)
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Figure 59: Cost-effectiveness plane for dostarlimab versus current clinical management
(dostarlimab PAS price)

Abbreviations: PAS: patient access scheme.

B.3.8.2 Deterministic sensitivity analysis

Deterministic sensitivity analysis (DSA) was conducted by varying the input for each parameter in
the model by +20% of their mean value, whilst keeping all other inputs the same. For certain
parameters where standard errors of the mean were available, the lower and upper limits were
defined by the 95% CI around the mean. The inputs used in the DSA are presented in Table 83.

Table 83: One-way DSA inputs

Parameter Mean Lower value | Upper value
Cost and resource use

Drug administration cost - IV administration

(simple) 241.06 216.95 265.16
Drug administration cost - IV administration 306.90 276.21 33759
(complex) ' ' '
Drug administration cost — IV administration

(subsequent) 332.13 298.92 365.34
Unit cost — Outpatient visit (consultant 267 65 240 89 294 49
oncologist) — first ' ' '
Unit cost — Outpatient visit (consultant

oncologist) — follow-up 176.45 158.81 194.10
Unit cost — Blood test (Full blood count) 2.79 2.51 3.07
Unit cost — CT scan 97.15 87.44 106.87
Unit cost — Specialist nurse 50.00 45.00 55.00
Unit cost — GP visit 39.00 35.10 42.90
Unit cost — Nurse visit 48.00 43.20 52.80
Cost per cycle — dostarlimab (phase 1 - every

3 weeks) (with PAS)* N N N
Cost per cycle — dostarlimab (phase 2 - every

6 weeks) (with PAS)* N N N
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Cost per cycle — current clinical management? 328.56 295.71 361.42
Cost per f:ycle — paclitaxel (part of carboplatin 22 07 1986 24.98
plus paclitaxel) (as subsequent therapy)?

Cost per cycle — PLD (as subsequent therapy)? 1,068.74 961.86 1,175.61
Cost per cycle — paclitaxel monotherapy (as 3723 33.51 4095
subsequent therapy)?

Cost per cycle — carboplatin (as subsequent 14.84 13.36 16.32
therapy)?

Cost per cycle — carboplatin plus gemcitabine 66.12 59.50 7273
(as subsequent therapy)?

Cost per cycle — hormone therapy (as 2112 19.01 2393
subsequent therapy)?

Cost per cycle — radiotherapy (as subsequent 2722.78 2.450.50 2.995.06
therapy)?

AE cost: abdominal pain 375.46 337.91 413.00
AE cost: allergic reactions 404.73 364.25 445.20
AE cost: anaemia 485.28 436.75 533.81
AE cost: fatigue 0.00 0.00 0.00
AE cost: hand and foot syndrome 404.73 364.25 445.20
AE cost: leukopenia 431.19 388.08 474.31
AE cost: mucosal inflammation 391.93 352.74 431.13
AE cost: nausea 447.58 402.82 492.34
AE cost: neutropenia 431.19 388.08 474.31
AE cost: sensory neuropathy 351.03 315.92 386.13
AE cost: stomatitis 391.93 352.74 431.13
AE cost: thrombocytopenia 655.62 590.05 721.18
AE cost: vomiting 447.58 402.82 492.34
R_e§ource use: PFS on tre_atmel?t — Outpatient 1.00 0.90 110
visit (consultant oncologist) — first

R’_e§ource use: PFS on trgatment — Outpatient 1.00 0.90 110
visit (consultant oncologist) — follow-up

Resource use: PFS on treatment — Blood test 1.00 0.90 110
(full blood count)

Resource use: PFS on treatment — CT scan 0.30 0.27 0.33
Resource use: PFS on treatment — Specialist 1.00 0.90 110
nurse

Resource use: PFS on treatment — GP visit 1.00 0.90 1.10
Resource use: PFS on treatment — Nurse visit 0.30 0.27 0.33
R_e§ource use: PFS off trt_eatment — Outpatient 0.30 027 033
visit (consultant oncologist) — follow-up

Resource use: PFS off treatment — Blood test 0.30 027 033
(full blood count)

Resource use: PFS off treatment — CT scan 0.30 0.27 0.33
Resource use: PFS off treatment — Specialist 1.00 0.90 110
nurse

Resource use: PFS off treatment — GP visit 1.00 0.90 1.10
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Resource use: PFS off treatment — Nurse visit 0.30 0.27 0.33
o oot o
Egjgtl;rce use: PD - Blood test (full blood 0.30 027 033
Resource use: PD — CT scan 0.30 0.27 0.33
Resource use: PD - Specialist nurse 1.00 0.90 1.10
Resource use: PD — GP visit 1.00 0.90 1.10
Resource use: PD — Nurse visit 0.30 0.27 0.33
End-of-life cost (one-off) 8,104.88 7,294.40 8,915.37

Utility values

Patient baseline utility

Health state utility value: Pre-progression >5
cycles from death

Health state utility value: Pre-progression <5
cycles from death

Health state utility value: Post-progression >5
cycles from death

Health state utility value: Post-progression <5
cycles from death

AE disutility values

AE disutility: abdominal pain -0.069 -0.062 -0.076
AE disutility: allergic reactions -0.116 -0.104 -0.128
AE disutility: anaemia -0.119 -0.107 -0.131
AE disutility: fatigue -0.073 -0.066 -0.080
AE disutility: hand and foot syndrome -0.116 -0.104 -0.128
AE disutility: leukopenia -0.090 -0.081 -0.099
AE disutility: mucosal inflammation -0.151 -0.136 -0.166
AE disutility: nausea -0.045 -0.041 -0.050
AE disutility: neutropenia -0.090 -0.081 -0.099
AE disutility: sensory neuropathy -0.116 -0.104 -0.128
AE disutility: stomatitis -0.151 -0.136 -0.166
AE disutility: thrombocytopenia -0.090 -0.081 -0.099
AE disutility: vomiting -0.103 -0.093 -0.113
::c?;sal;ggt)y: investigation (white blood cell 0.000 0.000 0.000
gfcii;l;ggt)y: investigation (neutrophil count 0.000 0.000 0.000

Footnote: @ Cost per cycle of dostarlimab and the relevant comparators was included in the PSA in order to
investigate uncertainty related to the treatment dosing regimens and relative dose intensities, and the possible
resulting impact on the cost per cycle of each treatment.
Abbreviations: AE: adverse event; CT: computerised tomography; GP: general practitioner; OS: overall survival;
PD: progressed disease; PFS: progression-free survival; PLD: pegylated liposomal doxorubicin; ToT: time on

treatment.
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Tornado diagrams presenting the top 10 parameters with the greatest impact on the base case
ICER for dostarlimab versus current clinical management are presented in Figure 60 (list price)
and Figure 61 (with PAS for dostarlimab).

The parameters with the greatest impact on the base case ICER for dostarlimab versus current
clinical management were the patient baseline utility values in GARNET, the pre- and post-
progression health state utility values for patients >5 cycles from death and the cost per cycle of
dostarlimab.

Figure 60: DSA tornado plot for dostarlimab versus current clinical management
(dostarlimab list price)

Change in ICER from base case (top 10 parameters)

-£20,000 -£15000 -£10,000 -£5,000 £0 £5,000 £10,000 £15,000 £20,000 £25,000 £30,000

Patient baseline utility +

Health state utility: Post-progression >5 cycles from death +
Cost per cycle — dostarlimab (phase 2 - every 6 weeks)
Health state utility: Pre-progression >5 cycles from death
Health state utility: Pre-progression >5 cycles from death
Cost per cycle — dostarlimab (phase 1 - every 3 weeks)
Health state utility: Post-progression >5 cycles from death
Health state utility: Pre-progression <= 5 cycles from death
Unit cost = Outpatient visit (consultant oncologist) - follow-up

Health state utility: Pre-progression <= 5 cycles from death

Abbreviations: DSA: deterministic sensitivity analysis.
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Figure 61: DSA tornado plot for dostarlimab versus current clinical management
(dostarlimab PAS price)

Change in ICER from base case (top 10 parameters)

£20,000 £15,000 £10,000 £5,000 £0 £5,000 £10,000 £15,000 £20,000 £25,000

Patient baseline utility

Health state utility: Post-progression >5 cycles from death +

Cost per cycle — dostarlimab (phase 2 - every 6 weeks)

Health state utility: Pre-progression >5 cycles from death

Health state utility: Pre-progression >5 cycles from death

Cost per cycle — dostarlimab (phase 1 - every 3 weeks)

Health state utility: Post-progression >5 cycles from death

Health state utility: Pre-progression <= 5 cycles from death

Unit cost— Outpatient visit {consultant oncologist) — follow-up

Health state utility: Pre-progression <= 5 cycles from death

Abbreviations: DSA: deterministic sensitivity analysis; PAS: patient access scheme.

B.3.8.3 Scenario analysis

43 scenario analyses were conducted to explore the impact of certain assumptions and
alternative inputs within the base case economic analysis. Each scenario analysis is described in
turn below, with full results of all scenario analyses presented in Table 85.

Current clinical management PFS (RWE outcome used as proxy)

As discussed in Section B.2.3.2 and Section B.2.11.3, the UK RWE study did not collect direct
PFS data, because the NCRAS database does not include data collection for progression.
Clinical expert opinion indicated that the use of TTNT, as per the base case as a PFS proxy,
likely represents a conservative estimate because it is likely that patients would experience a
delay between disease progression and start of next line of therapy. In order to explore the
impact of this conservative assumption where TTNT is used as a PFS proxy, a scenario has
been conducted where TTD from the UK RWE study is used as a proxy for PFS instead of TTNT.

e Base case: PFS for current clinical management is based on TTNT as a proxy for PFS

o  Scenario 1: PFS for current clinical management is based on TTNT as a proxy for PFS

Current clinical management PFS, OS and ToT (source population)

The base case cost-effectiveness analysis used efficacy data from the UK RWE GARNET-like
cohort, which included patients with an ECOG PS or 0 and 1, as well as patients with an ECOG
PS of ‘unknown’ (as previously detailed in Section B.2.3.2). In order to investigate the impact of
including patients with an ECOG PS of ‘unknown’ a scenario analysis was conducted using the
UK RWE GARNET-like ECOG PS <1 cohort, including only patients with an ECOG PS of 0 and
1, and excluding patients with an ECOG PS of ‘unknown.’
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e Base case: current clinical management PFS, OS and ToT data are derived from the UK
RWE GARNET-like population

o Scenario 2: current clinical management source of PFS, OS and ToT data are derived
from the UK RWE GARNET-like ECOG PS <1 population (using the efficacy data for
the ECOG PS =<1 population presented in Appendix 0.2, and the extrapolations
detailed in Appendix P.4).

Current clinical management (extrapolations)

To explore the models used for the long-term extrapolation of PFS and OS in the base case cost-
effectiveness analyses, a range of scenarios have been conducted using the best fitting
alternative extrapolations considered to be clinically plausible (in line with the UK clinical expert
estimates detailed in Section B.3.3.5 and B.3.3.6.).

o Base case: current clinical management PFS is extrapolated using the log-logistic model

o  Scenario 3: current clinical management PFS is extrapolated using the lognormal
model

e Base case: current clinical management OS is extrapolated using the log-logistic
extrapolation

o Scenario 4: current clinical management OS is extrapolated using the generalised
gamma model

o Scenario 5 : current clinical management OS is extrapolated using the lognormal
model

Current clinical management (MAIC scenarios)

Two scenario analyses were conducted for current clinical management, exploring the
application of the HRs from the UK RWE OS ITC to the dostarlimab OS extrapolation. Scenario 1
matched patients in the GARNET trial to those in the UK RWE study using the most important
prognostic variables identified by clinical experts (excluding grade). Scenario 2 matched patients
on prognostic variables as identified by regression analyses. A summary of the two scenarios
can be found in Table 84, and further details on the prognostic matching can be found in Section
B.2.7.1 and Appendix D.5.1.

Table 84: Scenarios considered in the UK RWE study MAICs versus GARNET
Scenarios Prognostic variables

e Histology?

Scenario 1 ) . L .
e Number of prior platinum-based therapies in the advanced/recurrent setting®

e Race/ethnicity

e Stage at diagnosis
o Histology?

e Prior surgery

Scenario 2

Footnotes: @ For scenarios including histology as a matching variable, one patient with an “unknown” histology
was removed from the GARNET cohort in order to achieve balance. ® For scenarios including the number of prior
platinum-based therapies, patients with 0 or =22 prior platinum-based therapies from the GARNET cohort were
removed in order to achieve balance.

Abbreviations: MAIC: matching-adjusted indirect comparison.

It is important to note that, given the fundamental difference in the mechanism of action of
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dostarlimab, an I-O therapy, and individual chemotherapy regimens, the application of a HR is
associated with substantial uncertainty. As described previously in Section B.1.3.6 and Section
B.2.10, dostarlimab is a novel I-O therapy, which enables a patient’'s own immune system to
mount an anti-tumour response. Successful treatment response following I-O therapies manifests
differently compared to cytotoxic chemotherapy, and notably, may be associated with extended
treatment benefits and long-term remission even after treatment discontinuation.5? 85 66 Such
long-term treatment benefit is not typically associated with cytotoxic chemotherapy in this
indication, as evidence by the UK RWE study, where just [J§% of patients receiving cytotoxic
chemotherapy were alive after two years.

However, the application of a HR to the dostarlimab PFS and OS extrapolations, and the joint
fitting of the curves, inherently assumes that the comparator chemotherapy will be associated
with survival functions that display a similar shape and follow a similar trajectory to the
dostarlimab survival functions, including the potential for long-term benefit and the extended tail
of the KM curves that is the hallmark of I-O therapies.

Based on the published evidence of chemotherapy in EC (described in Appendix D.4.6), this is
unlikely to be the case, and as such, the application of HRs to the dostarlimab extrapolations
represents a key limitation of these analyses, and likely result in an overestimation of the long-
term survival that would be associated with the chemotherapy regimens that constitute current
clinical management.

e Base case: current clinical management OS is extrapolated using the log-logistic model,
independently from OS in GARNET

o Scenario 6: current clinical management OS extrapolation is based on the application
of the HR from the UK RWE MAIC (Scenario 1; HR: [l 95% C!I: ], ) to the
dostarlimab OS extrapolation

o  Scenario 7: current clinical management OS extrapolation is based on the application
of the HR from the UK RWE MAIC (Scenario 2; HR: [}, 95% CI: ], ) to the
dostarlimab OS extrapolation

Current clinical management (proportion of patients receiving hormone therapy)

Hormone therapy was not fully captured within the UK RWE study (Section B.2.7.3). As such, it
was assumed that 20% of patients receiving current clinical management would incur the costs
and AEs associated with hormone therapy, consisting of an equal proportion of patients receiving
medroxyprogesterone acetate and letrozole, in line with UK clinical expert opinion. To explore
any uncertainty associated with these assumptions, a number of alternative assumptions have
been considered as scenario analyses, where varying proportions of patients incurred the costs
and AEs associated with hormone therapy. The efficacy of current clinical management
remained unchanged in each of the below scenarios.

e Base case: 20% of patients receiving current clinical management are assumed to receive
hormone therapy

o Scenario 8: 0% of patients receiving current clinical management are assumed to
receive hormone therapy

o Scenario 9: 10% of patients receiving current clinical management are assumed to
receive hormone therapy
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o Scenario 10: 30% of patients receiving current clinical management are assumed to
receive hormone therapy

o Base case: 50% of patients receiving hormone therapy receive letrozole and 50% of patients
receive medroxyprogesterone acetate

o  Scenario 11: 100% of patients receiving hormone therapy receive letrozole

Dostarlimab efficacy (extrapolations)

In order to explore the models used for long-term extrapolation of PFS and OS for patients
treated with dostarlimab in the base case cost-effectiveness analyses, a range of scenarios have
been conducted using the best fitting alternative extrapolations considered to be clinically
plausible.

e Base case: dostarlimab PFS was extrapolated using the lognormal model
o Scenario 12: dostarlimab PFS was extrapolated using the log-logistic model
o Scenario 13: dostarlimab PFS was extrapolated using the generalised gamma model

o Base case: dostarlimab OS was extrapolated using the generalised gamma model (including
treatment waning)

o Scenario 14: dostarlimab OS was extrapolated using the lognormal model (excluding
treatment waning)

o Scenario 15: dostarlimab OS was extrapolated using the generalised gamma model
(excluding treatment waning for OS; treatment waning is still applied to PFS)

Dostarlimab time on treatment (extrapolations and adjustments)

o Base case: Dostarlimab time on treatment was extrapolated using the log-logistic
extrapolation, with [J|% of patients continuing on treatment at [l with 1% of patients

discontinuing at [ Gz

o Scenario 16: Dostarlimab time on treatment was extrapolated using the log-logistic
extrapolation with |% of patients continuing on treatment at || with [l % of

patients discontinuing at ||| |l

o Scenario 17: Dostarlimab time on treatment was extrapolated using the log-logistic
extrapolation with % of patients continuing on treatment at || with [l % of

patients discontinuing at ||| Gz

o Scenario 18: Dostarlimab time on treatment was extrapolated using the log-logistic
extrapolation with % of patients discontinuing treatment at | i}

Treatment waning scenarios (starting point and length of waning)

e Base case: Treatment waning for dostarlimab begun at l months, - after -patients
discontinue treatment with dostarlimab, and was applied for |l (i.e. waning was
stopped [l after initiation of treatment).

o  Scenario 19: Treatment waning for dostarlimab begun at [} months, | N after
[ patients discontinue treatment with dostarlimab, and was applied for | .e.
waning was stopped [l after initiation of treatment).
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o  Scenario 20: Treatment waning begun at ] months, | after loatients
discontinue treatment with dostarlimab, and was applied for |l (i.e. waning was
stopped [l after initiation of treatment).

o  Scenario 21: Treatment waning begun at ] months, and was applied for ||l for
PFS and |l for OS (i.e. waning was stopped [} and [l after initiation of
treatment for PFS and OS, respectively).

Utility values

o Base case: Utility values were derived from GARNET, and included time-to-death as a
covariate and age-related utility adjustment.

o Scenario 22: Pre-and post-progression utiliy values were derived from GARNET only
(I and I, respectively) (time-to-death was excluded as a covariate).

o  Scenario 23: Utility values were derived from GARNET, and included time-to-death as
a covariate. Age-related utility adjustment was excluded.

e Base case: AE disutilities were included.

o) Scenario 24: AE disutilities were not included.

Diagnostic testing

o Base case: Diagnostic testing costs were not included.

o Scenario 25: Diagnostic testing costs were included for all patients with recurrent EC
(42%)

Subsequent therapies (source)

A scenario analysis was conducted where patients treated with dostarlimab receive subsequent
treatments in line with those received by >1 patient in GARNET. Pembrolizumab was excluded
as a subsequent treatment; it was received by ]| patients in GARNET as a subsequent treatment,
however, it is only available privately in the UK, and therefore would not be included in routine
subsequent treatment. The percentages of all other subsequent treatments in GARNET received
by >1 patient were re-weighted accordingly. The re-weighted subsequent treatment distribution is
presented in Appendix P.1.

e Base case: subsequent therapies for patients receiving dostarlimab were based on the
distribution of subsequent therapies in the UK RWE study (mean subsequent treatment
acquisition cost of £jilij across all cycles

o Scenario 26: subsequent therapies for patients receiving dostarlimab were based on
the distribution of subsequent therapies in GARNET (mean subsequent treatment
acquisition cost of £jill across all cycles (applied to patients receiving dostarlimab
only, the subsequent treatment distribution is detailed in Appendix P.1)

Model structure

Various scenarios have been conducted to explore the impact on certain assumptions within the
base case model structure. The following scenarios have been conducted:

o Base case: the model considered a time horizon of 40 years
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o Scenario 27: the model considered a time horizon of 20 years
o Scenario 28: the model considered a time horizon of 30 years
o Base case: half-cycle correction was included
o Scenario 29: half-cycle correction was not included
e Base case: the model considered a discount rate of 3.5% for both costs and outcomes

o  Scenario 30: the model considered a discount rate of 1.5% for costs and 3.5% for
outcomes

o Scenario 31: the model considered a discount rate of 6% for costs and 3.5% for
outcomes

o Scenario 32: the model considered a discount rate of 3.5% for costs and 1.5% for
outcomes

o Scenario 33: the model considered a discount rate of 3.5% for costs and 6% for
outcomes

o Scenario 34: the model considered a discount rate of 1.5% for both costs and
outcomes

Pairwise comparisons versus individual chemotherapy regimens based on the published
literature

As described previously in Section B.2.2 (Table 5), Section B.2.7.2 and Section B.2.11, given the
distinct paucity of evidence identified for the individual comparator treatments in the literature,
robust comparisons versus the individual comparator treatments listed within the NICE final
scope were extremely difficult, and the use of the UK RWE study in the base case cost-
effectiveness analysis was considered to be more robust.

Nevertheless, the ITCs conducted versus individual chemotherapy comparators based on the
published literature, detailed in Section B.2.7.2, have been used to inform economic scenario
analyses. For each of these scenarios, PFS and OS HRs were derived from the ITCs described
in Section B.2.7.2 and were applied to the dostarlimab PFS and OS base case extrapolations to
derive efficacy data for the individual chemotherapy comparator.

In addition to the limitations associated with the HR based approach detailed previously in this
section with regard to the UK RWE MAIC scenarios, the limitations associated with the published
literature and the resulting ITCs described in Section B.2.7.2 are important to consider. In
particular, the comparisons using the results of the MAICs versus Makker et al. (2013), Julius et
al. (2013), Rubinstein et al. (2019) and Mazgani et al. (2008) are associated with particular
uncertainty.”- 1. 59,60 These were all retrospective, single-arm studies and associated with
unknown levels of bias, given the paucity of reported patient characteristics and key prognostic
variables meaning that the GARNET population could not be matched to the comparator studies
with respect to multiple key prognostic variables. The small sample sizes of these studies,
including 17, 41, 20 and 31 patients, respectively, represents a further limitation. These
limitations, combined with the limitations of the HR based approach, means that the results of
these MAICs, and any resulting scenarios must be interpreted with particular caution.

Scenarios which incorporate the results of the ITCs versus ZoptEC and McMeekin et al. (2015)
represent more robust comparisons, as these were RCTs, which provided far more detailed data
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on patient characteristics and key prognostic variables, while the ZoptEC IPD also allowed
patients to be removed from both studies so that the cohorts could be closely matched.®: 8-10
However, it was not possible to calculate a HR for PFS from either of these two comparisons,
meaning that it was not possible to conduct economic scenarios using either of these two studies
in isolation; any such scenarios required the use of PFS data from Makker et al. (2013),
introducing the associated limitations."

The scenarios using these ITCs are detailed in the following sections.

Comparisons versus doxorubicin monotherapy

Four studies included in the series of ITCs included doxorubicin monotherapy: ZoptEC,
McMeekin et al. (2015) (in combination with paclitaxel), Makker et al. (2013) and Julius et al.
(2015). 6 7:1 An OS HR was available versus each of these four studies, and therefore four
scenarios were conducted, applying the OS HR from each study to the dostarlimab OS
extrapolation. However, McMeekin et al. (2015) and Julius et al. (2013) did not report a PFS KM
curve, while differences between the definition of PFS and the timepoints of tumour assessment
in GARNET versus ZoptEC precluded the derivation of a PFS HR between the two studies. As
such, it was necessary to apply the PFS HR from Makker et al. (2013) in all four scenarios.

The scenarios including a pairwise comparison versus doxorubicin monotherapy assume that the
cost of doxorubicin monotherapy, and the AEs associated with doxorubicin monotherapy, are
comprised of a weighted average of [J|% “naked” doxorubicin monotherapy and [J§% PLD, in
line with the proportions of patients receiving each treatment in the UK RWE study. UK clinical
expert opinion indicated that clinicians would typically only use PLD in UK clinical practice,
meaning that that the inclusion of “naked doxorubicin” costs represents a conservative
assumption which may underestimate the true costs associated with doxorubicin monotherapy in
UK clinical practice.

The scenario analysis versus McMeekin et al. (2015) also assumes that doxorubicin and
paclitaxel monotherapy are associated with equal efficacy as data are not presented individually
for each treatment; clinical experts indicated that this is a reasonable assumption.

o Base case: Comparator efficacy source (base case: UK RWE study for current clinical
management)

o  Scenario 35: Individual comparison versus doxorubicin monotherapy based on based
on PFS from Makker et al. (2013)"" (HR: |l 95% C!: |l IR, o<l and OS
from the ZoptEC trial (HR: |l}; 95% C!: Il IR r<H)

o  Scenario 36: Individual comparison versus doxorubicin monotherapy based on PFS
from Makker et al. (2013)"" (HR: [Jl; 95% C!: . IIR; »<lll) and OS from

McMeekin et al. (2015)6 (HR: |ll; 95% C!: . IR, o <)
o  Scenario 37: Individual comparison versus doxorubicin monotherapy based on PFS

HR: R 25% C!: I, IR o<l and OS from Makker et al. (2013)"" (HR: [Ji;
95% C!: [ il Il -l

o  Scenario 38: Individual comparison versus doxorubicin monotherapy using PFS from
Makker et al. (2013)" (HR: Il 95% C!: . I o<l and OS from Julius et al.

(2013)" (HR: Il 95% c!: . I <H)
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Comparison versus paclitaxel monotherapy

The only relevant study in the published literature including data for paclitaxel monotherapy was
McMeekin et al. (2015).8

A scenario was therefore conducted where the OS HR from McMeekin et al. (2015) was applied
to the dostarlimab OS extrapolation. This assumes that doxorubicin and paclitaxel monotherapy
are associated with equal efficacy as data are not presented individually for each treatment; as
detailed previously in Section B.2.7.2, clinical experts indicated that this is a reasonable
assumption.

McMeekin et al. (2015) treated patients with paclitaxel once every three weeks (Q3W), while
clinicians indicated that patients with recurrent or advanced EC who had progressed on or after
platinum-based chemotherapy would receive weekly paclitaxel in UK clinical practice. This
scenario therefore assumes that paclitaxel Q3W and weekly paclitaxel are associated with equal
efficacy — UK clinical experts indicated that on the basis of Rosenberg et al. (2002) and
Homesley et al. (2008), this is a reasonable assumption.'?! 122

As McMeekin et al. (2015) does not report a PFS KM curve, it is necessary to apply the PFS HR
between dostarlimab and doxorubicin monotherapy in Makker et al. (2013), as detailed in in this
section and Section B.2.7.2.

o Base case: comparative efficacy was modelled for current clinical management based on
the UK RWE study

o  Scenario 39: an individual comparison versus paclitaxel monotherapy was conducted,
based on PFS from Makker et al. (2013)"" (HR: |l 95% C!: |}, IR o<HR) and
0S from McMeekin et al. (2015)¢ (HR: |l 95% C!: R, IR, o<HR)

Comparisons versus carboplatin plus paclitaxel

Two scenarios were conducted versus carboplatin plus paclitaxel, applying PFS and OS HRs for
dostarlimab from Rubinstein et al. (2019)%° and Mazgani et al. (2008)%°, respectively. In addition
to the substantial limitations associated with both of these scenarios noted previously, the
scenario versus Rubinstein et al. (2019)%° must be interpreted with further caution as the
proportional hazards assumption was violated for both the PFS and OS MAICs (detailed in
Appendix D.5.3), meaning that the use of a HR is not appropriate, however, given the small
sample size of Rubinstein et al. (2019), there was no viable alternative.

o Base case: comparative efficacy was modelled for current clinical management based on
the UK RWE study

o  Scenario 40: an individual comparison was conducted versus carboplatin plus
paclitaxel using PFS (HR: i}, 95% C!: |}, I o=l and OS from Rubinstein et

al. 2019)%° (HR: |; 95% C!: I, IR =B

o  Scenario 41: an individual comparison was conducted versus carboplatin plus
paclitaxel using PFS (HR: |l 95% C!: I}, I o=l and OS from Mazgani et al.

(2008)% (HR: Il 95% CI: . HI. --HIl)
Comparisons versus carboplatin monotherapy

No evidence was identified for carboplatin monotherapy in the clinical SLR, and feedback from
UK clinical experts strongly indicated that any data for patients not in the post-platinum
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chemotherapy setting would not be suitable to use as a proxy for patients with recurrent or
advanced EC who have progressed on or after platinum-based chemotherapy. As such, it was
not possible to conduct an individual comparison between dostarlimab and carboplatin
monotherapy based on published literature for carboplatin monotherapy.

In order to investigate the cost-effectiveness of dostarlimab versus carboplatin, a scenario
analysis was therefore conducted where the efficacy of carboplatin monotherapy was assumed
to be equal to doxorubicin monotherapy. UK clinical experts indicated that this assumption was
unlikely to be true, although, in the absence of any other viable alternatives, the assumption was
considered to hold true for this scenario analysis.

o Base case: comparative efficacy was modelled for current clinical management based on
the UK RWE study

o Scenario 42: an individual comparison was conducted versus carboplatin
monotherapy using doxorubicin monotherapy as a proxy for efficacy: based on PFS
from Makker et al. (2013)" (HR: Il 95% C!: I}, I o<l and OS from the

ZoptEC trial (HR: Il 95% c!: . I, -<H)

Pairwise comparison versus hormone therapy based on the UK RWE study

Similarly, despite efforts to identify published sources of evidence to use as a proxy for hormone
therapy, feedback from UK clinical experts strongly indicated that any data for patients not in the
post-platinum chemotherapy setting would not be suitable to use as a proxy for hormone therapy.
As such, it was not possible to conduct an individual comparison between dostarlimab and
hormone therapy based on the published literature available for hormone therapy.

As such, in order to investigate the cost-effectiveness of dostarlimab versus hormone therapy, a
scenario was conducted where the efficacy of hormone therapy was assumed to be equal to
current clinical management in the UK RWE study. This is a conservative assumption; UK clinical
experts indicated that survival with hormone therapy would not be expected to exceed that
observed in the UK RWE study. The UK clinical experts estimated that the median PFS and OS
for hormone therapy in this setting would be ~ 3 months and ~ 6 months, respectively, whereas
the median PFS for current clinical management from the UK RWE study was ] months and the
median OS was [ months, respectively.

e Base case: comparative efficacy was modelled for current clinical management based on
the UK RWE study, assuming that 20% of patients receiving current clinical management
received hormone therapy

o  Scenario 43: an individual comparison was conducted versus hormone therapy. PFS,
OS and ToT for hormone therapy assumed to be equal to the base case PFS and OS
extrapolations for current clinical management
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Table 85: Scenario analysis results?

No. Description List price With PAS
Inc. Incr. ICER Inc. costs Incr. QALYs ICER
costs QALYs (E/QALY) (E/QALY)

Base case [ __ ____ [ H £50,221

Current clinical management PFS = TTD [ [ | [ [ [ | £49,366
2 Current clinical management based on ECOG

PS <1 population N L I N L £49,155
3 Current clinical management PFS extrapolation

- lognormal I - I I - £50,184
4 Current clinical management OS extrapolation:

generalised gamma N L I N L £49,271
5 Current clinical management OS extrapolation:

lognormal I - I I - £49,765
6 Current clinical management OS extrapolation

based on the application of the HR from the UK

RWE MAIC (Scenario 1; HR: i) to the L L . L . £54,249

dostarlimab OS extrapolation
7 Current clinical management OS extrapolation

based on the application of the HR from the UK

RWE MAIC (Scenario 2; HR: [l to the L . L L i £52,917

dostarlimab OS extrapolation
8 Current clinical management proportion of

patients receiving hormone therapy: 0% - - - - - £49,537
9 Current clinical management proportion of

patients receiving hormone therapy: 10% L . . L i £49,878
10 | Current clinical management proportion of

patients receiving hormone therapy: 30% L L . L I £50,565
1 Current clinical management proportion of

patients receiving letrozole: 100% L . . L i £50,232
12 | Dostarlimab PFS extrapolation: Log-logistic [ [ | [ [ [ | £50,147
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13 | Dostarlimab PFS extrapolation: Generalised

Dosar P HE = ] . o £48,252
14 | Dostarlimab OS extrapolation: Lognormal

(excluding treatment waning) L L . L . £50,997
15 | Dostarlimab OS extrapolation: Generalised

gamma (excluding treatment waning) - - - - - £33,677
16 | Time on treatment: loglogistic extrapolation

with W% of patients continuing on treatment at
17 | Time on treatment: loglogistic extrapolation

with W% of patients continuing on treatment at

ivith .% of patients discontinuing at - - - - - £45,439
18 | Time on treatment: loglogistic extrapolation

with l% of patients discontinuing treatment at | [ [ | [ [ [ | £41,847
19 | Treatment waning begins at ||| | |}, EGEG

after [ discontinue treatment with [ [ | [ [ [ | £55,260

dostarlimab, and is applied for
20 | Treatment waning begins at || ||, Gz

after [l discontinue treatment with e [ ] B e [ ] £53,633

dostarlimab, and is applied for
21 Treatment waning begins at , and is
22 | Utility values: GARNET utility values (excluding

time-to-death as a covariate) - - - - - £50,517
23 | Utility values: GARNET utility values (excluding

age-related utility adjustment) L . . L . £47.911
24 | AE disutilities: not included [ [ | [ [ [ | £50,870
25 | Diagnostic testing costs: included for all

recurrent patients (42%) L L . L L £50,261

Company evidence submission template for dostarlimab for previously treated advanced or recurrent endometrial cancer with high microsatellite instability or
mismatch repair deficiency [ID3802]
©GlaxoSmithKline (2021). All rights reserved Page 208 of 222



26 | Subsequent therapies source: distribution of
subsequent therapies based on those received e [ ] B e [ ] £50,251
in GARNET (applied to the GARNET arm only)
27 | Time horizon: 20 years [ [ | [ [ [ | £53,393
28 | Time horizon: 30 years - - - - - £50,492
29 | Half-cycle correction: not included e [ ] B e [ ] £50,269
30 | Discount rate costs: 1.5% e [ ] B e [ ] £52,041
31 Discount rate costs: 6% - - - - - £48,385
32 | Discount rate outcomes: 1.5% - - - - - £43,321
33 | Discount rate outcomes: 6% [ [ | [ [ [ | £58,833
34 | Discount rate costs and outcomes: 1.5% - - - - - £44,891
35 Individual comparison versus doxorubicin
monotherapy based on based on PFS from
Makker et al. (2013)"! (HR: [lill) and OS from the | N L . L L £63,144
ZoptEC trial (HR: )
36 | Individual comparison versus doxorubicin
monotherapy based on PFS from Makker et al.
(2013)"" (HR: [l) and OS from McMeekin et 2/, | N i L L i £55,284
(2015)8 (HR: )
37 | Individual comparison versus doxorubicin
monotherapy based on PFS (HR: ) and OS [ [ | [ [ [ | £41,337
from Makker et al. (2013)"" (HR: )
38 Individual comparison versus doxorubicin
monotherapy using PFS from Makker et al.
(2013)" (HR: [Jll) and OS from Julius et al. L i L L i £40,439
(2013)7 (HR: )
39 | Individual comparison versus paclitaxel
monotherapy based on PFS from Makker et al.
(2013)" (HR: ) and OS from McMeekin et 2/, | NN . . L . £56,911
(2015)8 (HR: )
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40 | Individual comparison versus carboplatin plus
paclitaxel using PFS (HR: and OS from
Rubinstein et al. (2019)%° (HR: )

41 Individual comparison versus carboplatin plus
paclitaxel using PFS (HR: ,) and OS from
Mazgani et al. (2008)%° (HR: )

42 | Individual comparison versus carboplatin
monotherapy using doxorubicin monotherapy
as a proxy for efficacy: based on PFS from
Makker et al. (2013)"" (HR: ) and OS from the
ZoptEC trial (HR: )

43 | Current clinical management: proportion of
patients receiving hormone therapy: 100%

- Dominated

[ ] £106,372

[ | £65,367

[ ] £53,019

Footnotes: 2 Discounted costs, LYs and QALYs.
Abbreviations: AE: adverse events; ECOG: Eastern Cooperative Oncology Group; HR: hazard ratio; MAIC: matched-adjusted indirect comparison; OS: overall survival; PAS:
patient access scheme; PFS: progression-free survival; RWE: real-world evidence.
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B.3.8.4 Summary of sensitivity analyses results

The PSA demonstrated that there is a []% probability of dostarlimab, at the with-PAS price, of
being cost-effectiveness at a willingness-to-pay threshold of £50,000 per QALY gained.

Deterministic scenario analyses were conducted to explore uncertainty relating to both structural
and parameter assumptions made in the base case cost-effectiveness analysis. In the scenario
analyses, the results were largely stable when varying model assumptions, with the only
scenarios to vary the ICER by more than £2,000 in either direction were those associated with
the health state utility values from GARNET or the drug acquisition price of dostarlimab. Only one
of the parameters varied changed the ICER by more than £5,000, demonstrating the robustness
of the results.

The key scenario analyses showed dostarlimab represent a cost-effective treatment option
across many of the key scenarios presented. Only a small minority (N=9) of the scenario
analyses considered resulted in an increase of more than £5,000 to the ICER: the majority of
these scenarios were based on pairwise comparisons versus the published literature, which, as
described previously in Section B.2.2. B.2.7.2, B.2.11 and Section B.3.8.3, are associated with
substantial uncertainty and limitations, and should be interpreted with caution.

B.3.9 Subgroup analysis

No economic subgroup analyses are relevant to this appraisal.
B.3.10 Validation

B.3.10.1 Validation of cost-effectiveness analysis

Technical validation

In alignment with best practice, validation of the economic model structure was conducted by an
independent health economist expert, not previously involved in the model conceptualisation or
programming.’?® Once fully developed, the model underwent two independent quality control and
technical validation processes which included checking of all model calculations including
standalone formulae, equations and Excel macros programmed in VBA. The correct functioning
of the sensitivity and scenario analyses was also reviewed, and two checklists (for technical and
stress test checks) were completed to ensure that the model generated accurate results which
were consistent with input data and robust to extreme values.

Clinical validation

Extensive clinical validation was undertaken to validate the assumptions included within the base
case cost-effectiveness analysis, as detailed throughout this section. Two full advisory boards
were conducted with several clinical experts and these were followed by several one-to-one
interviews with individual clinical experts.

The clinical experts provided feedback on almost all elements of the base case cost-

effectiveness analysis, including validation of: the comparator choice, the extrapolations for PFS,
OS and ToT, the treatment duration and treatment waning assumptions, the subsequent therapy
assumptions, the AE rates and the dosing for comparator therapies, amongst others. As detailed
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in B.3.3.5 and B.3.3.6, the base case PFS and OS extrapolations, in particular, were validated
carefully with several clinical experts who provided estimates of landmark PFS and OS values
over time in order for the most clinically plausible extrapolations to be chosen.

Comparison of model results with current clinical management

The results from the model for dostarlimab and current clinical management (UK RWE study)
were compared to the equivalent results from the published studies to assess how closely they
were aligned. The results presented in Table 86 and Table 87 clearly highlight that the model
estimates for dostarlimab and current clinical management align reasonably well with the
literature and a clear advantage for dostarlimab is observed versus current clinical management
when comparing to both the published and modelled estimates.

Table 86: Comparison of PFS model results? with current clinical management

PFS
Study Model median, Model mean, months
median months
Dostarlimab (GARNET) | N | I
Current clinical
management (UK RWE [ [ [
study)’

Footnotes: 2 Undiscounted PFS estimates from the model are presented to aid comparison with the published
literature.
Abbreviations: Cl: confidence interval; PFS: progression free survival; RWE: real-world evidence; UK: United
Kingdom.

Table 87: Comparison of OS model results? with current clinical management

(0133
Study Model Model Study Model Study Model
median, | median, | mean, Pts Pts Pts Pts
months months | months | alive at | alive at | alive at | alive at
Month Month Month Month
24 (%) 24 (%) 60 (%) 60 (%)
Dostarlimab - - - - NR -
(GARNET) —
Current clinical
management
manager oy ® = = = u
study)'®

Footnotes: 2 Undiscounted PFS estimates from the model are presented to aid comparison with the published
literature.

Abbreviations: Cl: confidence interval; ITC: indirect treatment comparison; PLD: pegylated doxorubicin; OS:
overall survival; RWE: real-world evidence; SLR: systematic literature review.

B.3.11 Interpretation and conclusions of economic evidence

Summary of the cost-effectiveness analysis

In the deterministic base case economic analysis, dostarlimab was associated with an additional
[l LYs and an additional | QALYs versus current clinical management. Including the
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confidential PAS discount for dostarlimab, the base case ICER for dostarlimab versus current
clinical management was £50,221 per QALY gained.

In the PSA, based on 10,000 iterations, the mean PSA results were similar to the deterministic
base case results. Dostarlimab, when provided at the PAS price, was associated with an
additional | LYs and an additional ] QALYs versus current clinical management, and an
ICER of £48,363 per QALY gained. The probability that dostarlimab (with PAS) is cost-effective
at a £50,000 per QALY gained willingness-to-pay threshold is [J]. In the DSA, the parameters
with the greatest effect on the base case ICER were patient baseline utility, pre- and post-
progression health-state utility values for patients >5 cycles from death and the cost per cycle for
dostarlimab.

Extensive scenario analyses were conducted to explore the impact of key model inputs and
assumptions. The ICERs for dostarlimab (with PAS) were below the cost-effectiveness threshold
of £50,000 per QALY gained across many of the key scenarios, demonstrating the robustness of
the base case analysis.

These results demonstrate that dostarlimab would be a valuable and cost-effective addition to
the treatment armamentarium for patients who would otherwise face an extremely poor
prognosis due to lack of effective treatment options available to them.

Generalisability of the cost-effectiveness analysis

The economic evaluation is based on the patient population from the GARNET trial, which is
considered representative of patients with recurrent or advanced EC. Furthermore, the efficacy
for current clinical management was based on data from patients managed in real world clinical
practice in the UK, making the analysis highly generalisable.

With the lack of definitive standard of care, a basket of comparator therapies including the most
commonly prescribed chemotherapy regimens in UK clinical practice can be considered the most
relevant comparator to dostarlimab. As per the NICE reference case, the analysis was conducted
from an NHS and PSS perspective.

Strengths of the cost-effectiveness analysis

For the studies that were identified in the clinical SLR for comparator therapies, there was a
distinct paucity of reported data. Given this limitation, and to provide a more accurate
representation of the current clinical management, the UK RWE study was used to inform the
efficacy for the comparator. This study included a population of patients closely aligned to the
patients in GARNET that received a range of chemotherapy regimens that represent current
clinical treatment paradigms in the UK."3

Other strengths of the evaluation are that the analysis meets all aspects of the NICE reference
case, including performance of a cost-utility analysis from an NHS/PSS perspective, assessment
of HRQoL using the EQ-5D, and discounting of costs and benefits at 3.5%. The analysis has
similarly taken into account NICE’s position statement regarding use of EQ-5D-5L data.®®

Limitations of the cost-effectiveness analysis

The overarching limitation is the lack of head-to-head evidence between dostarlimab and the
chemotherapy comparators. In order to overcome this limitation and inform the comparator in the
model, the UK RWE study was conducted. Whilst generally the UK RWE study is a robust source
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of evidence, it is subject to some limitations, including the underestimation of hormone therapy
use compared to UK clinical practice, and the lack of dMMR status data (Section B.2.11).

Nevertheless, it is reasonable to assume that the base case cost-effectiveness analysis versus
current clinical management, based on efficacy for chemotherapy regimens, is likely a
conservative assumption. If hormone therapy had been fully captured in the UK RWE study, it is
likely that the efficacy associated with current clinical management would have been reduced, as
UK clinical experts indicated that the efficacy of hormone therapy would be substantially lower
than chemotherapy for patients with recurrent or advanced EC who have progressed on or after
platinum-based chemotherapy (Section B.2.7.3).

Another limitation relates to the use of proxy measures for PFS and disease recurrence for the
current clinical management comparator. This was necessary because the UK RWE study did
not capture direct data for progression, remission or recurrence of disease. In light of this, TTNT
was employed as a proxy for PFS in the base case cost-effectiveness analysis. UK clinical expert
opinion indicated that this was a conservative assumption, given that TTNT would overestimate
the PFS associated with current clinical management.

It was also not possible to conduct scenario analyses investigating the differences in PFS
between the unadjusted and adjusted GARNET populations, as the inconsistencies between
PFS in GARNET and TTNT in the UK RWE study precluded the derivation of a PFS HR between
dostarlimab and current clinical management (unlike for OS where it was possible to investigate
the use of HRs based on the RWE MAICs in scenario analyses). However, the adjusted
GARBET population landmark PFS estimates at various timepoints were broadly similar to the
unadjusted landmark estimates (Section B.2.7.1, Table 25), providing confidence that any
differences between the GARNET and UK RWE GARNET-like populations would have only had
a minimal impact on the true benefit for dostarlimab versus current clinical management.

Conclusion

Dostarlimab represents the only I-O monotherapy licensed for the treatment of patients with
recurrent or advanced dMMR/MSI-H EC that has progressed on or after platinum-based
chemotherapy.” These patients currently face a dire prognosis, with extremely limited and
inadequate treatment options based on unclear and inconsistent treatment guidelines. Data from
the UK RWE study show that further chemotherapy in this setting is associated with an estimated
median OS of just [ months (95% CI: |}, ). with only Jl§% and % of patients alive after
one and two years, respectively.’?

The results of the base case cost-effectiveness analysis demonstrate dostarlimab to be a cost-
effective use of NHS resources considering a willingness-to-pay threshold of ~£50,000 per QALY
gained in this end-of-life condition. The results of the sensitivity and scenario analyses support
the robustness of the base case analysis, and there was a [J% chance of dostarlimab being cost-
effective at this threshold (when provided at the PAS price).

For patients with recurrent or advanced dMMR/MSI-H EC who have progressed on or after
platinum-based chemotherapy, dostarlimab represents a step change in the clinical management
of this condition and this analysis demonstrates that dostarlimab is a cost-effective use of NHS
resources for these patients.
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Notes for company

Highlighting in the template
Square brackets and - highlighting are used in this template to indicate text

that should be replaced with your own text or deleted. These are set up as form
fields, so to replace the prompt text in | | | NN \vith your own text,
click anywhere within the highlighted text and type. Your text will overwrite the

highlighted section.

To delete grey highlighted text, click anywhere within the text and press
DELETE.

Section A: Clarification on effectiveness data

A1. Please present Document B Table 7 GARNET intention-to-treat (ITT) population
baseline characteristics for the subgroups of (1) those with recurrent disease at
baseline and (2) those with advanced disease at baseline. Please also present this
for those attaining a best response of (1) complete response (CR), (2) partial
response (PR) and (3) stable disease (SD). Please expand this data to include

ECOG performance status at diagnosis if this data is available for GARNET.

|

A2. Please present Document B Table 13 real-world evidence (RWE) GARNET-like
population characteristics for the subgroups of (1) those identified as having
recurrent disease at GARNET equivalent baseline, (2) those with advanced disease
at GARNET equivalent baseline, (3) those with endometrioid disease at diagnosis
and identified as having recurrent disease at GARNET equivalent baseline and (4)
those with endometrioid disease at diagnosis and with advanced disease at
GARNET equivalent baseline. Please also present this for the RWE GARNET like
Eastern Cooperative Oncology Group (ECOG) 0/1 population and the same four

subgroups of it.

|
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A3. Please provide the RWE GARNET-like population baseline characteristics
equivalent to Document B Table 13 separately for people receiving
carboplatin+paclitaxel (N=JJjl}), carboplatin+pegylated liposomal doxorubicin (PLD)
(N=Jl}), PLD monotherapy (N=Jl}), paclitaxel monotherapy (N=[jjli}), carboplatin
monotherapy (N=Jl}) and cisplatin+doxorubicin (N=]J).

.|

A4. Please present a breakdown of the platinum doublets received by the RWE
GARNET-like population prior to their second-line (2L) therapy in a similar format to

company submission (CS) Document B Table 14.

.|

A5. Document B Figure 9 only includes 35 people compared to the 47 people with
an objective response rate (ORR) of Document B Table 16. Please provide an
account of this. Please tabulate the data of Document B Figure 9 sufficient to
reconstruct it, and if possible and appropriate expand this tabulation to the 47 people
with an ORR of Document B Table 16. If the mean time to CR/PR could also be

given this would be helpful, and if split by CR and PR even more so.

|

A6. PRIORITY Please provide the GARNET IA2 Kaplan Meier (KM) data in the
same format as the following table of hypothetical data for overall survival
(OS), progression-free survival (PFS) and time on treatment (ToT) for the ITT
population (N=-), ITT endometrioid population (n=.) and OS, PFS, ORR and
ToT for the Efficacy population (N=|JJl}) and Efficacy CR+PR population (N=]Jj).
Please present the same data restricted to the subgroups with (1) ECOG 0, (2)
ECOG 1, (3) recurrent disease and ECOG 0 and (4) recurrent disease and
ECOG 1.

Day Month Event Censor | N atrisk S(t)
0 0.000 N=0 N=0 129 100%
3 0.099 N=0 N=2 127 100%
7 0.230 N=1 N=0 126 99%
10 0.329 N=4 N=2 120 96%
15 0.493 N=2 N=0 118 94%

etc... etc... etc etc etc... etc...
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.|

A7. Please tabulate the GARNET IA2 reasons for OS events, OS censoring events,
PFS events, PFS censoring events, ToT events, ToT censoring events and the
number of people these apply to. Please provide this as disaggregate as possible,
follow the classification of reasons of GARNET and do not follow the hypothetical
reasons listed below. Where there may be ambiguity about the definition of a reason

please provide a full description.

OS PFS ToT
Reason Event Censor Event Censor Event Censor
Death N=?7?7? n.a. N=?7?7 n.a. N=?7?7 N=?7?7
Progression N=?7?7 N=?7?7 N=?7?7? n.a. N=?7?7 N=77?7?
SAE N=?7?7? N=77?7 N=?7?7 N=?7?7 N=?7?7? N=77?7
Study withdrawal N=??7? N=2??7? N=??7? N=7??? N=2??7? N=7?7??
Etc...

|

A8. PRIORITY Please provide the RWE GARNET-like KM data in the same
format as the table of hypothetical data requested under A6 above for OS, time
to next therapy (TTNT) and time to treatment discontinuation (TTD). As under
A6, please present this separately for all populations, the four subgroups of A6
and the additional two subgroups of (5) ECOG undefined, (6) ECOG undefined
recurrent. Please also present this restricted to all people with endometrioid

disease and the six subgroups.

.|

A9. Please provide the raw unmatched RWE GARNET-like KM data in the same
format as the table of hypothetical data requested under A6 above for OS, TTNT and
TTD separately for people receiving carboplatin+paclitaxel (N=[Jjlj), carboplatin+PLD
(N=l), PLD monotherapy (N=Jl), paclitaxel monotherapy (N=[Jli), carboplatin
monotherapy (N=Jf]) and cisplatin+doxorubicin (N=[Jl}). The four subgroups of A6 are
not required.

|
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A10. PRIORITY Please provide two additional matching-adjusted indirect
comparison (MAIC) analyses for the GARNET ITT endometrioid population
with: (1) RWE GARNET-like population restricted to those with endometrioid
disease; and, (2) RWE GARNET-like ECOG 0/1 population restricted to those
with endometrioid disease. For each of these analyses please provide the
resulting KM OS and PFS data for each arm in the same format as that
requested under A6 above. NICE and the ERG realise that if this has not
already been undertaken there will need to be flexibility on the timing of the

provision of this.

|

A11. Please tabulate the KM data of Document B figures 23, 24, 26, 27, 28, 29, 30,
31, 32, 33, 34, 35, 36, 37 separately by arm, excluding the unadjusted GARNET arm
KM data already requested in other clarification questions, in the same format as that
requested under A6 above. Please also supply this data equivalent to Document B
figures 23, 24, 26, 27 for the MAIC of GARNET with the RWE GARNET-like ECOG
0/1 population.

.|

A12. PRIORITY

a) Please confirm that the Document B Figure 16 W3 to W96 are for people
in PFS. Please confirm that end-of-treatment (EOT) to survival follow-up
5 (SUVF5) are for people who have finished treatment. Please define
SFU and SUVF1 to SUVFS5 in terms of weeks since EoT, to the extent
possible. Please clarify if all people contributing to EoT and subsequent
quality of life (QoL) assessments have necessarily progressed or have

only necessarily ceased treatment.

b) For Document B Figure 16 please tabulate the values of each point and
its 95% confidence interval and also tabulate the equivalent values for
the ITT population, and also tabulate their equivalents for the EQ-5D-5L
cross walked to the UK social tariff. Please also tabulate the GARNET
EQ-5D-5L cross walked to the UK social tariff in the following format,
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separately for (1) the ITT population, (2) the Efficacy population and (3)

the ITT advanced at baseline population.

Number of people Mean QoL
Timepoint | Eligible | Reporting | Baseline | Timepoint
Baseline N="? N="? =" u="?
W3 N="? N="? u="? pu=?
W9 N="? N="? p=? p=?
etc... N="? N="? p=? p=?
W96 N="? N="? p=? p=?
EOT N="? N="? pu=? p=?
SUV N=? N="? u="? pu=?
SUVF1 N="? N="? pu=? p=?
etc... N="? N="? u="? pu=?
SUVF5 N="? N="? p=? p=?

|

A13. PRIORITY Regarding MAICs, please present the original full regression
models used and results, including p-values and each of the backward
elimination steps required to arrive at the final models applied to estimate
each of the MAIC-adjusted KM curves. Please present these for both (1) the
GARNET vs RWE GARNET-like MAIC, and (2) the GARNET vs RWE GARNET-
like ECOG 0/1 MAIC.

|

A14. Please provide the number and baseline characteristics of people receiving
hormone therapy as second-line treatment in advanced or recurrent setting in the UK
RWE GARNET-like population, had they not been excluded (The ERG is aware that

use of hormone therapy was incompletely captured).

|

A15. Number of prior lines of therapy, CS Document B Table 7. Please confirm if
lines of treatment have the same definition in GARNET and UK RWE. Please
confirm if the lines of treatment noted refer to those received in recurrent and
advanced setting or in pre-recurrent and advanced setting. Please confirm if all prior

therapies for the GARNET population are platinum-based therapies. Please confirm
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if platinum-based therapy is the last line of therapy prior to dostarlimab for all
GARNET participants.

.|

A16. Definition of recurrence — Please confirm if UK RWE recurrent population had
some sort of radiographic evidence to confirm recurrence; and recurrence definition
did not rely on only 90 days interval between treatments. UK RWE study Document
B Page 49 - Table 10 Footnotes — “patients who were FIGO Stage I/l and received
surgery, systemic anti-cancer therapy or radiation therapy and then had a treatment

gap greater than 90 days, followed by treatment with any treatment”.

.|

A17. Please provide information on baseline characteristics in ZoptEC (ITT
population; N=255) in the same format as Appendix Page 111 - Table 40:
Comparison of baseline characteristics in ZoptEC and GARNET.

.|

A18. Please provide more information on the rationale for excluding people with
follow-up greater than 36 months in the ZoptEC study (Appendices Page 116, Table
44:). Please provide the rationale for not using the same exclusion criteria for RWE
GARNET-like population.

|

A19. Appendices Table 31 regression output: the title indicated n=[jjj (as would be
expected for RWE GARNET-like population), but data in the table suggest that only
926 people were included in the analysis. Please clarify.

.|

A20. Please provide information on time since initial diagnosis at trial baseline for
GARNET ITT and ZoptEC populations and the equivalent data for GARNET-like
RWE population.

|
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A21. Please provide information on the median duration of follow-up for GARNET
ITT population at IA2.

.|

Section B: Clarification on cost-effectiveness data

B1. PRIORITY For Tables 51, 53, 56, 58 and 62 clarify the uncertainty/range
around each table cell. Please clarify the method of eliciting these values and
all data that was communicated to the experts prior to them providing their
opinions; e.g. GARNET OS KM S(t), OS KM S(t) 95% confidence limits,
GARNET OS KM N at risk, RWE OS KM S(t), OS KM S(t) 95% confidence limits,
RWE OS KM N at risk etc. prior to them making their estimates. If possible,
please provide copies of the background briefing and questionnaire, together
with an outline of how the elicitation exercise was conducted; e.g. online

questionnaire, individual telephone interviews, group meeting.

.|

B2. PRIORITY

a) Please provide a full account of the GARNET QoL statistical analyses
together with copies of any relevant internal GSK report(s) relating to
this, including but not limited to method, population group baseline
characteristics (N=JJJ), N observations through time, models explored,
coefficients, s.e. and p values, goodness of fit with the goodness of fit
measures expanded to include some that take into account of the

number of explanatory variables; e.g. R *2, AIC, etc..

b) Please outline why pseudonymised personal identifiers were used
rather than actual personal identifiers given that Figure 16 makes no
mention of this, and how the pseudonymised personal identifiers were

arrived at.

c) Please provide a statistical justification for the model chosen for the

base case. Please provide any additional analyses that were undertaken
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d)

and also further analyses that explore additional variables including
combinations of (1) varying the 5 cycles to death to 1 cycle (7 days), 3
cycles, 7 cycles and 9 cycles to death identifying which appears to be
the best statistically, (2) ECOG 0 at baseline and (3) recurrent disease at

baseline, reporting coefficients, s.e. and p values, goodness of fit etc..

Please provide the arithmetic that causes the values of Appendix D
Tables 157 and 158 to lead to the values of Document B Table 64.

|

B3. PRIORITY

a)

b)

d)

Please provide more detail of the elicitation method for the -
proportion of Table 62 together with any GSK data on file report relating
to this, outline the questions posed, the individual responses received
and ranges around these individual responses and whether the elicited
responses specified a two-year time point or if this was prespecified

during the elicitation exercise.

Please clarify whether the experts were briefed with the GARNET ToT
KM data and the base case fitted curve prior to them responding and
whether the implication that their responses would result in something
akin to Figure 54 was communicated to them. Please also clarify
whether the experts suggested that an absolute JJl] would remain on
treatment from year 2 onwards or whether 1-JJJl] of people remaining on

treatment at 2 years would discontinue treatment.

If possible, please provide copies of the background briefing and
questionnaire, together with an outline of how the elicitation exercise
was conducted; e.g. online questionnaire, individual telephone

interviews, group meeting.

Please outline any clinical rationale(s) given by the experts that among
people in PFS and tolerant of dostarlimab (1) [} would remain on
treatment at 2 years and (2) all people would cease treatment at 5 years.

Please outline the overarching company clinical rationale, i.e. without
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reference to previous assessments, for these two points in the light of
the SmPC.

e) Has the company elicited any patient/carer involvement around

treatment cessation assumptions?

|

B4. It is difficult to align the number of people reported in Table 31 with the GARNET
ToT KM values reported in the electronic model ToT worksheet cells Al10:Al54.

Please provide an account of how these values are aligned with one another.

.|

B5. PRIORITY Please confirm that the RWE number of subsequent
chemotherapy regimens of Document B 2" paragraph page 135 was the
number of people receiving at least one additional chemotherapy regime
subsequent to their 2L chemotherapy regime. Please also provide the
equivalent numerator and denominator restricted to those with an
Endometrioid diagnosis. Please state the total number of people in GARNET
who had received a subsequent treatment at IA2 and the total number of

subsequent treatments received at I1A2.

.|

B6. The economic model reports a log hazard ratio (HR) for doxorubicin of ||| il}
which would appear to imply an HR of [}, but an HR of |l is reported. Please

provide an account of this.

.|

B7. Please tabulate the electronic model settings, with full cell referencing, that are

required to generate each of the scenarios of Document B Table 85.

.|

B8. Document B Page 137 states: “Additionally, in order to ensure that any OS
extrapolations did not provide implausible estimates of mortality, all mortality rates
used in the model were bound by the age- and gender-specific natural mortality of

the general population as a minimum (calculated using England and Wales life
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tables [2017-2019]). Adjustments were made in the model traces to ensure that
logical inconsistencies, such as the proportion of people alive being less than the
proportion of people alive and progression-free, could not occur (i.e. PFS was bound

by OS as a minimum).”

Please specify which of these potential adjustments apply in their base case and

which do not apply.

.|

B9. Document B, Section 3.3.7: quote clinicians' opinion on time remaining on
dostarlimab treatment: is this a mean of several clinicians' opinions, how many were
asked (was it the same six as in the predictions on OS and PFS). It is not clear how
this was arrived at and there was no mention of uncertainty around the estimate.

Please clarify.

.|

Section C: Textual clarification and additional points

Reference pack

NICE and the ERG are aware that the company stated some of the items listed
below are “not included within the reference pack as these are either GSK Data on
File or not able to be shared”, but wish to request the company to consider sharing
them given their importance for the interpretation of findings presented in the

company submission.

C1. Please provide the report for the recent advisory board of UK clinicians referred
to in the 15t paragraph of B.1.3.6.1, together with any associated background briefing

and questionnaire.

.|
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C2. Please provide copies of the data on file references 13, 16, and 54. If the GSK
data on file referenced by Document B Tables 53, 56, 58 and 62 is not among these

references, please provide this GSK data on file.

|

C3. There are three or more unpublished ‘data on file’ documents cited in CS
Document B or CS Appendices that cannot be identified in the ‘reference pack’

folders supplied. Please provide all documents referred to (full, unredacted versions):

e CS Doc B reference number 16. [GSK Data on File]. 2021. Clinical Expert
Feedback. Cited on pp 25, 133-134, 141.

e CS Appendices reference number 6. [GSK Data on File]. 2021. Cited in many
places, including on pp 38, 40, 53, 56, 58, 123-125, 146-152, 154-155, 285,
288-292, 294. Text on page 123 refers to different time-points using this same
reference number "...and Tables, Listings and Figures (TLFs) from July
2019,6 December 2019 (first data-cut),6 and March 2020 (second data-cut),6
provided by GSK" and CS Appendices Tables 13, 15 and 52 include
references to 5, 6, 10-13a with a footnote for a that says "a Three GSK Data
on File Tables, Listings and Figures documents were available and included
within the SLR.".

e CS Appendices page 118 says "The programming language for the ZoptEC
ITC is provided in the reference pack: ‘GSK Data on File (ZoptEC ITC code)™.

.|

CA4. Please provide the final Statistical Analysis Plan (SAP) for the GARNET study.

.|

Literature search and study selection

C5. DARE and HTA database are listed in the Information sources in CS
Appendices, section D.2, but only CDSR/CENTRAL are mentioned in the top row of
tables 6 and 7 and in table 12. Please clarify whether or not these databases were

searched and provide numbers for each source.
8|
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C6. The bibliographic databases Science Citation index (Web of Science) and
Conference proceedings Citation Index-Science (CPCI-S) (Web of Science) are
listed in information sources in CS Appendices, section D.2, but we don’t have
search strategies for them. PharmNet.Bund and WHO ICTRP are also listed, but the
search strategies and numbers are not provided. Please clarify whether or not these
sources were searched and provide full search strategies with search date, search

terms, and numbers for each source.

|

C7. The introduction to the targeted literature review (TLR) for clinical evidence on
the efficacy and safety of hormone therapy (Appendix L) reports that Pubmed
Central (a full text database) was searched, but later (under ‘L.4 Search results’), the
much larger database Pubmed is mentioned. Please clarify whether Pubmed Central

or Pubmed were searched for the TLR.

.|

C8. Cost-effectiveness: please provide a table of excluded references, with full
citations and reasons, for the 20 records screened at full-text and excluded in the

economic TLR update.

.|
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Notes for company

Highlighting in the template
Square brackets and - highlighting are used in this template to indicate text

that should be replaced with your own text or deleted. These are set up as form
fields, so to replace the prompt text in | | | NN \vith your own text,
click anywhere within the highlighted text and type. Your text will overwrite the

highlighted section.

To delete grey highlighted text, click anywhere within the text and press
DELETE.

Section A: Clarification on effectiveness data

A1. Please present Document B Table 7 GARNET intention-to-treat (ITT)
population baseline characteristics for the subgroups of (1) those with
recurrent disease at baseline and (2) those with advanced disease at baseline.
Please also present this for those attaining a best response of (1) complete
response (CR), (2) partial response (PR) and (3) stable disease (SD). Please
expand this data to include ECOG performance status at diagnosis if this data
is available for GARNET.

Following the clarification call with the ERG and NICE on Friday 18" June, GSK understand
that the additional baseline characteristics listed above have been requested to reduce
uncertainty in the comparability of the GARNET and UK RWE study data.

Following the call, GSK endeavoured to obtain the baseline characteristics for patients with
advanced disease and for patients with recurrent disease. Unfortunately, specific identifiers
to separate these groups at baseline are not available in the GARNET data. This is due to
how this criterion was recorded — the inclusion criterion was recorded combined: ‘patient with
proven recurrent or advanced solid tumour and has disease progression after treatment with
available anti-cancer therapies’. It was not recorded separately for patients with recurrent
versus advanced disease. As a result, it is not possible to obtain any data specific to these
subgroups. Additionally, unfortunately ECOG performance status (PS) at diagnosis data are
also not available from GARNET. Consequently, it is not possible to submit these data in
response to this question.

Nevertheless, it is important to consider that the GARNET A1 cohort is itself a biomarker-

specific subpopulation. GSK believe that providing data for multiple additional, smaller
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subgroups is not relevant given additional subgroups were not defined in the NICE final
scope for this appraisal. Furthermore, the GARNET A1 cohort was not statistically powered
to draw meaningful conclusions for any further subgroups. Engagement with clinical experts
identified the significant unmet need in endometrial cancer (EC) that exists across all
patients who are included in the licensed indication for dostarlimab. These experts are clear
that having a licensed treatment option for women with DNA mismatch repair deficient
(dMMR)/microsatellite instability-high (MSI-H) EC represents a significant step change in the
clinical management for these patients. This is consistent with the temporary off-label
availability of nivolumab monotherapy via the Cancer Drugs Fund (CDF) through a COVID-
19 response programme for all patients with dAMMR/MSI-H EC. In fact, at a recent meeting
with clinical experts, it was suggested that histology may not feature in future clinical
guidelines for EC, but that molecular subtyping identified via predictive biomarker testing will
guide treatment and management options. Given that NICE DG42 has recommended
biomarker testing to people who are newly diagnosed with EC, and dAMMR/MSI-H serves as
a predictive biomarker for immuno-oncology treatment response, the GARNET ITT
population represents a clinically relevant subpopulation of EC, for which the trial was
statistically powered to evaluate.

Separately to the above discussion, GSK note that CR, PR and SD are post-baseline
events, meaning that they occur at timepoints after patients were enrolled into the trial and
their baseline characteristics were recorded. As such, the baseline characteristics for
patients that attained these outcomes would not be statistically meaningful to present.

A2. Please present Document B Table 13 real-world evidence (RWE) GARNET-
like population characteristics for the subgroups of (1) those identified as
having recurrent disease at GARNET equivalent baseline, (2) those with
advanced disease at GARNET equivalent baseline, (3) those with endometrioid
disease at diagnosis and identified as having recurrent disease at GARNET
equivalent baseline and (4) those with endometrioid disease at diagnosis and
with advanced disease at GARNET equivalent baseline. Please also present
this for the RWE GARNET like Eastern Cooperative Oncology Group (ECOG)

0/1 population and the same four subgroups of it.

As highlighted in response to Question A1, GSK understand that the additional baseline
characteristics listed above have been requested to reduce uncertainty in the comparability
of the GARNET and UK RWE study data.

GSK believe that significant effort has already been taken to provide a robust external
comparator arm to dostarlimab in the form of the National Cancer Registry Analysis System
(NCRAS) UK RWE study. This study was designed to capture GARNET-like patients as
closely as possible, and a naive comparison of the UK RWE study and GARNET baseline
characteristics showed similarity across almost all the characteristics considered (Table 15,
Document B).

In order to minimise any uncertainty associated with any differences in ECOG PS, the
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biggest difference between the two populations, a sensitivity analysis was conducted to
compare outcomes between the base case GARNET-like UK RWE study population, which
included patients with an ECOG PS of ‘not recorded (NR)’, and the GARNET-like ECOG PS
<1 cohort which included only patients with a known ECOG PS of 0 or 1. Only minor
differences were observed between the progression-free survival (PFS) and overall survival
(OS) outcomes for the two populations, demonstrating that the inclusion of patients with an
ECOG PS of ‘NR’ does not impact the comparability of the GARNET-like UK RWE study
population with patients in the GARNET trial.

Furthermore, the comparability of the GARNET-like UK RWE study cohort to patients in the
GARNET trial was supported by the results of the matching-adjusted indirect comparison
(MAIC) between the two studies which was conducted in line with NICE DSU 18." Minor
differences between the unadjusted and adjusted OS hazard ratios (HRs) suggest that the
two populations were closely matched, with only minimal differences with respect to key
prognostic variables. The results also suggested that any remaining differences may actually
lead to an underestimation of the true PFS and OS benefit that dostarlimab may provide
relative to current clinical management.

Considering the above, the company believe the GARNET ITT population and UK RWE
study GARNET-like cohort (n=JJJl}) are sufficiently similar to provide a valid comparison for
decision making within the decision problem for this appraisal.

However, in order to help the ERG better characterise the RWE population, GSK has
endeavoured to obtain the requested data, but as described above, was not able to obtain
recurrent and advanced populations from GARNET as this level of detail was not captured
separately. Following the meeting with the ERG and NICE, GSK has been able to obtain
baseline characteristics for patients with endometrioid disease at diagnosis. Baseline
characteristics for the GARNET ITT population, the UK RWE GARNET-like population and
the UK RWE GARNET-like ECOG PS <1, as well as patients with endometrioid disease in
each of those populations, are presented in Table 1 below.

Nevertheless, it is important to reiterate the response provided to Question A1; further
subgroup analyses of the licensed dostarlimab indication were not included in the NICE final
scope and should not be considered relevant to this appraisal.
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Table 1: Baseline characteristics for patients in GARNET and the UK RWE GARNET-like cohort (and ECOG PS <1 cohort), and stratified by

endometrioid histology both each cohort

GARNET UK RWE GARNET-like cohort UK RWE GARNET-like ECOG PS <1
cohort
GARNET ITT GARNET patients UK RWE UK RWE UK RWE UK RWE
population with GARNET-like GARNET-like GARNET-like GARNET-like
(N=129) endometrioid cohort (N=[ll}) cohort with ECOG PS =1 ECOG PS 1
disease (N=Jl}) endometrioid cohort (N=]ll}) cohort with
disease (N=]ll}) endometrioid
disease (N=[ll})
Age
('\,"S‘?ra[';) age. years I I I I I I
'(\fae,?;r)‘ age.veals - B B D N |
Age group
<65 years I I I I I I
265 years I I I I I I
Most recent ECOG PS at registry diagnosis (UK RWE study) or study entry (GARNET), n (%)
0 I I I I I I
1 I I I I I I
NR I I I I I I
Most recent FIGO stage, n (%)?
I I I I I I I
I I I I I I I
i I I I I I I
\ I I I I I I
Unknown I I | I I I
Number of prior lines of therapy
1 | . [ EEE | | .
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2 | | | | | |
3 | | | | | |
24 [ [ I [ [ [

Footnotes:? FIGO stage at baseline for GARNET; FIGO stage at registry diagnosis for the UK RWE study.
Abbreviations: ECOG PS: Eastern Cooperative Oncology Group Performance Status; FIGO: International Federation of Gynaecology and Obstetrics; ITT: intention-to-treat;
RWE: real-world evidence; STD: standard deviation ; UK: United Kingdom.
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A3. Please provide the RWE GARNET-like population baseline characteristics
equivalent to Document B Table 13 separately for people receiving
carboplatin+paclitaxel (N=JJJli}), carboplatin+pegylated liposomal doxorubicin
(PLD) (N=]ll), PLD monotherapy (N=Jl}), paclitaxel monotherapy (N=]jili),
carboplatin monotherapy (N=JJl}) and cisplatin+doxorubicin (N=]jj).

Baseline characteristics for patients in the UK RWE study GARNET-like cohort separated by
chemotherapy regimen are presented in Table 2.

Data have only been provided for treatments which were prescribed to 25% of patients in the
UK RWE study GARNET-like population. This includes carboplatin plus PLD, which is not in
the NICE final scope, but nonetheless, given that it is prescribed to a substantial proportion
of the RWE population, is included here for completeness. Cisplatin plus doxorubicin was
prescribed to <5% of these patients, and was not listed in the NICE final scope as a relevant
comparator, therefore baseline characteristics and survival outcomes for patients receiving
cisplatin plus doxorubicin alone are not presented.

Table 2: Baseline characteristics for patients in the UK RWE study GARNET-like cohort by
chemotherapy regimen

Carboplat | Carboplatin PLD Paclitaxel | Carboplat
i monother | monother in
ap ap monother

(N=1) (N=1) ap

Characteristic paclitaxel

Mean age, years (STD)

Median age, years
(range)

Age group, n (%)

<65 years

65 to <75 years

275 years

Race, n (%)

White

Black

Asian

Other?
Unknown®

—~ T
2> =
Ilg
B

r
~ 0

i H1 Hi

[3]

ECOG PS at the time of registry diagnosis, n (%)

0

Nl
nminl H

1
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Not recorded

1

Histology at diagnosis, n

—_—

(J
J

—

Carcinosarcoma

Clear cell carcinoma

Dedifferentiated/Undifferen
tiated carcinoma

Endometrioid

Mesonephroma

Mixed carcinoma

Mucinous

Neuroendocrine

Non-specific

Non-specific carcinoma

Sarcoma

Serous

Squamous

HilnH

FIGO stage at the time of

o

registry

agnosis, n (%)

v

Hil

Grade of disease at diagnosis, n (

o
o~
—

Not assessable

Missing

Grade 1 [
Grade 2 I
Grade 3 *
Grade 4 e
I
I

Prior anticancer treatment, n (%)

Any prior anti-cancer

treatment

Number of prior lines of therapy post advanced/recurrent diagnosis, n (%)

1 E__IN B 1§

Footnotes: @ Includes Not reported.
Abbreviations: ECOG PS: Eastern Cooperative Oncology Group Performance Status; FIGO: International
Federation of Gynaecology and Obstetrics; ITT: intention-to-treat; RWE: real-world evidence; STD: standard

deviation.
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A4. Please present a breakdown of the platinum doublets received by the RWE
GARNET-like population prior to their second-line (2L) therapy in a similar

format to company submission (CS) Document B Table 14.

A breakdown of the platinum doublet chemotherapy regimens received in the first line (1L)
for patients in the UK RWE study GARNET-like cohort (N=[JjJl}}) is presented in Table 3, and
an equivalent table for patients in the UK RWE GARNET-like ECOG PS <1 cohort (N=[JJi}) is
presented in Table 4.

Table 3: Platinum doublet chemotherapy regimens received in the 1L by patients in the UK
RWE study GARNET-like cohort (N=Jll)

Chemotherapy regimen Number of patients who received
platinum doublet chemotherapy in
1L, n (%)
(N=H) ()
Carboplatin plus paclitaxel ]

Carboplatin plus PLD

Cisplatin plus doxorubicin

Carboplatin plus gemcitabine

Carboplatin monotherapy

Cisplatin plus etoposide

Capecitabine plus oxaliplatin

Carboplatin plus epirubicin

Bevacizumab plus carboplatin plus paclitaxel
Footnote: Only platinum doublet chemotherapy regimens received by at least two patients are presented in the
table.

Abbreviations: 1L: first-line; PLD: pegylated liposomal doxorubicin; RWE: real-world evidence.

Table 4: Platinum doublet chemotherapy regimens received in the 1L by patients in the K
RWE GARNET-like ECOG PS <1 cohort (N=jjil)

Chemotherapy regimen Number of patients who received
platinum doublet chemotherapy in
1L, n (%

(N=I) (%)

~—

Carboplatin pls paclitaxel

Carboplatin plus PLD

Carboplatin pls etoposide

Cisplatin plus doxorubicin

Carboplatin plus gemcitabine
Footnote: Only platinum doublet chemotherapy regimens received by at least two patients are presented in the
table.

Abbreviations: 1L: first-line; ECOG PS: Eastern Cooperative Oncology Group Performance Status; PLD:
pegylated liposomal doxorubicin; RWE: real-world evidence.

A5. Document B Figure 9 only includes Il people compared to the ] people
with an objective response rate (ORR) of Document B Table 16. Please provide

an account of this. Please tabulate the data of Document B Figure 9 sufficient
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to reconstruct it, and if possible and appropriate expand this tabulation to the
[ people with an ORR of Document B Table 16. If the mean time to CR/PR
could also be given this would be helpful, and if split by CR and PR even more

SO.

The difference in patient numbers noted here is the result of different data cuts. || Gz
patients were included in the interim analysis 1 (IA1) which was performed using a data cut-
off date of 8 July 2019. | patients were included in the 1A2, using a data cut-off
date of 15t March 2020.

The treatment duration of response for the [J] people that attained an objective response
(ORR) is presented in Figure 1. The data presented for the [} patients in Figure 9 in
Document B were erroneously based on IA1. In line with the rest of the data presented in
Document B, duration of response (DOR) data from the most recent interim analysis (I1A2;
data cut-off data 1t March 2020) are reflected in the figure below.

Figure 1: DOR (from time of first PR or CR) based on RECIST v1.1 in GARNET (efficacy
population) (BICR)

Footnotes: Please note that this figure separates out the data for the MMR-unk population. These patients are
included in the overall efficacy population as it is reasonable to assume that almost all of these patients would
have tested positive for dIMMR, had they been tested for dIMMR, because they tested positive for MSI-H, which is
the phenotypic presentation of dMMR.?

Abbreviations: BICR: blinded independent central review; CR: complete response; dMMR: mismatch repair
deficient; DOR: duration of response; EC: endometrial cancer; MMR-unk: MMR-unknown; PD: progressive
disease; PR: partial response; RECIST v1.1: Response Evaluation Criteria in Solid Tumours version 1.1; SD:
stable disease.

The tabulated data for Figure 1 is included in the reference pack within the subfolder entitled
“A5. GSK Data on File”. The mean time to BOR, CR, PR and SD is presented in Table 5.
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Table 5: Time to best overall response (efficacy population)

Variable Objective cR (N=Il) PR (N=[l}) sD (N=Il)
response
(N=Il)

Mean (STD) I T N e

Abbreviations: BOR: best overall response; CR: complete response; PR: partial response; SD: stable disease;
STD: standard deviation.

AG6. PRIORITY Please provide the GARNET IA2 Kaplan Meier (KM) data in the
same format as the following table of hypothetical data for overall survival
(OS), progression-free survival (PFS) and time on treatment (ToT) for the ITT
population (N=[JJli}), ITT endometrioid population (n=]jlj) and OS, PFS, ORR and
ToT for the Efficacy population (N=-) and Efficacy CR+PR population (N=.).
Please present the same data restricted to the subgroups with (1) ECOG 0, (2)
ECOG 1, (3) recurrent disease and ECOG 0 and (4) recurrent disease and
ECOG 1.

Day Month Event Censor | N atrisk S(t)
0 0.000 N=0 N=0 129 100%
3 0.099 N=0 N=2 127 100%
7 0.230 N=1 N=0 126 99%
10 0.329 N=4 N=2 120 96%
15 0.493 N=2 N=0 118 94%

efc... etc... etc... etc... etc... etc...

The requested OS, PFS and ToT data for the GARNET ITT and efficacy populations are
provided in the subfolder entitled “A6. GSK Data on File” in the reference pack submitted
alongside this response. Please note that as agreed during the clarification call with the ERG
and NICE on Friday 18" June, ORR was included in this question by mistake; ORR data
cannot be provided in a KM format as it is not time-to-event data. As such, ORR data have
not been provided in this response. GSK are currently exploring the feasibility of providing
this data for the proportion of patients with endometrioid disease and will provide an update
to the ERG and NICE as soon as we are able to confirm if this will be possible.

The requested data for the CR + PR population (N=JJ]) has not been provided alongside this
response, due to the reduced sample size of this population meaning that it would not be
appropriate to evaluate these data or to draw any meaningful conclusions. Furthermore, as
responses were ongoing for most patients in this population at the time of IA2, a response-
based landmark analysis would still be immature, which would introduce additional
uncertainty. Similarly, the requested ECOG subgroup data would represent a reduction in
the sample size of the GARNET population, including [} patients with an ECOG PS of 0,
and [J] patients with an ECOG PS of 1, compared to the 129 patients included in the overall
GARNET ITT population.

As previously described, specific identifiers to separate recurrent patients are not available
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from the GARNET data, and therefore, it is not possible to obtain any data for these patients
specifically.

As such, efficacy data for these subgroups have not been presented in this response for the
reasons outlined above and in Question A1. GARNET trial population is not statistically
powered to draw any meaningful conclusions for subgroups of the ITT and efficacy
populations, and the GARNET ITT population is already a biomarker-specific subpopulation
of the overall population of patients with EC, for which there is significant unmet need across
all patients with dAMMR/MSI-H EC who have progressed on or after platinum-based
chemotherapy.

A7. Please tabulate the GARNET IA2 reasons for OS events, OS censoring
events, PFS events, PFS censoring events, ToT events, ToT censoring events
and the number of people these apply to. Please provide this as disaggregate
as possible, follow the classification of reasons of GARNET and do not follow
the hypothetical reasons listed below. Where there may be ambiguity about

the definition of a reason please provide a full description.

OS PFS ToT
Reason Event Censor Event Censor Event Censor
Death N=2?7?7? n.a. N=?7?7? n.a. N=2?7?7? N=?7?7
Progression N=?77 N=?77? N=?77 n.a. N=?77 N=777?
SAE N=2?7?7? N=?7?7 N=?7?7 N=?7?7 N=27?7? N=2?7?7?
Study withdrawal N=?7?7 N=27?7? N=?7?7 N=2?7?7? N=?7?7 N=2?7?7?
Etc...

The patient disposition for patients in the ITT population of the GARNET trial is presented
below in Table 6. Unfortunately, the additional information requested as part of this question
is not available.

Table 6: GARNET ITT population patient disposition

Variable reason [n (%)] Number of
patients

Discontinued treatment

Adverse event

(N=129)
|
|

Confirmed disease progression ]
i
|
|
i
|
|
|

Risk to patients as judged by the Investigator and/or Sponsor

Severe noncompliance with the protocol as judged by the Investigator and/or
Sponsor

Patient request

Patient pregnancy

Sponsor decision to terminate study

Based on clinical criteria by Investigator
Other
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Discontinued study ]
Withdrawal of consent -
I

Lost to follow-up

Sponsor decision to terminate study I
Death
Other

Subjects treated beyond initial disease progression

I
[ ]
I
Died while on study ]
I
]
|
|

Disease progression

Adverse event

Unknown

Other
Abbreviations: ITT: intention-to-treat.

A8. PRIORITY Please provide the RWE GARNET-like KM data in the same
format as the table of hypothetical data requested under A6 above for OS, time
to next therapy (TTNT) and time to treatment discontinuation (TTD). As under
A6, please present this separately for all populations, the four subgroups of A6
and the additional two subgroups of (5) ECOG undefined, (6) ECOG undefined
recurrent. Please also present this restricted to all people with endometrioid

disease and the six subgroups.

The pseudo-IPD for OS, TTNT and TTD detailing all events (including censored events) for
both the GARNET-like and the GARNET-like ECOG PS <1 UK RWE study populations are
included within the reference pack, in the subfolder entitled “A8. GSK Data on File”.

As outlined in the response to Question A2, data for patients with endometrioid histology are
not currently available from the UK RWE study, although GSK are exploring the feasibility of
providing these data from Public Health England.

For the same reasons outlined in response to Questions A1 and A2, additional data for the
subgroups requested in Question A6, and for additional groups of patients stratified by
ECOG undefined status will not be presented as they are not considered relevant to this
appraisal.

A9. Please provide the raw unmatched RWE GARNET-like KM data in the same
format as the table of hypothetical data requested under A6 above for OS,
TTNT and TTD separately for people receiving carboplatin+paclitaxel (N=|Jji),
carboplatin+PLD (N=JJlif), PLD monotherapy (N=JJl}), paclitaxel monotherapy
(N=[ll), carboplatin monotherapy (N=Jllf) and cisplatin+doxorubicin (N=]).
The four subgroups of A6 are not required.

The raw unmatched UK RWE study GARNET-like KM data for OS, TTNT and TTD
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separated by chemotherapy regimen are presented in the Excel file in the subfolder included
within the reference pack entitled “A9. GSK Data on File”.

In line with the response to Question A3, data have only been provided for treatments which
were prescribed to 25% of patients in the GARNET-like population. Cisplatin plus
doxorubicin was prescribed to <5% of these patients, and notably, it was not listed in the
NICE final scope as a relevant comparator. As such, survival outcomes for patients receiving
cisplatin plus doxorubicin were not explored and are therefore not presented.

A10. PRIORITY Please provide two additional matching-adjusted indirect
comparison (MAIC) analyses for the GARNET ITT endometrioid population
with: (1) RWE GARNET-like population restricted to those with endometrioid
disease; and, (2) RWE GARNET-like ECOG 0/1 population restricted to those
with endometrioid disease. For each of these analyses please provide the
resulting KM OS and PFS data for each arm in the same format as that
requested under A6 above. NICE and the ERG realise that if this has not
already been undertaken there will need to be flexibility on the timing of the

provision of this.

As highlighted previously in response to Questions A1 and A2, subgroup analyses based on
endometrioid disease status are not considered relevant to this appraisal and therefore the
requested MAIC analyses for this question have not been conducted.

A11. Please tabulate the KM data of Document B figures 23, 24, 26, 27, 28, 29, 30, 31, 32,
33, 34, 35, 36, 37 separately by arm, excluding the unadjusted GARNET arm KM data
already requested in other clarification questions, in the same format as that requested
under A6 above. Please also supply this data equivalent to Document B figures 23, 24, 26,
27 for the MAIC of GARNET with the RWE GARNET-like ECOG 0/1 population.IOS and
TTNT for the unadjusted GARNET-like UK RWE study population and the GARNET-like
ECOG PS =1 RWE population have been provided in response to Question A8.

The requested data for the following KM curves from the UK RWE study MAICs are provided
in the reference pack subfolder entitled “A11. GSK Data on File”™:

o OS (GARNET, versus GARNET-like, Scenario 1)

o OS (GARNET, versus ECOG PS <1, Scenario 1)

e OS (GARNET, versus GARNET-like, Scenario 2)

e OS (GARNET, versus ECOG PS <1, Scenario 2)

o PFS (GARNET, versus GARNET-like, Scenario 1)

o PFS (GARNET, versus ECOG PS <1, Scenario 1)

e PFS (GARNET, versus GARNET-like, Scenario 2)

o PFS (GARNET, versus ECOG PS =<1, Scenario 2)

The requested data for the following KM curves from the MAICs versus the published

literature are provided in the reference pack subfolder entitled A11.
o OS (GARNET, versus Julius et al. [2013])
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e OS (Julius et al. [2013])
e OS (GARNET, versus McMeekin et al. [2015])
o OS (McMeekin et al. [2015])

e PFS and OS (GARNET, versus Rubinstein et al. [2019])
¢ PFS and OS (Rubinstein et al. [2019])

o PFS and OS (GARNET, versus Makker et al. [2013])

o PFS and OS (Makker et al. [2013])

e PFS and OS (GARNET, versus Mazgani et al. [2008])

e PFS and OS (Mazgani et al. [2008])

The requested data for the following KM curves from the ITC between GARNET and ZoptEC
are provided in the reference pack subfolder entitled A11. Please note it was currently only
possible to do this for the unweighted PFS and OS:
e PFS and OS (GARNET, following exclusion of patients to align more closely with
ZoptEC)
e PFS and OS (ZoptEC, following exclusion of patients to align more closely with
GARNET)
GSK are currently in the process of obtaining the equivalent data for the adjusted OS curves,
and will provide this as soon as possible:

o OS (GARNET, following IPTW versus ZoptEC)
e OS (ZoptEC, following IPTW versus GARNET)

A12. PRIORITY

a) Please confirm that the Document B Figure 16 W3 to W96 are for people
in PFS. Please confirm that end-of-treatment (EOT) to survival follow-up
5 (SUVF5) are for people who have finished treatment. Please define
SFU and SUVF1 to SUVFS5 in terms of weeks since EoT, to the extent
possible. Please clarify if all people contributing to EoT and subsequent
quality of life (QoL) assessments have necessarily progressed or have

only necessarily ceased treatment.

GSK can confirm that the data presented in Document B Figure 16 for W3 to W96 are for
patients in who had a Baseline PRO assessment and at least one follow-up PRO
assessment reported (per the supplemental SAP), and the data presented for end-of-
treatment (EoT) to survival follow-up 5 (SUVF5) are for patients who have discontinued
treatment from dostarlimab. The definitions for SFU and SUVF1-F5 are as follows:

e SFU: 90 days (+ 7 days) after the last date of study drug administration. After the 90-
day safety follow-up visit, patients will enter the post-treatment follow-up period for
telephone assessment for survival status every 90 days.

o SUVF1-F5: 90 days (+ 14 days) from the safety follow-up visit.

Patients contributing to the EoT datapoint and subsequent QoL assessments may have
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experienced disease progression, but not necessarily. All patients will have discontinued
treatment at this stage.

b) For Document B Figure 16 please tabulate the values of each point and

its 95% confidence interval and also tabulate the equivalent values for

the ITT population, and also tabulate their equivalents for the EQ-5D-5L
cross walked to the UK social tariff. Please also tabulate the GARNET
EQ-5D-5L cross walked to the UK social tariff in the following format,

separately for (1) the ITT population, (2) the Efficacy population and (3)

the ITT advanced at baseline population.

Number of people Mean QoL
Timepoint | Eligible | Reporting | Baseline | Timepoint
Baseline N="? N="? u="? P="7
W3 N=7? N=? IJ:'? uz'?
W9 N="? N=7? IJ:'? P="7
etc... N="? N="? p=? p=?
W96 N="? N="? pu=? p=?
EOT N="? N="? p=? p=?
SuUV N="? N="? p=? pu=?
SUVF1 N="? N="? M=% M="
etc... N="? N="? =" u="?
SUVF5 N="? N="? M=% M="
EQ-VAS data

A summary of the tabulated data underlying Document B, Figure 16 is presented in Table 7.
An equivalent figure for the GARNET ITT population is presented in Figure 2, and the
equivalent data and associated 95% confidence intervals are presented in Table 8.

Table 7: Adjusted mean change from baseline in EQ-VAS score (GARNET efficacy

population)
Visit No of pts at Est Lower Upper
visit
Week 3 | I I I
Week 6 | | I I
Week 9 | | I I
Week 12 | | I I
Week 18 [ ] [ [ ] [ ]
Week 24 | | I I
Week 30 | I I I
Week 36 H ] I N
Week 42 B N [ ] [ ]
Week 48 | [ I |
Week 54 | | I I
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Week 60

Week 66

Week 72

Week 78

Week 84

Week 90

Week 96

End of Treatment

Safety Follow Up

Survival Follow Up 1

Survival Follow Up 2

Survival Follow Up 3

Survival Follow-up 4

Survival Follow-up 5

Abbreviations: EQ-VAS: EuroQol Visual Analogue Scale.

Figure 2: Adjusted mean change from Baseline in EQ-VAS (GARNET ITT population)

Abbreviations: EQ-VAS: EuroQol Visual Analogue Scale; ITT: intention-to-treat.

Table 8: Adjusted mean change from baseline in EQ-VAS (GARNET ITT population)

Visit No of pts at Est Lower Upper
visit

Week 3 i N I I

Week 6 N I I N

Week 9 N I N N

Week 12 i I | I
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Week 18
Week 24
Week 30
Week 36
Week 42
Week 48
Week 54
Week 60
Week 66
Week 72
Week 78
Week 84
Week 90
Week 96
End of Treatment

Safety Follow Up

Survival Follow Up 1

Survival Follow Up 2

Survival Follow Up 3

Survival Follow-up 4

Survival Follow-up 5
Abbreviations: EQ-VAS: EuroQol Visual Analogue Scale; ITT: intention-to-treat.

EQ-5D data

The requested equivalent data, relating to the change from baseline in EQ-5D index score
(mapped from EQ-5D-5L responses using the Van Hout algorithm and UK tariff) are shown
in Figure 3 and Table 9 for the GARNET efficacy population, and in Figure 4 and tabulated in
Table 10 for the GARNET ITT population.
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Figure 3: Adjusted mean change from baseline in EQ-5D utility score (GARNET efficacy
population)

Table 9: Adjusted mean change from baseline in EQ-5D utility score (GARNET efficacy
population)

Visit Est Lower Upper

Week 3

Week 6

Week 9

Week 12

Week 18

Week 24

Week 30

Week 36

Week 42

Week 48

Week 54

Week 60

Week 66

Week 72

Week 78

Week 84

Week 90

Week 96

End of Treatment
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Safety Follow Up

Survival Follow Up 1

Survival Follow Up 2

Survival Follow Up 3

Survival Follow-up 4

Survival Follow-up 5

Abbreviations: EQ-5D: EuroQol 5 dimensions.

Figure 4: Adjusted mean change from baseline in EQ-5D utility score (GARNET ITT
population)

Table 10: Adjusted mean change from baseline in EQ-5D utility score (GARNET ITT
population)

Visit Est Lower

Week 3

Week 6

Week 9

Week 12

Week 18

Week 24

Week 30

Week 36

Week 42

Week 48

c
O
O

(1]

=

Week 54
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Week 60

Week 66

Week 72

Week 78

Week 84

Week 90

Week 96

End of Treatment

Safety Follow Up

Survival Follow Up 1

Survival Follow Up 2

Survival Follow Up 3

Survival Follow-up 4

Survival Follow-up 5

Abbreviations: EQ-5D: EuroQol 5 dimensions; ITT: intention-to-treat.

Numbers of observations and observed EQ-5D index and VAS scores in the ITT population
by study visit are reported in Table 11.

Table 11: Observed EQ-5D index scores (mapped from EQ-5D-5L) and VAS scores and
numbers of patient observations by study visit (GARNET ITT population)

Mapped EQ-5D index score EQ-VAS

Visit Mean

»
O

Mean

Baseline

Cycle 2 Day 1

Cycle 3 Day 1

Cycle 4 Day 1

Cycle 5 Day 1

Cycle 6 Day 1

Cycle 7 Day 1

Cycle 8 Day 1

Cycle 9 Day 1

Cycle 10 Day 1

Cycle 11 Day 1

Cycle 12 Day 1

Cycle 13 Day 1

Cycle 14 Day 1

Cycle 15 Day 1

Cycle 16 Day 1

Cycle 17 Day 1

Cycle 18 Day 1

Cycle 19 Day 1

o
et g
LI
I-siRNRRNRRRNNNNNNIR
Aeemees Il EE N

End of Treatment
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Safety Follow-up

Survival Follow-up 1

Survival Follow-up 2

Survival Follow-up 3

Survival Follow-up 4

Survival Follow-up 5

Footnote: Each cycle is 3 weeks.
Abbreviations: EQ-5D-5L: EuroQol 5 dimensions 5 levels; EQ-VAS: EuroQol Visual Analogue Scale; ITT:
intention-to-treat; SD: standard deviation.

Numbers of observations and observed EQ-5D index and VAS scores in the efficacy
population by study visit are reported in Table 12.

Table 12: Observed EQ-5D index scores (mapped from EQ-5D-5L) and VAS scores and
numbers of patient observations by study visit (GARNET efficacy population)

Mapped EQ-5D index
score EQ-VAS

Mean

Visit Mean
Baseline
Cycle 2 Day 1
Cycle 3 Day 1
Cycle 4 Day 1
Cycle 5 Day 1
Cycle 6 Day 1
Cycle 7 Day 1
Cycle 8 Day 1
Cycle 9 Day 1
Cycle 10 Day 1
Cycle 11 Day 1
Cycle 12 Day 1
Cycle 13 Day 1
Cycle 14 Day 1
Cycle 15 Day 1
Cycle 16 Day 1
Cycle 17 Day 1
Cycle 18 Day 1
Cycle 19 Day 1
End of Treatment

(7]
O

Safety Follow-up

Survival Follow-up 1

Survival Follow-up 2

Survival Follow-up 3

Survival Follow-up 4

-==-1RNN-DRNRNNNNNNnnnnnnn:
e | | 2

-==100-RRRNNNRNNNNENNNETD
| | | | e e e e | =

Survival Follow-up 5
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Footnote: Each cycle is 3 weeks.
Abbreviations: EQ-5D-5L: EuroQol 5 dimensions 5 levels; EQ-VAS: EuroQol Visual Analogue Scale; SD:
standard deviation.

As previously outlined in Question A1, specific identifiers to separate groups of patients with
recurrent or advanced disease are not available in GARNET, and therefore, it is not possible
to provide EQ-5D results for patients in the ITT population with advanced disease at
baseline.

A13. PRIORITY Regarding MAICs, please present the original full regression
models used and results, including p-values and each of the backward
elimination steps required to arrive at the final models applied to estimate
each of the MAIC-adjusted KM curves. Please present these for both (1) the
GARNET vs RWE GARNET-like MAIC, and (2) the GARNET vs RWE GARNET-
like ECOG 0/1 MAIC.

The full regression models and results, before and after backwards stepwise elimination,
used to arrive at the final model for each of the MAIC-adjusted KM curves are available in
the reference pack titled “A13. GSK Data on File”.

Each Excel file starts with the full model and then summarises the steps from the model
selection. A summary of the final model is presented at the end of each document.

The covariates were defined as previously described in Appendix D.5.1. The starting model
contained the following categorical variables: age at registry diagnosis, performance status
at registry diagnosis, ethnicity, FIGO stage, tumour grade, histology, prior surgery.

A14. Please provide the number and baseline characteristics of people
receiving hormone therapy as second-line treatment in advanced or recurrent
setting in the UK RWE GARNET-like population, had they not been excluded

(The ERG is aware that use of hormone therapy was incompletely captured).

As explained in the clarification call with the ERG and NICE on Friday 18" June, it was not
the case that patients receiving hormone therapy were excluded from the UK RWE study
GARNET-like cohort, rather hormone therapy was not accurately captured in the NCRAS
database. Within this dataset, drugs which are delivered ‘outside’ of an oncology
environment (e.g. in surgical clinics or in primary care) are often poorly recorded.

Patients receiving hormone therapy dispensed in primary care or community pharmacies
would therefore have been poorly captured in this analysis, with a previous study estimating
more than 80% of endocrine therapies captured in an alternative NHS England (NHSE)
dataset (Cancer Waiting Times) had not been captured in systemic anti-cancer therapy
database (SACT).2 As a result, only [l patients |l were recorded as receiving
hormone therapy in the UK RWE study, and these patients were included in the GARNET-
like cohort. Given the presentation of baseline characteristics for these two patients would
not be meaningful, they are not presented here.
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A15. Number of prior lines of therapy, CS Document B Table 7. Please confirm
if lines of treatment have the same definition in GARNET and UK RWE. Please
confirm if the lines of treatment noted refer to those received in recurrent and
advanced setting or in pre-recurrent and advanced setting. Please confirm if
all prior therapies for the GARNET population are platinum-based therapies.
Please confirm if platinum-based therapy is the last line of therapy prior to
dostarlimab for all GARNET participants.

Yes, the definition of lines of prior therapy is aligned between GARNET and the UK RWE
study: in both cases, lines of prior therapy refers to therapies re