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Abbreviations

Abbreviation Definition

ADR Adverse drug reactions

AE Adverse event

AEPI Adverse event of possible interest

AESI Adverse event of special interest

AlC Akaike Information Criterion

AIHA Autoimmune haemolytic anaemia

AML Acute myeloid leukaemia

AUC Area under the curve

BGCS British Gynaecological Cancer Society

BIC Bayesian Information Criterion

BICR Blinded independent central review

BMI Body mass index

BNF British National Formulary

BRCALl Breast cancer susceptibility 1

BTC Biliary tract cancer

CA Cancer antigen

CDF Cancer Drugs Fund

CEAC Cost-effectiveness acceptability curve
CEAF Cost-effectiveness acceptability frontier
CEM Cost-effectiveness model

Cl Confidence interval

COVID-19 Coronavirus disease 2019

CPH Cox proportional hazards

CR Complete response

CRD Centre for Reviews and Dissemination

CSP Clinical Study Protocol

CSR Clinical Study Report

CT Computed tomography

CTCAE Common Terminology Criteria for Adverse Events
CTLA-4 Cytotoxic T-lymphocyte associated protein 4
DCO Data cut-off

DCO1 Primary data cut-off

dMMR Mismatch repair deficient

DNA Deoxyribonucleic acid

DoR Duration of response

DSU Decision Support Unit

EBRT External beam radiation therapy

EC Endometrial cancer

ECOG Eastern Cooperative Oncology Group
eCRF Electronic case report form

EGFR Epidermal growth factor receptor

eMIT Electronic market information tool

EORTC QLQ- | European Organisation for Research and Treatment of Cancer Quality of Life
C30 Questionnaire — Core 30 items

EORTC QLQ- | European Organisation for Research and Treatment of Cancer Quality of Life
EN24 Questionnaire - Endometrial Cancer Module
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EQ-5D European Quality of Life scale-5-Dimensions
EQ-5D-3L European Quality of Life scale-5-Dimensions-3-Levels
EQ-5D-5L European Quality of Life scale-5-Dimensions-5-Levels
ESGO European Society of Gynaecological Oncology

ESMO European Society for Medical Oncology

ESP European Society of Pathology

ESTRO European Society for Radiotherapy and Oncology
FACT-G Functional Assessment of Cancer Therapy — General
FAS Full analysis set

FDA Food and Drug Administration

FFPE Formalin-fixed paraffin-embedded

FIGO International Federation of Gynecology and Obstetrics
GFR Glomerular filtration rate

GP General practitioner

HCC Hepatocellular carcinoma

HCRU Health care resource use

HER2 Receptor tyrosine-protein kinase erbB-2

HR Hazard ratio

HRQoL Health-related quality of life

HRRm Homologous recombination repair mutation

HSE Health Survey of England

HSU Health state utility

HSUV Health state utility values

HTA Health technology assessment

ICEP Incremental cost-effectiveness plane

ICER Incremental cost-effectiveness ratio

IHC Immunohistochemistry

IPD Individual patient data

IQR Interquartile range

IRP International recognition procedure

ISPOR International Society for Pharmacoeconomics and Outcomes Research
ITT Intention to treat

v Intravenous

IVRS Interactive voice response

IWRS Interactive web response

KM Kaplan-Meier

LYG Life years gained

mMmCRPC Metastatic castration-resistant prostate cancer

MDS Myelodysplastic syndrome

MHRA Medicines and Healthcare Products Regulatory Agency
MMR Mismatch repair

MMRM Mixed model for repeated measures

MSI Microsatellite instability

MSS Microsatellite stable

MTP Molecular tumour profiling

NGS Next-generation sequencing

NHSCII NHS Cost Inflation Indices

NICE National Institute for Health and Care Excellence
NSCLC Non-small cell lung cancer
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NSMP No specific molecular profile

ONS Office for National Statistics

OR Odds ratio

ORR Objective response rate

oS Overall survival

OWSA One-way sensitivity analysis

PARP Poly ADP ribose polymerase

PD Progressed disease

PDL1 Programmed cell death ligand 1

PF Progression-free disease

PFS Progression-free survival

PFS2 Second progression-free survival

PGI-TT Patient Global Impression of Treatment Tolerability

PH proportional hazards

pMMR Mismatch repair proficient

PRCA Pure red cell aplasia

PRO-CTCAE Patient-reported outcomes version of the Common Terminology Criteria for
Adverse Events

PSA Probabilistic sensitivity analysis

PSM Partitioned survival model

PSS Personal Social Services

PSSRU Personal Social Services Research Unit

QALY Quality-adjusted life year

RCT Randomised controlled trial

RDI Relative dose intensity

RMST Restricted mean survival time

Row Rest of the world

SAE Serious adverse event

SAP Statistical analysis plan

SAS Safety analysis set

SCLC Small cell lung cancer

SD Standard deviation

SLR Systematic literature review

SMC Scottish Medicines Consortium

SmPC Summary of Product Characteristics

SoC Standard of care

TA Technology appraisal

TAP Cisplatin, doxorubicin and paclitaxel

TCGA The Cancer Genome Atlas

TDT Time to study treatment discontinuation or death

TFST Time to first subsequent therapy

TKI Tyrosine kinase inhibitor

TNF-alpha Tumour necrosis factor alpha

TSD Technical Support Document

TSH Thyroid-stimulating hormone

TSST Time to second subsequent therapy

TTE Time-to-event

UK United Kingdom

UKCTOCS UK Collaborative Trial of Ovarian Cancer Screening
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us United States

usSD United States Dollars
VAS Visual analogue scale
WTP Willingness-to-pay
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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem

This submission focusses on the use of two separate regimens in two separate target patient
populations:

e Durvalumab in combination with platinum-based chemotherapy (carboplatin + paclitaxel), followed
by maintenance durvalumab (SoC + D) for patients with newly diagnosed advanced or recurrent
endometrial cancer (EC) that is mismatch repair (MMR) deficient (dMMR); and

e Durvalumab in combination with platinum-based chemotherapy (carboplatin + paclitaxel), followed
by maintenance durvalumab with olaparib (SoC + D + O) for patients with newly diagnosed
advanced or recurrent EC that is MMR proficient (pMMR).

The target populations are narrower than the National Institute for Health and Care Excellence (NICE)
final scope, to align with the expected full marketing authorisations for durvalumab and olaparib in the
EC indication, as detailed below.

e Durvalumab in combination with carboplatin and paclitaxel is indicated for the first-line treatment
of adults with primary advanced or recurrent EC who are candidates for systemic therapy,
followed by maintenance treatment with:

e Durvalumab as monotherapy in EC that is AMMR
e Durvalumab in combination with olaparib in EC that is pMMR

e Olaparib in combination with durvalumab is indicated for the maintenance treatment of adult
patients with primary advanced or recurrent EC that is pMMR whose disease has not progressed
on first-line treatment with durvalumab in combination with carboplatin and paclitaxel.

The proposed positioning of each regimen is further supported by the results of subgroup analyses of
the pivotal DUO-E trial, as detailed in Section B.2.7, and expected use of each regimen in clinical
practice (Section B.1.3.2.6).1

The decision problem addressed in this submission is presented in Table 1.
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Table 1: The decision problem

Final scope issued by | Decision problem addressed in Rationale if different from the final NICE scope
NICE the company submission
Population People with newly People with People with newly | Aligned with the expected marketing authorisations for durvalumab
diagnosed advanced or | newly diagnosed and olaparib in the EC indication and the expected use of SoC + D
recurrent EC diagnosed advanced or and SoC + D + O in United Kingdom (UK) clinical practice.!
advanced or recurrent EC that
recurrent EC is pMMR
that is dAMMR
Intervention(s) | Durvalumab with Induction Induction Aligned with the expected marketing authorisations for durvalumab
platinum-based durvalumab with | durvalumab with and olaparib in the EC indication. Further details are provided in
chemotherapy, followed | platinum-based | platinum-based Sections B.1.3.6-B.1.3.7.
by maintenance chemotherapy, chemotherapy,
durvalumab with or followed by followed by
without olaparib. maintenance maintenance
durvalumab durvalumab with
(SoC + D) olaparib (SoC + D
+0)

Comparator(s) | ¢ Platinum-based Platinum-based chemotherapy The final NICE scope proposes that hormone therapy is a relevant
chemotherapy (such | (paclitaxel + carboplatin) followed by | comparator for patients newly diagnosed with advanced or recurrent
as paclitaxel, routine surveillance (standard of care | EC that is pMMR or dMMR. The Company do not consider that this
carboplatin, [SoC]) for both dMMR and pMMR is a relevant comparator for the following key reasons:
cisplatin, populations. e Hormone therapy in the first-line setting is only considered
doxorubicin and in a small minority of EC cases. As stated in section 9.2 of the
cyclophosphamide) British Gynaecological Cancer Society (BGCS) guidelines,
followed by routine hormone therapy is only recommended as an alternative option
surveillance in the palliative setting and is mainly suitable for patients with

e Hormone therapy low grade, hormone sensitive tumours, and for patients where
(such as chemotherapy may not be well-tolerated (such as those who are
medroxyprogestero older with multiple comorbidities). Furthermore, these
ne acetate and recommendations are supported by Grade C evidence, and it is
megestrol) explicitly stated that there is “no evidence that hormonal

treatment in patients with advanced or recurrent endometrial
cancer improves overall survival (OS)”.
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e Patients who would receive hormone therapy would not be
suitable for SoC + D or SoC + D + O. Given that hormonal
therapy is only usually considered for the minority of patients
who are not suitable for chemotherapy, SoC + D and SoC + D +
O (which both include chemotherapy) would not be considered
an appropriate option for these patients. This is reflected in the
DUO-E trial (which represents the primary evidence base for
SoC + D and SoC + D + O), which specifically enrolled patients
who exhibited good performance status.

e Thereis no precedent for the consideration of hormone
therapy as a relevant comparator in the setting proposed in
this submission. In the recent NICE appraisal of dostarlimab
with platinum-based chemotherapy [TA963] in the first-line
setting for advanced or recurrent EC that is dAMMR, hormone
therapy was not listed as a comparator in the final scope.
Hormonal therefore should therefore not be considered a
comparator in this appraisal within the same setting.

In summary, the only appropriate comparator for this appraisal (for

both the dMMR and pMMR populations) is platinum-based

chemotherapy followed by routine surveillance, which is currently
recommended as the first-line SoC in this setting.?

Outcomes e Progression-free As per the NICE final scope N/A
survival (PFS)
e OS

e Response rate

e Duration of
response

e Adverse effects of
treatment

e Health-related
quality of life.

Subgroups to e MMR status (MMR- | ¢ Mismatch repair (MMR) status As detailed above, the focus of this submission will be subgroups by

be considered deficient or MMR- (MMR-deficient or MMR- MMR status (PMMR and dMMR), to align with the expected full
proficient) proficient). marketing authorisations for olaparib and durvalumab in the EC

e Level of PD-L1 o Within the intention-to-treat (ITT) indication and the expected use of SoC + D and SoC + D + O in
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expression population, a range of other clinical practice. The company have also presented a range of pre-

e Local vs. metastatic prespecified subgroups are specified subgroup analyses within the ITT, to demonstrate the
recurrence presented, including analyses by | consistent effect of SoC + D and SoC + D + O irrespective of key
« People who have PD-L1 status. demographic and disease-related baseline characteristics.
had primary However, the Company do not consider that additional economic
debulking surgery analyses which sub-divide the MMR subgroups would aid decision
vs. those who have making or reduce uncertainty within this appraisal. This is because
had not had surgery the DUO-E trial was not powered to perform these types of

analyses, and such ‘subgroups-within-subgroups’ would have very
limited sample sizes. Therefore, the results of such analyses would
not be sufficiently robust to inform decision-making. Additionally,
these analyses were not stratified, and so would be subject to
potential imbalances in baseline characteristics which risks
confounding the results. Finally, some of the suggested analyses in
the final scope lack appropriate clinical/biological evidence to
warrant their implementation.

PD-L1

As part of these pre-specified subgroup analyses in the ITT, the
Company will present subgroups according to PD-L1 status (as per
the NICE final scope). However, these analyses should not be a
core focus of the appraisal for several reasons. Firstly, PD-L1 status
was not a stratification factor in the DUO-E trial, and PFS analyses
by PD-L1 status were only exploratory (i.e., the DUO-E trial was not
powered for this analysis).

Secondly, as discussed further in Section B.1.3.2.6, the clinical
significance of PD-L1 expression in EC is currently unclear.
Specifically, evidence surrounding PD-L1 status as a prognostic
marker for survival is inconclusive. There is also inconsistent
evidence regarding whether PD-L1 expression is a driver or
predictor of response to currently available treatments in EC.3 4 It is
possible that any observed impact of PD-L1 status could in fact
simply represent a high correlation with other biomarkers. The
Company therefore consider that MMR status should be the primary
focus of the appraisal, given that the implications of MMR status are
well-established, and given that this biomarker is already routinely
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measured and used to inform clinical practice in the UK for EC
patients.

Other subgroups listed in the final scope are not presented in the
Company Submission due to the following limitations which affect
the feasibility and reliability of such analyses for decision making:

Local vs. metastatic recurrence:

The DUO-E trial enrolled patients with newly diagnosed EC as well
as those with recurrent disease (this classification was a
stratification factor). Within the newly diagnosed cohort, the
Company presents a subgroup analysis according to International
Federation of Gynecology and Obstetrics (FIGO) stage, (which
provides details on the extent of local or distant metastatic spread of
the tumour). However, within the subgroup of patients with recurrent
disease, there was no further subgroup analysis conducted to further
segment such patients into local or distant sites of recurrence.

Eligibility criteria for the DUO-E trial specified that patients with
recurrent disease must have a poor potential for cure by surgery
alone or in combination. For this reason, such patients were already
pre-selected to have a similar baseline prognosis, and further
subgroup analyses according to specific site(s) of recurrence will not
be informative.

With or without primary debulking:

Across the three treatments arms in the DUO-E trial, only a small
proportion (13.4% to 16.2%) received no prior surgery. The reliability
of such a subgroup analysis would therefore be limited by small
sample sizes.

Furthermore, the decision to offer primary debulking surgery is
based on multiple clinical tumour characteristics, as well as
subjective local and regional clinician preferences. This would
confound the results of such an analysis and limit its value for
decision-making.
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B.1.2 Description of the technology being evaluated

A summary of the mechanism of action, marketing authorisation status, costs and administration
requirements associated with durvalumab and olaparib are presented in Table 2 and Table 3,
respectively.

Table 2: Technology being appraised (durvalumab, relevant for SoC + D and SoC + D + O)

UK approved Durvalumab (Imfinzi®)

name and

brand name

Mechanism of | Durvalumab, an immunotherapy, is an anti-programmed cell death ligand 1

action (PDL1) monoclonal antibody.> ¢ PD-L1 is a protein that disguises cancer cells
from the immune system. Durvalumab binds to and blocks PD-L1, enabling the

immune system to find and attack cancer cells (Figure 1).6.7

Figure 1. Durvalumab mechanism of action: PD-L1 blockade

Lymph node APD(L)1 ( p ‘ 0 APDLY Tumour site
in ini‘- e-su 1@1:529;?6?15 olm’al-”na - Anti-PD-1 "o
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presenting cell —
B7
Source: Buchbinder 2016.8

Marketing A marketing authorisation submission to the Medicines and Healthcare Products
authorisation/ | Regulatory Agency (MHRA) has been submitted via the international recognition
CE mark procedure (IRP). MHRA marketing authorisation is expected in October 2024.
status
Indications Indication(s) of interest to this evaluation:
and any e Durvalumab in combination with carboplatin and paclitaxel is indicated
restriction(s) for the first-line treatment of adults with primary advanced or recurrent EC
as described who are candidates for systemic therapy, followed by maintenance
in the SmPC treatment with:

e Durvalumab as monotherapy in EC that is AMMR.

e Durvalumab in combination with olaparib in EC that is pMMR.

Other current indications:®

Non-small cell lung cancer (NSCLC)

Durvalumab is indicated:

e as monotherapy for the treatment of locally advanced, unresectable NSCLC
in adults whose tumours express PD-L1 on 21% of tumour cells and whose
disease has not progressed following platinum-based chemoradiation
therapy.

e in combination with platinum-based chemotherapy as neoadjuvant
treatment, followed by durvalumab as monotherapy after surgery, for the
treatment of adults with resectable (tumours =24 cm and/or node positive)
NSCLC with no known epidermal growth factor receptor (EGFR) mutations
or anaplastic lymphoma kinase rearrangements.
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Small cell lung cancer (SCLC)

e durvalumab is indicated in combination with etoposide and either
carboplatin or cisplatin for the first-line treatment of adults with extensive-
stage SCLC.

Biliary tract cancer (BTC)

e durvalumab is indicated in combination with gemcitabine and cisplatin for
the first-line treatment of adults with locally advanced, unresectable or
metastatic BTC.

Hepatocellular carcinoma (HCC)

e durvalumab is indicated in combination with tremelimumab for the first-line
treatment of adults with advanced or unresectable HCC.

Contraindications

Contraindications include hypersensitivity to the active substance or to any of
the excipients.

For full details of the warnings and precautions for use of durvalumab, please
refer to the SmPC.

investigations

Method of Durvalumab 1,120 mg administered via an intravenous line with platinum-based

administration | chemotherapy (carboplatin + paclitaxel) every 3 weeks (21 days) for a minimum

and dosage of 4 and up to 6 cycles, followed by maintenance with 1,500 mg every 4 weeks
as either a monotherapy or in combination with olaparib.

Additional Prior to initiation of SoC + D or SoC + D + O, patients must have confirmation of

tests or MMR status using a validated test. MMR status is routinely tested in patients

diagnosed with advanced or recurrent EC.! Initiating treatment with the SoC + D
regimen requires patients to have a dMMR tumour status, whereas the SoC + D
+ O regimen requires patients to have a pMMR tumour status.

List price and
average cost

of a course of
treatment

£592 per 120 mg vial

£2,466 per 500 mg vial

Total acquisition cost of treatment:
e Chemotherapy phase (every 21 days for up to 6 cycles): £5,523.84
e Maintenance phase (every 28 days): £7,398.00

Patient access
scheme (if
applicable)

A confidential commercial access agreement is in place for durvalumab that
provides a discount of ||l per 500 mg vial).

Source: Stewart, et al. (2015);” AstraZeneca (2024);5 DUO-E Clinical Study Protocol (CSP);®> Schofield, et al.
(2021);1° DUO-E Clinical Study Report (CSR);'* Buchbinder 2024.8

Table 3: Technology being appraised (olaparib; relevant for SoC + D + O)

UK approved
name and
brand name

Olaparib (Lynparza®)

Mechanism of
action

Olaparib is a poly (ADP-ribose) polymerase (PARP) inhibitor. The PARP
enzyme repairs accumulated or therapy-induced DNA damage to tumour cells.??
Olaparib targets PARP to disrupt the DNA-repair process, which ultimately
destroys tumour cells.'3

Olaparib in combination with durvalumab has the potential to further promote an
anti-tumour immune response. Through inhibition of PARP, olaparib induces
DNA damage, which can result in tumour cell death and enhanced immune
priming via activation of proinflammatory signalling. This can promote a more
robust anti-tumour response than durvalumab alone, particularly in pMMR
tumours which are heterogenous with scarce immune cell infiltration. Notably,
there is growing evidence for the efficacy of PARP inhibition in combination with
immunotherapies.!?
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restriction(s)
as described
in the SmPC

Marketing A marketing authorisation submission to the MHRA has been submitted via the
authorisation/ | IRP. MHRA marketing authorisation is expected in October 2024.

CE mark

status

Indications Indication of interest to this evaluation

and any Olaparib in combination with durvalumab is indicated for the maintenance

treatment of adult patients with primary advanced or recurrent EC that is pMMR
whose disease has not progressed on first-line treatment with durvalumab in
combination with carboplatin and paclitaxel.

Other current indications:14
Ovarian cancer
Olaparib is indicated as monotherapy for the:

e maintenance treatment of adult patients with advanced (FIGO stages Ill and
IV) BRCA1/2 mutated (germline and/or somatic) high-grade epithelial
ovarian, fallopian tube or primary peritoneal cancer who are in response
(complete or partial) following completion of first-line platinum-based
chemotherapy.

e maintenance treatment of adult patients with platinum-sensitive relapsed
high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer
who are in response (complete or partial) to platinum-based chemotherapy.

Olaparib in combination with bevacizumab is indicated for the:

e maintenance treatment of adult patients with advanced (FIGO stages Il and
IV) high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer
who are in response (complete or partial) following completion of first-line
platinum-based chemotherapy in combination with bevacizumab and whose
cancer is associated with homologous recombination deficiency (HRD)
positive status defined by either a BRCA1/2mutation and/or genomic
instability.

Breast cancer

Olaparib is indicated as:

e monotherapy or in combination with endocrine therapy for the adjuvant
treatment of adult patients with germline BRCA1/2-mutations who have
HER2-, high risk early breast cancer previously treated with neoadjuvant or
adjuvant chemotherapy.

e monotherapy for the treatment of adult patients with germline BRCA1/2-
mutations, who have HER2- locally advanced or metastatic breast cancer
(mBC). Patients should have previously been treated with an anthracycline
and a taxane in the (neo)adjuvant or metastatic setting unless patients were
not suitable for these treatments. Patients with HR+ breast cancer should
also have progressed on or after prior endocrine therapy, or be considered
unsuitable for endocrine therapy.

Adenocarcinoma of the pancreas

e Olaparib is indicated as monotherapy for the maintenance treatment of adult
patients with germline BRCA1/2-mutations who have metastatic
adenocarcinoma of the pancreas and have not progressed after a minimum
of 16 weeks of platinum treatment within a first-line chemotherapy regimen.

Prostate cancer
Olaparib is indicated:

e as monotherapy for the treatment of adult patients with metastatic castration-
resistant prostate cancer (MCRPC) and BRCA1/2-mutations (germline
and/or somatic) who have progressed following prior therapy that included a
new hormonal agent.

e in combination with abiraterone and prednisone or prednisolone for the

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 19 of 198




treatment of adult patients with mCRPC in whom chemotherapy is not
clinically indicated.
Contraindications
Contraindications include hypersensitivity to the active substance or to any of
the excipients or breastfeeding during treatment and one month after the last
dose.
For full details of the warnings and precautions for use of olaparib, please refer
to the SmPC.

Method of Olaparib 300 mg (2 x 150 mg tablets) orally administered twice daily (equivalent
administration | to a daily dose of 600 mq)

and dosage

Additional Prior to initiation of SoC + D + O, patients must have confirmation of pMMR
tests or status using a validated test. In UK clinical practice, MMR status is routinely

investigations

tested in patients diagnosed with advanced or recurrent EC.?

List price and
average cost
of a course of

The list price of olaparib is: £2,317.50 (56 x 150 mg tablets) per 14-day pack.
Total acquisition cost of treatment: £4,635.00 per 28 days.

treatment

Patient access | A confidential commercial access agreement is in place for olaparib that
scheme (if provides a discount of i per 14-day pack).

applicable)

Source: AstraZeneca (2024);'? Goulooze, et al. (2016).15

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

treatment pathway

each year.16

or dMMR.

Disease overview

e The population of relevance to this appraisal are patients with newly diagnosed advanced
(stage Il or stage IV) or recurrent EC; advanced disease describes EC that has spread beyond
the uterus, while disease recurrence is defined as EC which cannot be detected after primary
treatment, but then returns at a later point in time.16-18

e Inthe UK, EC is the fourth most common cancer, with approximately 9,700 new diagnoses

e Patients diagnosed with advanced or recurrent EC face an aggressive disease course with a
very poor prognosis and high mortality rates.19-22

e Among other methods of classifying EC, molecular subtyping is now widely conducted in the
UK to support the selection of treatments that are tailored to the molecular features of a
patients’ EC, with differential clinical features and responses to immunotherapies and targeted
therapies observed in these subgroups:? 2223
o EC that is dMMR is highly immunogenic, displaying enhanced susceptibility to immune

checkpoint inhibitors, such as PD-L1 inhibitors.?*

o EC thatis pMMR is less susceptible to immune checkpoint inhibitors and is therefore
considered more difficult to treat.? 22 2528

e MMR testing is routinely performed for patients with advanced or recurrent EC and directly
informs prescribing decisions in UK clinical practice, whilst testing for other molecular features
is more variable, and does not have the same direct impact on prescribing decisions.*

e Given that MMR testing is already routinely performed to guide treatment decisions in the UK,
and given that the licenses for SoC + D and SoC + D + O are expected to depend on MMR
status, this submission will focus on newly diagnosed advanced or recurrent EC that is pMMR
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e Based on the budget impact analysis provided as part of this submission, it is estimated that
approximately 1,500 patients with pMMR EC would become eligible for treatment with SoC + D
+ O, whilst approximately 500 patients with dAMMR EC would become eligible for treatment with
SoC + D.

Treatment pathway for newly diagnosed advanced or recurrent EC

e The treatment pathway for EC is guided by factors including disease stage, molecular
classification, and patient choice; however, newly diagnosed advanced or recurrent EC are
typically treated via the same treatment pathway.2 2229

e Patients with dMMR and pMMR advanced or recurrent EC follow a similar treatment
pathway, with similar options available for each group of patients.

e The current SoC for patients with advanced or recurrent EC is first-line platinum-based
chemotherapy (carboplatin + paclitaxel), although dostarlimab in combination with
platinum-based chemotherapy is also an option for patients with dMMR advanced or
recurrent EC via the cancer drugs fund (CDF) [TA963].2 22 30

¢ Inthe second-line setting and beyond, there is no SoC for EC. Patients who have received
first-line platinum-based chemotherapy may receive a range of different options, including
immunotherapy in combination with targeted treatments [TA904], single agent
chemotherapy, hormonal therapies, or single agent immunotherapy for patients with dAMMR
EC [TA779, TA914].25 3132

e Despite the availability of innovative second-line options, fewer than a third of patients are
able to tolerate further treatment following first-line therapy.3® Furthermore, given that
immunotherapy rechallenge is not reimbursed in the UK, patients who have received first-
line dostarlimab with platinum-based chemotherapy via the CDF are ineligible to receive
immunotherapy-based regimens in the second-line setting even if they are able to tolerate
these treatments.t

Burden of newly diagnosed advanced or recurrent EC

e Endometrial cancer primarily affects postmenopausal women, with an average age at
diagnosis of 60 years.

e The poor prognoses and high mortality rates faced by patients with advanced or recurrent
EC leads to a significant clinical and humanistic burden.3* The vast majority of patients will
have an expected survival of less than 5 years; only ~15% of patients diagnosed with stage
IV EC and 20% of patients with recurrent disease survive beyond 5 years.?1 22 34

e Unlike many other types of cancers, there has been limited advancement in first-line
treatment options, with carboplatin + paclitaxel remaining the longstanding SoC in this
setting.2 22 EC is therefore one of the few types of cancer where survival has not seen any
improvement since mid-1970.

e Arange of immunotherapy-based regimens are currently available in the second-line
setting, but at this stage of the treatment pathway, many patients are either unable to
tolerate or are ineligible for these therapies following first-line treatment.*°

e Patients with advanced or recurrent EC report a significant emotional and psychological
burden from living with a life-threatening disease with debilitating symptoms and a poor
prognosis.3°

Unmet need and positioning of SoC + D for dMMR EC

e Current first line treatment options for patients with dAMMR EC are limited, and the
longstanding carboplatin + paclitaxel SOC comes at a cost of toxicity that may not be
outweighed by the clinical benefits for many patients.? 2236
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e The absence of a maintenance regimen following carboplatin + paclitaxel results in a
limited treatment response and therefore the potential need for second-line treatment, of
which there are few effective and tolerable options available.

e Recently, dostarlimab with platinum-based chemotherapy was recommended by NICE for
use within the CDF in patients with dMMR/microsatellite instability-high (MSI-H) EC
following the RUBY-1 trial, which clearly demonstrated the efficacy of combining platinum-
based chemotherapy with an immunotherapy (dostarlimab) in the first-line EC setting, and
particularly for dAIMMR tumours.3

e Durvalumab has proven efficacious in the DUO-E trial in combination with carboplatin +
paclitaxel for treating advanced or recurrent EC that is dAMMR.4

e There remains an unmet need for innovative therapeutic options in the first-line setting for
patients with dMMR EC, to expand the range of effective therapeutic options and to ensure
these patients can benefit from immunotherapies when they are most likely to be able to
tolerate them.

e Given the compelling evidence for the use of immune checkpoint inhibitors in dMMR EC
and the demonstrated efficacy of SoC + D specifically, SoC + D would represent an
important additional treatment option for this patient population with a clear unmet need in
UK clinical practice.

Unmet need and positioning of SoC + D + O for pMMR EC

e Patients with advanced or recurrent pMMR EC represent the majority (~80%) of the overall
advanced and recurrent EC population, and have even more limited treatment options than
patients with dMMR EC.3"

e Platinum-based chemotherapy is currently the only available option for these patients in the
frontline setting, but evidence suggests that the benefit of this regimen is short-lived.38

e Moreover, SoC is associated with a range of unpleasant side effects and an associated
health-related quality of life (HRQoL) detriment, which may not be justified by the poor
clinical outcomes observed in patients with advanced or recurrent EC who initiate this
treatment.

e Studies have shown that pMMR EC tumours exhibit lower sensitivity to immune checkpoint
inhibitors than dMMR EC tumours, making this population more challenging to treat. As
such, there is a clear unmet need for a first line regimen with demonstrated efficacy for
patients with newly diagnosed advanced or recurrent EC that is pMMR.

e Combining durvalumab-induced immune checkpoint inhibition with the immune priming
effects of olaparib can potentiate a more robust anti-tumour response, and has been
demonstrated in the DUO-E trial to support a durable benefit in this patient population
versus the longstanding SoC.

e The introduction of SoC + D + O would therefore represent a critical addition to the
treatment pathway, allowing patients with pMMR EC to equally benefit from the availability
of innovative therapies in the first-line setting.*

B.1.3.1 Disease overview

EC originates in the lining of the womb (uterus), known as the endometrium. The term EC is
frequently used synonymously with uterine cancer, as most (~96%) uterine cancers are EC.16
However, two types of uterine cancer (EC and uterine sarcoma) exist and are clinically distinct.® The
focus of this submission is patients with advanced or recurrent EC. EC is classified as advanced
(stage lll or stage IV) once the cancer has spread beyond the uterus, while disease recurrence is
defined by disease which cannot be detected after primary treatment, but then returns at a later point
in time (Section B.1.3.2.1, Section B.1.3.2.4).16.17.39

In the UK, EC is the fourth most common cancer among women, accounting for approximately 9,700
diagnoses each year, including approximately 2,227 patients with newly diagnosed advanced or
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recurrent disease who would be eligible for first-line anti-cancer systemic treatment (Section B.1.3.3)
40 Patients diagnosed with advanced or recurrent EC face particularly poor prognoses and high rates
of mortality, with five year survival rates of just 15% and 20%, respectively, for patients with Stage IV
disease and recurrent disease (Section B.1.3.5).2% 22,34

Newly diagnosed advanced or recurrent EC is also associated with a range of debilitating symptoms,
and these have a profound effect on physical functioning and HRQoL.3®> The main symptoms of EC
include periodic, continuous, or abnormal vaginal bleeding, which may be extremely heavy for some
patients. Additional symptoms include pain in the lower back or pelvic region, blood in the urine, the
presence of a mass in the lower abdomen or unintentional weight loss.*1-43 Patients also report
abdominal distention, early satiety, changes in bowel or bladder function, and pain during
intercourse.* 42 These symptoms negatively impact patient HRQoL, interfere with patients’ daily lives
and contribute to significant psychological burden, as detailed further in Section B.1.3.5.35 44-48

Historically, EC was categorised into two distinct subtypes, based on histological characteristics,
grade and hormone sensitivity:

e Type 1 ‘endometrioid’ tumours: these tumours comprise oestrogen-dependent endometrioid
adenocarcinomas, and represent approximately 75% of all ECs. They are generally less
aggressive and are often cured by surgery when detected at the early stages of the disease. A
subset of these patients may present with high grade disease which is associated with a higher
chance of metastasis and a poorer prognosis.6 49

e Type 2 tumours ‘non-endometrioid’ tumours: these tumours include oestrogen independent non-
endometrioid subtypes such as serous, clear cell, undifferentiated carcinomas as well as
carcinosarcoma. These subtypes are less common and more aggressive, with poorer prognosis
than Type 1 EC. These tumours also have higher rates of recurrence.46. 50. 51

More recently, the classification of EC increasingly adopted a molecular-based approach, with a focus
on identifying specific molecular features, including the determination of a patients’ MMR status. This
classification system was implemented due to increasing understanding about the importance of
molecular features in patient prognosis and responses to treatment. Given that this submission
proposes that SoC + D and SoC + D + O will be used in distinct subgroups based on MMR status
(dMMR and pMMR, respectively), the following sections will particularly focus on the identification and
clinical significance of MMR status in EC, as well as the unmet needs in each of these patient
populations.

B.1.3.2 Disease classification, progression, and recurrence

The diagnosis of EC is based on clinical examination to assess tumour location, size and spread,
radiological examinations of the uterus, and histopathological examinations using a biopsy in order to
determine the histological type and grade.5? According to UK clinical feedback, biopsies are also
routinely used to determine a patient’'s MMR status, as per NICE diagnostic guidance DG42 for Lynch
syndrome in people with EC (Section B.1.3.2.6).23 Other molecular testing (including POLE and p53)
may also be performed in some centres, whilst PD-L1, HRD, homologous recombination repair
mutation (HRRm) and BRCA testing are not performed routinely in UK clinical practice.t

EC is a heterogenous disease which, if diagnosed and treated at an early stage, can be largely
curable. However, in patients who are diagnosed with advanced or recurrent EC — the population of
relevance to this appraisal — the disease is often aggressive, resulting in poor prognoses and high
mortality rates.1® 20 Contributory factors to the severity of EC include stage at diagnosis, tumour
grade, histology and molecular classification;>® each of these aspects is discussed in further detall
below.
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B.1.3.2.1. Stage at diagnosis

In NHS clinical practice, disease staging is generally performed at diagnosis according to the FIGO
system.52 54 This staging system is based on tumour spread from its initial location in the endometrium
to other tissues or organs. Stage | describes EC that is localised to the uterus or womb, whilst stage I
describes EC where invasion of the cervical stoma is present.

Stage Il or IV are considered advanced stages of EC — at this point, the cancer has spread beyond
the uterus. Stage lll disease involves local and/or regional invasion, whilst for stage 1V, the cancer
has invaded the bladder, rectum and/or distant organs.

Approximately 80% of patients with EC are diagnosed at an early-stage, with a smaller proportion
(approximately 20%) being diagnosed with advanced disease (stage Il and IV).16. 17

B.1.3.2.2. Tumour histology

EC can be further classified according to histology, of which there are four primary subtypes. The
most common tumour histology (70-80%) is endometrioid adenocarcinoma. Other histologies include
serous adenocarcinoma, clear cell adenocarcinoma and carcinosarcoma, which are significantly less
common but tend to be characterised by a more aggressive disease course compared with
endometrioid adenocarcinoma.*? 55

B.1.3.2.3. Grade of tumour

For patients with Type | (endometrioid) endometrial tumours, the FIGO grading system is used. The
FIGO grading system allows for classification of tumours into the following categories, with higher
tumour grades corresponding to an increased likelihood of developing metastases:5®

e Grade 1: Tumour has <5% solid non-squamous growth

e Grade 2: Tumour has between 6% and 50% solid non-squamous growth

e Grade 3: Tumour has >50% solid non-squamous growth (and any non-endometroid tumour)
B.1.3.2.4. Recurrent endometrial cancer

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, can be experienced by any
patient with EC, regardless of disease stage.3® Of the patients who are originally diagnosed with early-
stage disease (FIGO stages I-ll), a proportion will experience disease recurrence, at which point their
prognosis and treatment pathway becomes similar to those patients newly diagnosed with advanced
stage disease.5” Prognosis severely deteriorates in the recurrent setting, as discussed further in
Section B.1.3.5.

B.1.3.2.5. Molecular classification

In recent years, the Cancer Genome Atlas (TCGA) Research Network proposed four distinct
molecular subgroups based on mutational burden and somatic copy-number variations, including
POLE-mutated, dMMR, p53 abnormal, and ‘no specific molecular profile’ (NSMP). Importantly, each
of these subgroups have distinct clinical, pathologic and molecular features and have since been
integrated into the BGCS, European Society for Medical Oncology (ESMO) clinical practice guidelines
and the subsequent European Society for Gynaecological Oncology/European Society for Radiation
Oncology/European Society of Pathology (ESGO/ESTRO/ESP) guidelines for the management of
patients with EC.?2 29,58

Various techniques can be used for molecular subtyping, including the array- and sequencing-based
technologies originally applied by TCGA.5° However, research has found that immunohistochemical
and molecular tests can serve as surrogates for the comparatively complex and expensive TCGA
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analyses.5%-62 The importance of MMR status in guiding treatment pathway choice, as well as the
association of MMR status and Lynch Syndrome, has established MMR testing as routine in the case
of advanced or recurrent EC.23

Currently, the only first-line treatment option guided by MMR testing in UK clinical practice is
dostarlimab with platinum-based chemotherapy, which is recommended by NICE via the CDF for
patients with dMMR primary advanced or recurrent EC.3° UK clinical feedback and the results from
the Lynch Syndrome project have indicated that the most routinely conducted molecular testing for
EC in clinical practice is MMR testing, as per NICE diagnostic guidance DG42.23 63 Clinical feedback
additionally indicates that other molecular testing, such as for p53, POLE, PD-L1, HRD, and HRRm
are either not tested or seldomly tested in these patients.*

B.1.3.2.6. MMR status, microsatellite stability and PD-L1 status in EC

As indicated above, various factors impact treatment outcomes in EC, including MMR status, which
particularly influences clinical decision-making.2 22 In EC, MMR status is used to classify tumours as
either MMR deficient (dMMR) or MMR proficient (pMMR).%4 Patients can be divided into each of these
groups based on the functionality of the MMR system — a multiprotein pathway involved in the
recognition and repair of DNA damage in cells. In dMMR EC, the MMR pathway loses functionality,
meaning that errors during DNA replication are not properly corrected. Conversely, in tumours that are
pPMMR, the functionality of the MMR pathway remains intact, such that any mutations are corrected.®

Microsatellites are short, repetitive sequences of DNA. MSI and MMR status are closely related
concepts in EC and other cancers, as defects in DNA repair mechanisms lead to the accumulation of
mutations, which are usually clustered in microsatellites. Tumours with dMMR typically show high
levels of MSI as mutations in microsatellites are not corrected; these tumours are referred to as MSI-
H.64.66 On the other hand, in tumours that are pMMR, the MMR pathway remains intact. Tumours with
a functional MMR system show low or no MSI and are referred to as MSl-low (MSI-L) or microsatellite
stable (MSS).%”

As described in Table 2, EC that is dMMR is highly immunogenic and has increased mutational
burden, enhancing its susceptibility to immune checkpoint inhibitors, such as anti-PD-1 or anti-PD-L1
therapies.?* In contrast, pMMR tumours do not exhibit the same immunogenic characteristics,
meaning that pMMR EC is less susceptible to immune checkpoint inhibitors, and can be more difficult
than dMMR tumours to treat in clinical practice (Section B.1.3.6).

Across all solid tumours, EC is reported to have the highest incidence of dAMMR/MSI-H, accounting for
approximately 20—-30% of EC cases.®8 This is partly attributed to the association between dMMR and
Lynch syndrome, a hereditary condition linked to germline mutations in MMR genes (such as MLH1,
MSH2, MSH6, PMS2), which results in a predisposition for developing EC. Importantly, as part of the
NICE diagnostics guidance DG42, all patients diagnosed with EC are now tested for Lynch syndrome
— this relies on MMR testing using immunohistochemistry; a relatively inexpensive technique that is
routinely used in cancer diagnostics.?3 In contrast, whilst MSI-H testing is also conducted within the
UK in certain cases, it is far less common than MMR testing for EC.%° Considering this, the testing
used in the DUO-E study and the licenses for SoC + D and SoC + D + O, which depend on MMR
status (Section B.1.1), the focus of this submission will be on MMR status, rather than MSI.

Beyond MMR and MSI, there has been growing research into the clinical significance of PD-L1
expression in EC. PD-L1 is a biomarker linked with patient response to anti-PD-L1 treatment in other
cancers, but studies in EC have proven inconclusive to date, with inconsistent results relating to its
prognostic association with survival.”® Results from different first-line studies investigating
immunotherapies in the first-line for advanced or recurrent EC (including NRG-GY018, RUBY II, and
DUO-E) demonstrate conflicting results by PD-L1 status and used different methods to capture PD-L1
expression.3 471
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Importantly, whilst UK clinical feedback highlighted that MMR testing is routine and has a significant
impact on prescribing decisions in current UK clinical practice, PD-L1 is seldomly tested, and does not
inform current prescribing decisions, as it has not yet been demonstrated to be a strong driver or
predictor of response to currently available treatments in EC. Of particular relevance to this appraisal,
clinical experts also highlighted that given the observed data from the DUO-E trial as well as the
current evidence base regarding the role of PD-L1 in EC, they would not consider it necessary to use
PD-L1 status in addition to MMR status to inform prescribing decisions in either dMMR or pMMR EC.
For patients with dMMR EC, this is due to the fact that this subgroup is well-defined and is a distinct
group in which immune checkpoint inhibition has demonstrated efficacy. In contrast, the pMMR EC
subgroup is less well-defined, and consists of a heterogeneous group with more varied biomarkers.
However, as there is no clinical nor biological rationale underpinning PD-L1 as a predictor of PARP
inhibitor response, clinicians noted that PD-L1 would also not be of relevance in informing prescribing
decisions in this subgroup where SoC + D + O is the only licensed regimen.

B.1.3.3 Epidemiology

In the UK, EC is the fourth most common cancer and the most common gynaecological cancer among
women, with approximately 9,700 new diagnoses each year.*° Whilst recent UK-specific incidence
data are not available for EC specifically, uterine cancer (the most common of which is EC [~96%
cases]') incidence rates increased by 59% in females in the UK (2016—2018). Moreover, over the
last decade, uterine cancer incidence rates have increased by 12% in females in the UK.4° By 2040, it
is predicted that there will be ~11,800 new cases of uterine cancer every year in the UK.40

EC incidence increases with age, with 27% of all new uterine cancer cases in the UK between 2016—
2018 being diagnosed in females aged 75 and over.*° High body mass index (BMI) is also a common
risk factor for EC, with 34% of uterine cancer cases in the UK linked with increased BMI.72 As such,
obesity is now considered the key contributor to the increased incidence of EC.73 Additionally,
prolonged or unopposed exposure to oestrogen is associated with hormonal risk factors that increase
the risk of EC development.”? Differences in risk related to ethnicity have also been identified; in
England, incidence rates for uterine cancer are higher in the Black ethnic group, lower in people of
mixed or multiple ethnicities, and similar in the Asian ethnic group, compared with the White ethnic
group (2013-2017).16

In the absence of empirical data, in the UK, it is estimated that there are approximately 2,227 patients
with newly diagnosed advanced or recurrent disease who would be eligible for systemic treatment.
Approximately 529 of these annual incident patients will present with dAMMR EC, whilst the remaining
proportion will present with pMMR EC; full details of the size of the eligible patient populations for SoC
+ D and SoC + D + O are outlined in the budget impact analysis document.

B.1.3.4 Treatment pathway

In the UK, various clinical guidelines are used to inform clinical decision-making, including the BGCS,
the European Society of Medical Oncology (ESMO) and the ESGO/ESTRO/ESP guidelines.? 2229
Whilst there are no published NICE guidelines for EC, there is guidance for specific interventions,
such as laparoscopic hysterectomy [IPG356]74, as well as systemic anti-cancer treatments for
advanced or recurrent EC, which are detailed below.

Figure 2 presents an overview of the current treatment pathway for EC in UK clinical practice, which is
aligned with clinical expert feedback.! The treatment pathway for EC is complex and guided by
various factors, including disease stage, tumour grade, tumour type, molecular classification, and
patient choice.? 22 2° Clinical feedback also indicated that performance status and comorbidities may
influence treatment decisions.! Newly diagnosed advanced or recurrent EC (that is unlikely to be
cured by surgery alone) are usually treated via the same treatment pathway, as both forms of EC are
associated with a poorer prognosis and require more aggressive treatment, compared to early-stage
disease.
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It should also be noted that in routine UK clinical practice, the treatment pathways for pMMR and
dMMR EC are largely aligned. However, there are additional treatment options in both the first- and
second-line for patients with dAMMR EC; these options are discussed further below.

As shown in Figure 2, initial management of EC usually involves surgical treatment in early-stages.? 22
In advanced stages, especially when distant metastases are present, surgery is less commonly used
and may be bypassed entirely if the tumour is considered inoperable.? 22 Clinical feedback received
during TA963 was that when surgery with or without neoadjuvant/adjuvant treatment (usually with
carboplatin + paclitaxel) is used, patients are usually monitored following surgery and first-line
treatment considered subsequently.20 In other cases, neoadjuvant chemotherapy may be given,
followed by regular interval scanning to check response to treatment and whether the disease has
become operable.®®

Throughout the treatment pathway, radiotherapy may also be used. The most common use of
radiotherapy is in patients diagnosed with advanced or recurrent EC that are unfit for surgical
management. In cases of high risk EC, external beam radiation therapy (EBRT) with concurrent and
adjuvant chemotherapy, or alternatively sequential chemotherapy and radiotherapy, is recommended
as per BGCS guidelines.? In patients with salvageable recurrent disease or stage Il disease, radiation
therapy is also used after chemotherapy with curative intent.22 Importantly, radiotherapy is not used in
place of first-line systemic therapy, and is therefore not considered a comparator in this submission.

Figure 2. Treatment pathway for EC in UK clinical practice

Primary Stage I-ll

l

1
Surgery * radiotherapy i Consider surgery +
+ chemotherapy ! radiotherapy

1
! Disease recurrence

1L Carboplatin + paclitaxel chemotherapy; SoC

Disease progression

= = =

» Pembrolizumab + lenvatinib
* Pembrolizumab monotherapy (dMMR EC only)
2L+ » Chemotherapy?
* Hormone therapy
+ Clinical trials

Footnotes: Options recommended via the CDF are not presented as these do not represent part of established
clinical practice as per the NICE processes and methods.”® In the first-line setting, these options include
dostarlimab with platinum-based chemotherapy for patients with advanced or recurrent EC that is MSI-H or
dMMR [TA963]. In the 2L setting, these options include dostarlimab monotherapy [TA779] for previously treated
EC that is AMMR or MSI-H or dAMMR.

aAs per BGCS guidelines, further platinum-based is generally only considered for patients who relapse more than
6 months after receiving carboplatin + paclitaxel.

Source: Morrison, et al. (2022);2 Oaknin, et al. (2022);? NICE (2024).3°
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B.1.3.4.1. First-line treatment for advanced or recurrent EC

Current clinical guidelines recommend the use of platinum-based chemotherapy (carboplatin +
paclitaxel) as the first-line treatment for patients with recurrent or advanced EC.% 22 This
recommendation is based on the Phase Il GOG-0209 trial, which evaluated the efficacy of
carboplatin in combination with paclitaxel vs. TAP regimen (cisplatin, doxorubicin and paclitaxel) in
patients with advanced EC (stage IlI-1V).?2 Overall, the GOG-0209 trial, which established carboplatin
+ paclitaxel as the first-line SoC in this indication, demonstrated that carboplatin + paclitaxel was non-
inferior to the TAP regimen, but offered an improved safety profile and HRQoL benefit.38 Specifically,
patients treated with carboplatin + paclitaxel achieved a median PFS of 13 months and a median OS
of 37 months, compared with 14 months and 41 months for median PFS and OS, respectively, in the
TAP arm.s8

Despite these overall results, it should be noted that the GOG-0209 trial had a much broader inclusion
criteria compared with the DUO-E trial that informs this submission, including patients with lower risk,
fully resected stage Il disease. When restricted to patients with stage Ill and IV measurable disease
and recurrent EC only (n=400), outcomes for carboplatin + paclitaxel were much poorer.3® The DUO-E
trial similarly demonstrates the poor survival outcomes for patients with advanced or recurrent EC
receiving carboplatin + paclitaxel in the first-line setting, with a median OS of 25.9 months.*

In some cases, carboplatin + paclitaxel may not be a suitable option due to comorbidities,
performance status or patient choice. Furthermore, clinical feedback indicated that in particular,
patients with disease recurrence may not always be offered systemic therapies on the basis of a risk
assessment.! In these cases, carboplatin as monotherapy may be used, given its more favourable
safety profile.*®¢ BGCS guidelines also recommend that hormone therapy can be a first choice for
these patients where chemotherapy may not be well-tolerated (such as those who are older with
multiple comorbidities), as well as in the patients in the palliative setting and for patients with low
grade, hormone-sensitive tumours.? Of note, patients who would be offered hormonal therapy were
excluded from the DUO-E trial and would not be considered suitable candidates for SoC + D or SoC +
D + O in clinical practice, supporting the generalisability of patients enrolled in DUO-E trial to those
who would receive SoC, SoC + D or SoC + D + O in UK clinical practice.> For these reasons, whilst
hormonal therapy was included in the final NICE scope (Table 1), it is not an appropriate comparator
and is not considered further within this submission.

Recently, dostarlimab with platinum-based chemotherapy (carboplatin + paclitaxel) has also been
recommended for use in the first-line setting [TA963]. However, this is only available through the CDF
and is only recommended for patients with dAMMR (or MSI-H) advanced or recurrent EC. Whilst these
options do not represent “established practice” (as per NICE processes and methods) and thus
cannot be considered relevant comparators in this appraisal, a large proportion of patients receive this
option in clinical practice.3% 7> Clinical expert opinion was that 80-90% of patients with advanced or
recurrent AIMMR EC would be offered dostarlimab with platinum-based chemotherapy in a clinical
setting. The remaining small minority who are ineligible for this treatment (due to performance status
or comorbidities) would be offered SoC platinum-based chemotherapy.*

B.1.3.4.2. Second-line treatment for advanced or recurrent EC

There is currently no agreed second-line SoC for EC.22 76 As such, patients may receive a range of
different options, including re-treatment with chemotherapy, enrolment in a clinical trial or hormonal
therapy.

In addition, dostarlimab monotherapy via the CDF [TA779], and pembrolizumab monotherapy
[TA914], are recommended in the second-line setting, but only for patients with dMMR or MSI-H
EC.3% 32 Finally, pembrolizumab in combination with lenvatinib has recently been recommended by
NICE for routine use for the treatment of previously treated advanced or recurrent EC regardless of
MMR status [TA904].25 UK clinical feedback was that immunotherapy monotherapy tends to be
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favoured due to favourable toxicity profiles, whilst pembrolizumab + lenvatinib is usually reserved for
patients with pMMR EC as they will not be eligible for immunotherapy monotherapy.?

The introduction of pembrolizumab as monotherapy or in combination with lenvatinib represents a
significant advancement in the treatment paradigm for EC, allowing patients to benefit from innovative
treatment options. However, following disease progression on first-line platinum-based therapy, fewer
than one third of patients will be able to tolerate further treatment, underlining the importance of
utilising the most effective treatment options as early as possible in the first-line setting.33

Furthermore, given the recent introduction and uptake of dostarlimab with platinum-based
chemotherapy in the first-line setting for patients with dMMR or MSI-H advanced or recurrent EC via
the CDF (Section B.1.3.4.1), many patients who are able to tolerate further treatment will be ineligible
to receive immunotherapy-based regimens in the second-line setting. For instance, the Blueteq
criteria for pembrolizumab + lenvatinib stipulates that a patient is not eligible for this regimen if they
have “received any prior antibody treatment which targets PD-1 or PD-L1”, meaning patients who
receive first-line dostarlimab with platinum-based chemotherapy (and potentially those who receive
SoC + D and SoC + D + O in the future, if recommended) are ineligible for this treatment.”” The
Blueteq criteria for immunotherapies used as monotherapy are similar, meaning that immunotherapy
re-challenge is not reimbursed in UK clinical practice.

As noted by clinical experts, the current reimbursement criteria which preclude the routine use of
immunotherapy rechallenge (outside of clinical trials) reflect the insufficient clinical data surrounding
the efficacy of this strategy in the EC setting. Clinical expert feedback was also that there is a lack of
data regarding which patients could benefit from this approach, with one clinician hypothesising that it
may only be suitable for some patients who responded well to their initial immunotherapy, and who
had a certain minimum treatment-free interval before relapse. This is supported by studies in other
cancer types (such as NSCLC and melanoma), which suggest that immunotherapy rechallenge is
only likely to be successful for those who discontinue first-line immunotherapy after achieving a good
response and then experience progression after an immunotherapy-free interval, as opposed to
patients who progress while receiving first-line immunotherapy.”8 79

This ultimately means that patients in the UK typically have only one opportunity to receive innovative
immunotherapy-based treatment regimens within the current treatment paradigm. It is therefore
pivotal that patients are treated with effective immunotherapy-based regimens as early as possible, in
the first-line setting, when patients are likely to be in the best health and have the greatest chance of
achieving the most durable response to treatment.

B.1.3.5 Burden of disease

B.1.3.5.1. Clinical burden of advanced or recurrent EC

Compared to early-stage disease, advanced or recurrent EC are associated with particularly poor
prognoses and high mortality rates.3* In the UK, approximately 99% of patients with EC will survive for
one year or more when diagnosed at stage |; considering only patients with stage IV EC, fewer than
half will survive for one year (47%).3*

These differences are similarly stark for five-year survival rates: for patients with stage | disease,
approximately 75% survive for five years or more, compared to just ~15% for patients diagnosed with
stage IV EC.?1 34 Disease recurrence is associated with a similarly poor prognosis, with only 20% of
patients surviving beyond 5 years.22 3480, 81

Despite the high mortality rates in newly diagnosed advanced or recurrent EC, there has been limited
advancement in the first-line treatment of advanced or recurrent EC, with carboplatin + paclitaxel
remaining the longstanding SoC in this setting.? 2
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Compared to other advanced or recurrent cancer types, there is a lack of novel first-line treatment
options for advanced or recurrent EC - particularly innovative immunotherapies that may prevent or
delay recurrence and prolong survival. The treatment paradigm in the UK is starting to change with
the recent recommendation of dostarlimab with platinum-based chemotherapy for patients with dMMR
(or MSI-H) EC in the first-line setting via the CDF.3°

All other immunotherapy-based regimens are only recommended in the second-line setting, which
limits the proportion of patients that can benefit from these therapies as many are unable to tolerate
further treatment after first-line therapy.2> 32 33 As highlighted above, some patients may also be
ineligible for second-line immunotherapy if they have received dostarlimab with platinum-based
chemotherapy in the first-line given the Blueteq criteria surrounding immunotherapy rechallenge. 77
Patient experts involved in TA963 highlighted the importance of introducing additional innovative
options in the first-line, rather than the current treatment paradigm, which is “geared towards
expecting a recurrence”, where the most effective therapies are available predominantly in the
second-line setting.3°

The importance of introducing additional effective first-line options is underscored by retrospective EC
studies which demonstrate that increasing the length time until disease recurrence is independently
associated with a prolonged survival post-recurrence.82 8 Moreover, when considering other cancer
types, the availability of innovative therapies (such as olaparib as a first-line maintenance option for
ovarian cancer either with or without bevacizumab following the pivotal SOLO-1 and PAOLA-1 trials,
respectively 8 85) has had a demonstrable impact on the proportion of patients achieving progression-
free intervals, with a subsequent impact on OS.% It is expected this same benefit would be observed
following the introduction of innovative first line EC therapies, such as SoC + D and SoC + D + O. UK
clinical experts also highlighted that there is curative potential for a proportion of patients with
advanced or recurrent endometrial cancer in the first-line setting, and that by bringing targeted
immunotherapies into the first-line setting, there is potential to increase the proportion of patients who
achieve long-term remission or cure.!

B.1.3.5.2. Humanistic burden of advanced or recurrent EC

Advanced or recurrent EC is associated with a significant humanistic burden and a profound negative
impact on HRQoL, driven by the life-limiting impacts of treatments, as well as the psychological
burden of living with a life-threatening disease.3® In addition, symptoms of EC are often debilitating for
patients, and contribute to decreased HRQoL by impacting physical functioning and increasing
psychological burden.35 4448 Symptoms include unintended weight loss, abnormal vaginal or uterine
bleeding, sexual dysfunction, and, in advanced disease, can include abdominal pain, fatigue, changes
to bowel and bladder habits. These symptoms, and their associated impacts on wellbeing, typically
increase in severity as the disease progresses.+1-43

Upon initiating treatment, patients may experience a range of unpleasant side effects from the current
first-line SoC (carboplatin + paclitaxel), which risk surpassing the clinical benefits associated with this
treatment regimen for patients with advanced or recurrent EC. Side effects of chemotherapy include
lymphoedema, neurotoxicity, fatigue, nausea, vomiting, and alopecia, all of which impact patients’
ability to lead normal lives and result in a decline in HRQoL.#¢ 87 Furthermore, among those who
undergo surgery, the removal of the uterus and surrounding affected tissues can damage sex organs,
leading to impaired sexual function, with one cross-sectional study reporting that 68.6% of EC
survivors had sexual dysfunction, while a further 55.9% reported that they had no sexual intercourse
with their partners after surgery.*® Lingering side effects after surgery include pain during intercourse,
impaired physical function and even impaired mobility, all of which reduce a patient’s ability to
participate in their usual daily activities.*®

Besides the physical impacts of EC symptoms and current treatment options, patients experience a
significant psychological burden due to the disease, including increased anxiety and depression
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resulting from living with a life-threatening disease.®® Given that the majority of patients with advanced
or recurrent EC are women in their 60s who are likely to be employed, patients may also worry about
their inability to work and support their families. Additionally, patients may be concerned about
managing their additional responsibilities at home, such as caring for dependents. Even after
treatment, patients who achieve remission report long-term physical and psychological effects that
include persistent lack of stamina and strength, in addition to fear and worry around their cancer
returning.8 Furthermore, the negative impact of EC on HRQoL extends beyond patients, and can
impact caregiver HRQoL.% While EC-specific literature is limited, evidence from gynaecological
cancers more broadly suggests that caregivers often report a decreased HRQoL.9% 92

Importantly, studies indicate that the HRQoL detriment is most pronounced in patients diagnosed with
EC that has an aggressive disease course, such as primary advanced or recurrent EC. One
prospective study that investigated HRQoL outcomes in woman diagnosed with EC between 2016—
2020 reported that EC survivors with more aggressive disease had significantly lower HRQoL
(assessed by FACT-G), compared to survivors with less aggressive disease. This difference was
driven by lower scores in physical and functional subscales among women with aggressive disease
compared to those with less aggressive disease.3®

B.1.3.6 Unmet need and positioning of SoC + D in dMMR EC

As highlighted above, newly diagnosed advanced or recurrent EC is associated with a significant
clinical and humanistic burden, resulting in a profound impact on patient HRQoL. Despite this, current
treatment options available through routine commissioning are extremely limited. Moreover, the
longstanding first-line SoC (carboplatin + paclitaxel) is associated with a range of unpleasant side
effects and an associated HRQoL detriment, which may not be justified by the poor clinical outcomes
observed in patients with advanced or recurrent EC who initiate this treatment alone.

Recently, dostarlimab with platinum-based chemotherapy was recommended by NICE for use within
the CDF for patients with newly diagnosed advanced or recurrent EC that is MSI-H or dMMR EC,
marking a significant advancement in the treatment paradigm for this patient population.3° This
recommendation was supported by the pivotal RUBY-1 trial, a Phase Ill, randomised, double-blind,
multicentre, placebo-controlled study, which clearly demonstrated the efficacy of combining platinum-
based chemotherapy with an immunotherapy (dostarlimab) in the first-line EC setting, particularly for
dMMR tumours which are known to be highly susceptible to immune checkpoint inhibitors, providing
the potential for long-term survival for patients who would otherwise experience an extremely poor
prognosis.3 Durvalumab, which acts via the inhibition of PD-L1, has proven similarly efficacious in the
DUO-E trial when used in combination with carboplatin + paclitaxel in the treatment of advanced or
recurrent EC that is AMMR (Section B.2.7.3).*

Given the compelling evidence for the efficacy of immune checkpoint inhibitors in dMMR EC to date
and the resulting potential for long-term survival, and clinically meaningful results in the DUO-E trial
for SoC + D specifically, the introduction of SoC + D would represent a further important advancement
in the EC treatment paradigm, expanding the available options for this patient population and
potentially providing a more hopeful outlook for patients diagnosed with newly diagnosed advanced or
recurrent EC that is dAMMR.

B.1.3.7 Unmet need and positioning of SoC+ D + O in pMMR EC

Patients with newly diagnosed advanced or recurrent EC that is pMMR represent a greater proportion
of the overall EC population (~80%) and similarly face an extremely bleak prognosis with limited life
expectancy and significant impacts on HRQoL. Despite this, first-line treatment options are even more
limited for these patients as there are currently no immunotherapies recommended by NICE for
patients with newly diagnosed advanced or recurrent EC that is pMMR. As such, these patients often

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 31 of 198



rely solely upon the longstanding SoC of platinum-based chemotherapy as first-line therapy, despite
the poor outcomes associated with this treatment in newly diagnosed advanced or recurrent disease.

In the second-line, options are similarly limited, given that a substantial proportion are unable to
tolerate further treatment. For those who are able to receive further treatment, pembrolizumab +
lenvatinib represents an innovative regimen; however, this regimen is associated with considerable
toxicity and an associated HRQoL detriment.25

EC that is pMMR is biologically heterogenous, and is considered more challenging to treat with
immunotherapy as a result of the more diverse genomic drivers and variable immune priming.28 93,94
As such, whilst immunotherapy combined with chemotherapy is emerging as a new first-line SoC for
advanced or recurrent EC that is dMMR, previous studies have demonstrated that pMMR EC is less
responsive to immunotherapy compared with dMMR tumours. For instance, during TA904, which
appraised pembrolizumab + lenvatinib in the second-line EC setting, it was noted that the dMMR
population experienced a more extensive response compared to the pMMR population; this was
based on data from the KEYNOTE-775 trial where the HR for OS was 0.37 vs. 0.68 in the pMMR
group.2> Additionally, the GARNET trial, a Phase | study of dostarlimab monotherapy for patients with
advanced or recurrent solid tumours, revealed a greater response rate among those with dAMMR or
MSI-H tumours than pMMR tumours.® 26 Finally, the RUBY | demonstrated an increased benefit for
patients with dMMR EC compared to the ITT. A benefit for patients with pMMR EC when treated with
dostarlimab with platinum-based chemotherapy in the first-line setting was also seen. It should be
noted, however, that the RUBY | trial was not powered to support this analysis, and the benefit for
pPMMR EC was not observed to the same extent as that for AIMMR EC.3

There is a need to improve responses to immunotherapy in patients with challenging-to-treat pMMR
advanced or recurrent EC. The combination of durvalumab-induced checkpoint inhibition with the
priming effect of olaparib has demonstrated enhanced anti-tumour activity and a more durable benefit
for these patients in the DUO-E trial, resulting in clinically meaningful improvements in PFS and OS
compared with SoC, and providing a strong rationale for the use of SoC + D + O in pMMR EC.* The
introduction of SoC + D + O for patients with pMMR EC would therefore represent a critical addition to
the treatment pathway for these patients as the first first-line regimen recommended by NICE that
combines an immunotherapy with PARP inhibition. This would allow patients with pMMR EC to benefit
from the availability of innovative therapies in the first-line setting and provide the potential for long-
term survival, for patients who would otherwise face an extremely poor prognosis.

B.1.4 Equality considerations

As highlighted in Section B.1.3.3, incidence rates for uterine cancer are higher in the Black ethnic
group, lower in people of mixed or multiple ethnicities, and similar in the Asian ethnic group,
compared with the White ethnic group. Data from England and Wales (2012-2019) published by the
Office for National Statistics (ONS) also suggest that Black ethnic groups have substantially higher
mortality rates than other ethnic groups: in the Black ethnic group, age-standardised mortality rates
per 100,000 population were ~15 for Black African, Black Caribbean and Black Other ethnic groups,
compared with 6.9 for the White ethnic group.®® The availability of novel and innovative treatments for
late-stage disease may help address the disparities in survival outcomes across different ethnicities.

Additionally, there are documented variations in the incidence of different molecular subtypes of EC
(including MMR status) across ethnic groups.® Given that patients with pMMR EC currently have
access to fewer treatment options in the first-line setting in UK clinical practice, and that these patients
have a particularly poor prognosis (as outlined in Section B.1.3.2.5), this is an important equality
consideration. Ensuring that innovative treatment options are available across all molecular subtypes
would help address this concern.
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B.2 Clinical effectiveness

SoC +

Summary of clinical effectiveness

DUO-E trial design

The DUO-E trial was a Phase I, randomised, multicentre, double-blind, placebo-controlled
trial that explored the efficacy and safety of SoC + D, and SoC + D + O in patients with
newly diagnosed advanced (stage Ill or IV) or recurrent EC in comparison to SoC.* 1

The DUO-E trial enrolled adult female patients with newly diagnosed EC, or recurrent EC
with a low potential for cure by surgery alone or in combination with other EC therapies.®
Trial stratification factors included MMR status, disease status (recurrent vs. newly
diagnosed) and geographic region (Asia vs. rest of the world).# 11

A total of 718 patients underwent randomisation in a 1:1:1 ratio to receive either SoC (241
patients), SoC + D (238 patients), or SoC + D + O (239 patients).* 11

Results in the ITT

At the time of the primary PFS analysis (primary data cut off [DCO1]: 12 April 2023), with a
median follow-up between 12.6 and 15.4 months (depending on treatment arm) and 61%
data maturity, the DUO-E trial met its primary endpoint in the ITT, demonstrating a
statistically significant Investigator-assessed PFS benefit for both SoC + D vs. SoC
(median PFS: 10.2 months vs. 9.6 months, respectively; hazard ration [HR] 0.71; 95%
confidence interval [CI] 0.57, 0.89; p=0.003) and SoC + D + O vs. SoC (median PFS: 15.1
months vs. 9.6 months, respectively; HR 0.55; 95% CI 0.43, 0.69; p<0.0001), representing
a 29% and 45% reduction in the risk of disease progression or death, respectively.* 11
Interim OS results were supportive of the primary endpoints for both SoC + D vs. SoC (HR
0.77; 95% CI 0.56, 1.07; p=0.120) and SoC + D + O vs. SoC (HR 0.59; 95% CI 0.42, 0.83;
p=0.003).% 11

In pre-specified subgroup analyses of PFS within the ITT, all HRs were below one and
favoured SoC + D and SoC + D + O vs. SoC:# 11

The HR for SoC + D vs. SoC in the dMMR population (HR 0.42; 95% CI 0.22, 0.80) was
markedly lower compared with ITT (HR 0.71; 95% CI 0.57, 0.89), demonstrating a
substantial clinical benefit for SoC + D in the dMMR population. 1%

A much greater clinical benefit was observed for SoC + D + O vs. SoC compared with SoC
+ D arm vs. SoC in the pMMR population, indicating that the addition of olaparib results in
an improved clinical benefit for the difficult-to-treat pMMR population.* 11

These subgroup results supported the marketing authorisation applications for olaparib and
durvalumab in the EC indication and the proposed positioning of SoC + D in the dMMR
population and SoC + D + O in the pMMR population within this submission; a summary of
key results from these analyses are provided below.

D vs. SoC in the dMMR population

In the dMMR population, a clinically meaningful PFS benefit was observed for SoC + D vs.
SoC (median PFS: not reached [NR] vs. 7.0 months, respectively; HR 0.42; 95% CI 0.22,
0.80), representing a 58% reduction in the risk of disease progression or death, with 67.9%
of patients in the dMMR population remaining progression-free at 18 months compared
with 31.7% for patients receiving SoC.4 1%

In support of the PFS results, a substantial improvement in OS was observed for the SoC +
D arm compared with the SoC arm in the dMMR population, representing a 66% reduction
in the risk of death (HR 0.34; 95% CI 0.13, 0.79), with 86.1% of patients in the dAMMR
population remaining alive and progression-free at 18 months compared with 65.8% in the
SoC-treated population, further demonstrating the clinical benefits associated with
durvalumab maintenance therapy in the dMMR population.®”
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e There was a substantial improvement in the objective response rate (ORR) for patients
treated with SoC + D compared with the SoC arm (30 patients [71.4%] vs. 17 patients
[40.5%]; odds ratio [OR] 3.68; 95% CI 1.51, 9.39), and approximately three-times the
proportion of patients in the dMMR population receiving SoC +D achieved a complete
response (CR) compared to the SoC arm (28.6% vs. 9.5%, respectively).%’

e A clinically meaningful improvement in duration of response (DoR) was observed for SoC +
D vs. SoC, with 75.2% of the patients who achieved a confirmed response maintaining a
response at 18 months, compared to 48.2% in the SoC arm. There was also an
improvement across all other key endpoints (second progression-free survival [PFS2], time
to first subsequent treatment [TFST], time to second subsequent treatment [TSST] and
time to discontinuation or death [TDT]) for SoC + D vs. SoC, consistent with the PFS and
OS results.%”

SoC + D + O vs. SoC in the pMMR population

e Inthe pMMR population, a clinically meaningful PFS benefit was observed for SoC + D + O
arm vs. SoC (median PFS: 15.0 months vs. 9.7 months, respectively; HR 0.57; 95% CI
0.44, 0.73), representing a 43% reduction in the risk of disease progression or death within
the pMMR population, with a 42% probability of PFS for patients at 18 months compared
with 20% in SoC-treated patients.* 11

e In support of the PFS results, a clinically meaningful improvement in OS was observed for
the SoC + D + O arm compared with the SoC arm in the pMMR population (HR 0.69; 95%
Cl1 0.47, 1.00), representing a 31% reduction in the risk of death, with a 76.9% OS rate at
18 months compared with 69.9% in SoC-treated patients.%’

¢ ORR was marginally greater in the SoC + D + O arm vs. the SoC arm; however, the
proportion of patients with CR was 1.5 times greater in the SoC + D + O arm relative to the
rate of CR in the SoC arm (15.6% in the SoC + D + O arm and 9.6% in the SoC arm).

e Notable differences in DoR were observed for SoC + D + O vs. the SoC, with a median
DoR of 18.7 months vs. 7.6 months in the SoC + D + O and SoC arm, respectively.%’

e Additionally, there was consistency with the PFS and OS results across all other key
endpoints (PFS2, TFST, TSST and TDT), with SoC + D + O demonstrating an
improvement compared to SoC in the pMMR population.®”

Summary of safety and HRQoL data in the ITT

e Safety data collected within the ITT population (safety analysis set [SAS]) represents the
primary source of evidence for the safety of SoC + D and SoC + D + O as there is no
expectation that safety would vary depending on MMR status.

e Overall, a similar frequency of adverse events (AES) were observed in the SoC + D arm
and SoC + D + O arm; Grade =3 AEs occurred in a greater proportion of patients in the
SoC + D + O arm compared to the SoC + D and SoC arms (67.2% vs. 54.9% and 56.4%,
respectively).* 11

e Overall, the safety profiles across treatment arms were generally consistent with the known
profiles of each agent, and the proportion of patients who discontinued treatment due to
AEs was generally consistent across all three treatment arms.4 11

e Analysis of HRQoL data from the ITT population was considered most appropriate to
maximise the available sample size, as UK clinical feedback indicated there is no
expectation that HRQoL would vary depending on MMR status.!

e Within the ITT, there were no clinically meaningful changes or deteriorations in HRQoL or
symptoms based on the EORTC-QLQ-C30 nor EORTC-QLQ-EN24 questionnaires for
either SoC + D or SoC + D + O vs. SoC.>

e Similar results were observed for the European Quality of Life scale-5-Dimensions-5-
Levels (EQ-5D-5L) instrument within the ITT, with similar scores between all trial arms and
HRQoL remaining most stable over the trial duration.!
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Conclusions

e SoC + D demonstrated a substantial improvement in PFS, OS, PFS2, TFST and TSST and
increased ORR and DoR when compared with SoC within the dMMR population. This
treatment regimen was also generally well-tolerated.* ' As such, these data demonstrate
that SoC + D represents an important advancement in the treatment of patients with newly
diagnosed advanced or recurrent EC that is AMMR, offering a substantial and sustained
response, alongside a manageable safety profile.

e Inthe pMMR population, SoC + D + O was associated with a marked improvement in PFS,
OS, PFS2, TFST and TSST and an improved DoR when compared with SoC, with a
manageable safety profile.* 11 These clinical effectiveness and safety data therefore
demonstrate that SoC + D + O addresses the clear unmet need for people with newly
diagnosed advanced or recurrent EC that is pMMR, representing an important step-change
for the management of EC in this challenging-to-treat population.

B.2.1 Identification and selection of relevant studies

A clinical systematic literature review (SLR) was conducted to identify all relevant clinical evidence on
the efficacy and safety of SoC + D, and SoC + D + O and its comparators for the treatment of newly
diagnosed advanced or recurrent EC to support this appraisal. The original SLR was conducted in
September 2023 and subsequently updated in May 2024. In total, the SLR and SLR update identified
166 studies meeting the inclusion criteria, of which 93 were unique studies, with evidence generated
from 29 randomised controlled trials (RCT) and 64 non-RCTs.

One randomised clinical trial investigating the safety and efficacy of SoC + D, and SoC + D + O in
newly diagnosed advanced or recurrent EC was identified in the SLR: the DUO-E trial, which will be
presented in detail throughout Section B.2.# Full details of the SLR search strategy, study selection
process and results can be found in Appendix D.

B.2.2 List of relevant clinical effectiveness evidence

As detailed above, DUO-E was the only trial identified in the SLR that provides evidence on the
clinical efficacy and safety of SoC + D, and SoC + D + O as a treatment for the patient populations of
relevance for this submission. DUO-E was a Phase Il RCT that enrolled adult female patients with
newly diagnosed stage Ill or IV EC, or recurrent EC with a low potential for cure by surgery alone or in
combination with other EC therapies. It investigated the effect of two treatment regimes, SoC + D, and
SoC + D + O, in comparison to SoC, on the coprimary outcomes of PFS for patients receiving SoC +
D, and SoC + D + O versus SoC alone. DUO-E additionally reported on the key secondary outcome
of OS, as well as other secondary outcomes that include ORR, DoR, number of AEs, and patient-
reported outcomes. Other outcomes reported in DUO-E but not specified in the decision problem
included PFS2, TFST, TSST, and TDT. A summary of the DUO-E trial is provided in Table 4.

Additionally, prespecified subgroup analyses examined the effect of SoC + D, and SoC + D + O, in
patients stratified by MMR status, with subgroup analyses performed for the dMMR and pMMR patient
populations. Of relevance to decision-making, the SoC + D regimen was clinically efficacious in the
dMMR population, whilst SoC + D + O proved to be clinically efficacious in the pMMR population.
These results supported the marketing authorisation applications for durvalumab and olaparib, which
are expected to stipulate that SoC + D is indicated for the dMMR primary advanced or recurrent EC
population, whilst SoC + D + O is indicated for the pMMR primary advanced or recurrent EC
population. As such, the subgroup analyses for the relevant treatment arms in the patient populations
of relevance to this appraisal are presented in detail in Section B.2.7.
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Table 4. Clinical effectiveness evidence

Study DUO-E (NCT04269200/GOG-3041/ENGOT-EN10)*

Study design Phase IlIl, randomised, multicentre, double-blind, placebo-
controlled.

Population Adult female patients with newly diagnosed stage Il or IV EC, or

recurrent EC with a low potential for cure by surgery alone or in
combination with other EC therapies.

Intervention(s) Durvalumab in combination with first-line platinum-based
chemotherapy (paclitaxel and carboplatin) followed by
maintenance durvalumab (SoC + D) or maintenance durvalumab
in combination with olaparib (SoC + D + O).

Comparator(s) SoC (first-line platinum-based chemotherapy [paclitaxel +
carboplatin]).

Indicate if study supports | Yes
application for marketing
authorisation

Indicate if study used in Yes
the economic model

Rationale if study not N/A
used in model
Reported outcomes A summary of reported outcomes specified in the decision problem
specified in the decision is provided below, with full details in the CSR. Outcomes that have
problem been highlighted in bold are included in the economic model.

e PFS

e Overall survival (OS)
e Obijective response rate (ORR)
e Duration of response (DoR)
e Adverse effects of treatment:
o Incidence of any AEs
o Incidence of 2Grade 3 AEs
o Incidence of serious AEs
o Incidence of adverse events of interest (AESI)
o Incidence of treatment-emergent adverse events

e Patient reported outcomes/HRQoL.:

o EQ-5D-5L

o European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire — Core 30 items
(EORTC QLQ-C30)

o European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire - Endometrial
Cancer Module (EORTC QLQ-EN24)

o Patient-reported outcomes version of the Common
Terminology Criteria for Adverse Events (PRO-CTCAE)

o Patient Global Impression of Treatment Tolerability (PGI-
TT)
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Study DUO-E (NCT04269200/GOG-3041/ENGOT-EN10)*

All other reported Other reported outcomes are provided below, with full details in the
outcomes CSR. Outcomes that have been highlighted in bold are included in
the economic model.

e Progression-free survival 2 (PFS2)

e Time to first subsequent therapy or death (TFST)

e Time to second subsequent therapy or death (TSST)

e Time to study treatment discontinuation or death (TDT)
Source: DUO-E CSR.! Westin et al. (2023).4

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Trial design

The DUO-E trial is an ongoing Phase lll, international, double-blind, placebo-controlled RCT
evaluating the efficacy and safety of SoC + D and SoC + D + O, both compared to SoC alone in
patients with newly diagnosed advanced (stage Il or IV) or recurrent EC. The overall trial design is
summarised in Figure 3.4 11

In total, 718 patients were randomised 1:1:1 to three treatment arms (Figure 3), stratified by MMR
status (proficient vs. deficient), disease status (newly diagnosed vs. recurrent), and geographic region
(Asia vs. rest of world [RoW]). The three treatment arms comprised:

e Platinum-based chemotherapy (carboplatin: area under the time-concentration curve [AUC], 5 or 6
mg/mL/min; paclitaxel: 175 mg/m?) in combination with durvalumab placebo intravenously every
three weeks for six cycles, followed by maintenance durvalumab placebo intravenously every four
weeks plus olaparib placebo tablets twice daily (SoC arm);

e Platinum-based chemotherapy in combination with durvalumab 1,120 mg intravenously every three
weeks for six cycles, followed by maintenance durvalumab 1,500 mg intravenously every four
weeks plus olaparib placebo tablets twice daily (SoC + D arm); or

e Platinum-based chemotherapy plus durvalumab 1,120 mg intravenously every 3 weeks for six
cycles, followed by maintenance durvalumab 1,500 mg intravenously every 4 weeks plus olaparib
300 mg tablets twice daily (SoC + D + O arm).

The coprimary endpoints of the DUO-E study were investigator-assessed PFS for both the SoC + D
and SoC + D + O arms vs. SoC, which were assessed at the primary DCO (DCO1; 12 April 2023).
Secondary endpoints included time to second disease progression (PFS2), OS, objective response
rate (ORR), DoR, time to first subsequent therapy (TFST), time to second subsequent therapy
(TSST), and time to study treatment discontinuation or death (TDT).

The median follow-up was 12.6 months in the SoC arm and 15.4 months in the SoC + D and SoC + D
+ O arms. A second interim OS analysis is planned when there are ~244 deaths across the SoC + D
and the SoC arm and ~244 deaths across the SoC + D + O arm. The final OS analysis is planned
when there are ~280 deaths across the SoC + D and SoC arms, and ~280 deaths across the SoC +
D + O and SoC arms.
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Figure 3. DUO-E study design
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Footnotes: 2Six cycles of carboplatin at AUC of 5 or 6 mg per mL/min and paclitaxel 175 mg/m?
Source: ESMO 2023.%8

B.2.3.2 Trial methodology

The DUO-E trial methodology is summarised in Table 5 and outcome measures and definitions that
will be presented in the submission can be found in Appendix M.

Table 5. Summary of trial methodology

Trial name DUO-E (NCT04269200)
DUO-E was conducted across 22 countries worldwide: Australia, Belgium,
Lot Brazil, Canada, China, Columbia, Estonia, Germany, Greece, Hong Kong,
Hungary, India, Israel, Japan, Lithuania, Mexico, Poland, Republic of Korea,
Russia, Singapore, Spain, and United States
The DUO-E trial is an international, Phase Ill, RCT evaluating the efficacy and
safety of durvalumab in combination with carboplatin and paclitaxel followed
Trial design by maintenance durvalumab with or without olaparib, compared to carboplatin
and paclitaxel alone for patients with newly diagnosed advanced or recurrent
EC.
Eligibility Patients were deemed eligible for inclusion in the DUO-E trial if they were:
criteria for e Female
participants e =18 years of age
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e Had a histologically confirmed newly diagnosed or recurrent epithelial
endometrial carcinoma (excluding sarcomas)
e Had EC in one of the following categories:
o Newly diagnosed stage Il disease (measurable disease per RECIST
1.1 following surgery or diagnostic biopsy), as defined by the FIGO
criteria
o Newly diagnosed stage IV disease (with or without disease following
surgery or diagnostic biopsy), as defined by the FIGO criteria
o Recurrence of disease (measurable or non-measurable disease per
RECIST 1.1) where the potential for cure by surgery alone or in
combination with other EC therapies was poor
e Nalve to first-line systemic anti-cancer treatment. For patients with

recurrent disease only, prior systemic anti-cancer treatment was allowed if
it had been 212 months from last treatment to relapse

e Had been able to provide an formalin-fixed paraffin-embedded (FFPE)
tumour sample from the locoregional or a metastatic site that was suitable
for MMR status evaluation

e Had an Eastern Cooperative Oncology Group (ECOG) performance status
of O or1

e Had a life expectancy of at least 16 weeks
Full inclusion and exclusion criteria are available within the CSR.

Interventions

e Platinum-based chemotherapy (carboplatin: AUC, 5 or 6 mg/mL/min;
paclitaxel: 175 mg/m2) in combination with durvalumab 1,120 mg
intravenously every three weeks for six cycles, followed by maintenance
durvalumab 1,500 mg intravenously every four weeks plus olaparib
placebo tablets twice daily (SoC + D)

e Platinum-based chemotherapy (carboplatin: AUC, 5 or 6 mg/mL/min;
paclitaxel: 175 mg/m?) plus durvalumab 1,120 mg intravenously every 3
weeks for six cycles, followed by maintenance durvalumab 1,500 mg
intravenously every 4 weeks plus olaparib 300 mg tablets twice daily (SoC
+D+0)

Comparator

e Platinum-based chemotherapy (carboplatin: AUC, 5 or 6 mg/mL/min;
paclitaxel: 175 mg/m?) in combination with durvalumab placebo
intravenously every three weeks for six cycles, followed by maintenance
durvalumab placebo intravenously every four weeks plus olaparib placebo
tablets twice daily (SoC)

Method of study
drug
administration

e Carboplatin: administered intravenously
e Paclitaxel: administered intravenously

e Durvalumab: administered intravenously
e Olaparib: administered orally

Permitted and
disallowed
concomitant
medication

The types of concomitant medication used were representative of those
commonly prescribed to patients with newly diagnosed or recurrent EC. Other
medication considered necessary for the patients’ wellbeing could be
prescribed by Investigators. All administration of concomitant medications was
recorded in detail.

Permitted concomitant medications included the following:

e Contraception

e Anti-emetics/anti-diarrhoeals (after reporting an AE)

e Rescue medicine (after reporting an immune-mediated AE [imAE])

Prohibited concomitant medications were specified according to treatment and
included:
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e Durvalumab/placebo and olaparib/placebo:

o Other anticancer therapies: any concurrent chemotherapy,
immunotherapy, or biologic or hormonal therapy for cancer treatment
other than those under investigation in this study; radiotherapy
(except palliative); biological therapy mAbs against CTLA-4, PD-1, or
PD-L1 other than those under investigation in this study

o Live virus and bacteria vaccines

o Epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-
TKiIs)

e Durvalumab/placebo:

o Immunosuppressive medications including systemic corticosteroids;
corticosteroids at doses exceeding 10 mg/day of prednisone or
equivalent; methotrexate; azathioprine; TNF-a blockers

o Herbal and natural remedies which may have immune-modulating
effects

Restricted concomitant medications were specified according to treatment and
include:
e Durvalumab/placebo and olaparib/placebo

o Palliative radiotherapy

o Other anti-cancer agents

e Olaparib/placebo:

o Strong CYP3A inhibitors: itraconazole, telithromycin, clarithromycin,
boosted protease inhibitors, indinavir, saquinavir, nelfinavir,
boceprevir, telaprevir

o Moderate CYP3A inhibitors: ciprofloxacin, erythromycin, dilatiazem,
fluconazole, verapamil

o Strong CYP3A inducers: phenobarbital, phenytoin, rifampicin,
rifabutin, rifpentine, carbamazepine, nevirapine, enzalutamide, St.
John’s Wort

o Moderate CYP3A inducers: bosentan, efavirenz, modafinil
CYP3A4 substrates with narrow therapeutic margin, including:
cisapride, cyclosporine, ergot alkaloids, fentanyl, pimozide, sirolimus,
tacrolimus and warfarin

o Sensitive CYP3A4 substrates, including: buspirone, felodipine,

fluticasone, lovastatin, quetiapine, saquinavir, sildenafil and
simvastatin

CYP2B6 substrates including: bupropion and efavirenz
OATP1B1 substrates, including: bosentan, glibenclamide,
repaglinide, statins and valsartan

OCT, MATE1, and MATEZ2K substrates including: metformin
OCT?2 substrates, including: cimetidine and metformin
OATS3 substrates, including: furosemide and methotrexate
BCRP substrates, including: methotrexate and rosuvastatin
P-gb substrates, including: simvastatin, pravastatin, dabigatran,
digoxin and colchicine

o Anticoagulant therapy

o O O O O

Primary The coprimary endpoints of the DUO-E trial were investigator-assessed PFS
outcome(s) in both the SoC + D and SoC + D + O arms vs. SoC (defined in Appendix M).
Secondary Secondary and safety outcomes of the DUO-E trial included comparisons of

endpoints the following endpoints between both SoC + D and SoC + D + O vs. SoC:
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e PFS2

e OS

e ORR
e DoR

e TFST
e TSST
e TDT

e Pharmacokinetic sampling

e EORTC QLQ-C30

¢ EORTC QLQ-EN24

e Safety and tolerability analyses

Secondary endpoints are defined in Appendix M.

Exploratory Exploratory endpoints included:
endpoints e PFSforSoC+D+0O
(relevanttothe |, < soc+D
Staieele)) e OSfor SoC + D + O vs. SoC + D
e EQ-5D-5L
Pre-planned Subgroup analyses of PFS were performed to assess the consistency of
subgroup treatment effect across potential or expected prognostic/predictive factors,
analyses including the following subgroups of the ITT:

¢ MMR status (P(MMR, dMMR)

e Disease status (newly diagnosed EC, recurrent EC)

e Region (Asia, RoW)

Other baseline variables were also assessed as there was clinical justification
to do so or because there were imbalances between treatment arms,
including:

e Age (<65, 265 years)

e Race (White, Black or African American, Asian, Other)

¢ HRRm status (HRRm, non-HRRm, unknown)

e PD-L1 expression (positive, negative, unknown)

e Histology (endometrioid, serous, other)

e Histological grade (low grade, high grade)

e ECOG performance status (normal activity, restricted activity)

e FIGO stage in newly diagnosed patients (stage lll, stage 1V)

Duration of Data from the DCOL1 (12 April 2023) represent a median duration of follow-up
study and in censored patients of 15.4 months in the SoC + D and SoC + D + O arm,
follow-up and 12.6 months in the SoC arm.

Source: Westin et al. (2023)*

B.2.3.3 Baseline characteristics and study participants

The demographic and key baseline characteristics in the ITT were well-balanced across the treatment
arms (Table 6). Overall, patients had a median age of 64 years, with 46.9% of patients aged 265
years. The majority of patients were White (57.4%) and there were similar proportions of patients with
newly diagnosed advanced (47.6%) and recurrent disease (52.4%). Other disease characteristics
were also broadly aligned across treatment arms (Table 7); the majority of patients had EC that was
pMMR (80.1%) with endometroid histology (60.2%) and had an ECOG score of 0 (66.6%).
Stratification factors recorded at randomisation are presented in Appendix M. Details of baseline
biomarker characteristics can be found in Table 7.
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Overall, UK clinical expert feedback indicated that the population enrolled in the DUO-E trial is broadly
generalisable to patients with newly diagnosed advanced or recurrent EC in UK clinical practice and
that there were no areas of significant concern which would hinder their ability to interpret and apply
the data to UK patients.t

With regards to demographic characteristics, clinical feedback was that whilst there was a relatively
high proportion of Asian patients in the DUO-E trial, this could be considered a positive aspect of the
trial, as these patients are often under-represented in clinical trials (for example, RUBY 1).
Nevertheless, clinical experts noted that they would not expect the tolerability of either regimen to
differ based on ethnic group.?

With regards to disease characteristics, clinical experts suggested that the relatively low number of
patients enrolled with FIGO stage Ill disease compared to stage IV may be due to the inclusion
criteria in the DUO-E trial, which specified that patients must have measurable disease. However, this
was not considered to be of concern, and as such, clinicians indicated that they would still consider
SoC + D and SoC + D + O in their licensed populations for patients with stage Il EC.® Additionally,
the proportion of patients who had received surgery for their EC was considered to be broadly aligned
to what is seen in UK practice, as it was noted that most patients would receive some type of surgery
in clinical practice, consistent with the DUO-E trial population.t

Baseline characteristics for the populations of particular relevance to decision-making are further
presented in Section B.2.7, with baseline characteristics for the dMMR population found in Section
B.2.7.2 and those for the pMMR population in Section B.2.7.4.

Table 6. Baseline patient demographics and characteristics in the ITT

Characteristic SoC SoC+D SoC+D+0 Total
(N=241) (N=238) (N=239) (N=718)

Age (years)

Mean (standard deviation [SD]) 62.1 (10.36) 63.3 (9.82) 62.4 (9.90) 62.6 (10.03)

Median (min-max) 64.0 (31-85) | 64.0 (22-84) | 63.0 (27-86) | 64.0 (22—86)

Age group, years, n (%)

<65 124 (51.5) 122 (51.3) 135 (56.5) 381 (53.1)

>65 117 (48.5) 116 (48.7) 104 (43.5) 337 (46.9)

Race, n (%)

White 143 (59.3) 136 (57.1) 133 (55.6) 412 (57.4)

Asian 73 (30.3) 72 (30.3) 70 (29.3) 215 (29.9)

Black or African American 10 (4.1) 11 (4.6) 14 (5.9) 35(4.9)

Other 10 (4.1) 8 (3.4) 12 (5.0) 30 (4.2)

American Indian or Alaska 0 6 (2.5) 6 (2.5) 12 (1.7)

Native

Native Hawaiian or Other Pacific 2(0.8) 0 1(0.4) 3(0.4)

Islander

Not reported 3(1.2) 5(2.1) 3(1.3) 11 (1.5)

Time from initial diagnosis to randomisation (weeks) — newly diagnosed patients

n 114 113 112 339

Mean (SD) 8.8 (4.49) 9.8 (6.11) 10.1 (14.02) 9.6 (9.17)

Median (min-max) 7.7 (3-29) 8.3 (3-35) 7.6 (3—-150) 7.9 (3-150)

Time from initial diagnosis to randomisation (weeks) — recurrent patients

n | 127 | 125 | 127 | 379
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Mean (SD) 178.8 166.8 161.3 169.0
(149.43) (112.17) (131.60) (131.90)

Median (min—max) 129.1 (8-804) | 132.0 (7-556) 120.9 (24— 126.1 (7-909)

909)

Time from recent progression to randomisation (weeks) — recurrent patients

n 127 124 127 378

Mean (SD) 8.3 (9.98) 8.4 (8.10) 8.0 (5.86) 8.2 (8.13)

Median (min—max) 6.3 (0-87) 6.9 (0-59) 6.9 (1-34) 6.7 (0-87)

Source: DUO-E CSR;! Westin et al. (2023)*

Table 7. Disease characteristics in ITT

Characteristic/extent, n (%) SoC SoC +D SoC+D+0O Total
(N=241) (N=238) (N=239) (N=718)
ECOG performance status
(0) Normal activity 156 (64.7) 156 (65.5) 166 (69.5) 478 (66.6)
(1) Restricted activity 85 (35.3) 81 (34.0) 73 (30.5) 239 (33.3)
(2) In bed <50% of the time 0 1(0.4) 0 1(0.2)
Histology type?
Endometrioid 139 (57.7) 141 (59.2) 152 (63.6) 432 (60.2)
Serous 54 (22.4) 58 (24.4) 42 (17.6) 154 (21.4)
Carcinosarcoma 21 (8.7) 12 (5.0) 18 (7.5) 51 (7.1)
Mixed, epithelial 11 (4.6) 9(3.8) 9(3.8) 29 (4.0)
Other 6 (2.5) 9 (3.8) 5(2.1) 20 (2.8)
Clear cell 7 (2.9) 4(1.7) 8 (3.3) 19 (2.6)
Undifferentiated 3(1.2) 4 (1.7) 5(2.1) 12 (1.7)
Mucinous 0 1(0.4) 0 1(0.1)
FIGO stage?
Stage |-l 77 (32) 78 (32.7) 73 (30.5) 228 (31.8)
Stage Il 42 (17.4) 50 (21.0) 45 (18.8) 137 (19.1)
Stage IV 120 (49.8) 110 (46.2) 120 (50.2) 350 (48.7)
Missing 2(0.8) 0 1 (0.4) 3(0.4)
Recurrence of earlier cancer®
Yes 127 (52.7) 125 (52.5) 127 (53.1) 379 (52.8)
No 114 (47.3) 113 (47.5) 112 (46.9) 339 (47.2)
Baseline overall disease classification
Metastatic® 206 (85.5) 201 (84.5) 193 (80.8) 600 (83.6)
Locally advanced? 22 (9.1) 25 (10.5) 29 (12.1) 76 (10.6)
Missing 13 (5.4) 12 (5.0) 17 (7.1) 42 (5.8)
MMR status per central laboratory®
Proficient 192 (79.7) 191 (80.3) 192 (80.3) 575 (80.1)
Deficient 49 (20.3) 46 (19.3) 46 (19.2) 141 (19.6)
Unknown 0 1 (0.4) 1 (0.4) 2 (0.3)

Debulking surgery history
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Yes 202 (83.8) 205 (86.1) 207 (86.6) 614 (85.5)
No 39 (16.2) 33 (13.9) 32 (13.4) 104 (14.5)
Unknown 0 0 0 0
Prior chemotherapy
Yes 51 (21.2) 51 (21.4) 54 (22.6) 156 (21.7)
No 190 (78.8) 187 (78.6) 185 (77.4) 562 (78.3)
Biomarker, n (%)
PD-L1®
Positive 163 (67.6) 170 (71.4) 150 (62.8) 483 (67.3)
Negative 75 (31.1) 61 (25.6) 82 (34.3) 218 (30.4)
Unknown 3(1.2) 7 (2.9) 7 (2.9) 17 (2.4)
HRRmM
HRRm 32(13.3) 26 (10.9) 39 (16.3) 97 (13.5)
Non-HRRm 132 (54.8) 138 (58.0) 141 (59.0) 411 (57.2)
Unknown' 77 (32.0) 74 (31.1) 59 (24.7) 210 (29.2)

Footnotes: 2 Pathology-related disease characteristics were collected at the time of primary diagnosis of disease
under investigation; ® Mismatch repair status (proficient vs. deficient) was per central laboratory result using the
FDA-cleared Class Il Ventana MMR IHC panel (based on evaluation of tumour cells from a FFPE tumour tissue
sample) and disease status (recurrent vs. newly diagnosed) was as collected on the electronic case report form
(eCRF). Two patients with “unknown” MMR status per central laboratory were randomised as “deficient” per
interactive voice response (IVRS) based on local testing. Two additional patients were mis-stratified in IVRS (one
patient: dAMMR per central laboratory was randomised as pMMR per IVRS; one patient: pMMR per central
laboratory was randomised as dMMR per IVRS). ¢ Metastatic disease — patient had any metastatic site of
disease; 9 Locally advanced — patient had only locally advanced sites of disease. ¢ The Ventana SP263 PD-L1
assay was used: PD-L1 positive samples were samples with PD-L1 expression with a tumour area positivity
score = 1%; PD-L1 negative samples were samples with PD-L1 expression with a tumour area positivity score <
1%; and PD-L1 unknown samples were samples with PD-L1 expression not available either due to a test fail
(unevaluable sample or assay failure) or sample slide out of cut-slide stability; f Retrospective testing of HRRm
status was by the FoundationOne® CDx tumour tissue next-generation sequencing (NGS) assay
(FoundationOne® CDx-P170019/S017). Per data on file, the unknown samples included 26 patients with a failed
FoundationOne® CDx assay test, 43 patients who withdrew consent before their sample was shipped for testing,
and 141 patients whose HRRm testing could not be performed due to lack of sample availability (including all 36
patients enrolled from Mainland China where testing was not performed due to China Human Genetic Resources
regulations).

Source: DUO-E CSR;* Westin et al. (2023)*

B.2.3.4 Patient disposition

A total of 718 patients underwent randomisation in a 1:1:1 ratio to receive either SoC (241 patients),
SoC + D (238 patients), or SoC + D + O (239 patients). Of patients who were randomised, 709
(98.7%) received any study treatment: five patients in the SoC arm, three patients in the SoC + D
arm, and one patient in the SoC + D + O arm did not receive any treatment.

In order to be eligible to continue treatment into the maintenance phase of the trial, patients had to
have received between 4 and 6 cycles of chemotherapy, and in order to commence olaparib (or
olaparib placebo) they must have had adequate organ and bone marrow function (detailed
maintenance phase eligibility criteria are outlined in the CSR).1? In total, 544 (75.8%) of the patients
who were randomised met these criteria and continued to receive treatment into the maintenance
phase of the study (i.e. received at least one dose of olaparib or olaparib placebo). By arm, the
proportion of patients who entered the maintenance phase in the SoC + D and SoC + D + O arms
were similar (76.9% and 80.3%, respectively), whilst the proportion who entered the maintenance
phase in the SoC arm was lower (70.1%). These data indicate that of those patients who did not
continue into the maintenance phase, the majority were randomised into the SoC arm, suggesting
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that SoC + D and SoC + D + O are associated with improved clinical outcomes vs. SoC arm.

At the time of the DCO1 (12 April 2023) the number of patients remaining on durvalumab/placebo was
42 (17.8%) in the SoC arm, 71 (30.2%) in the SoC + D + O arm, and 94 (39.5%) in the SoC +D + O
arm. The number of patients remaining on olaparib/placebo was 39 (23.1% of those who received at
least one dose of olaparib/placebo) in the SoC arm, 70 (38.3%) in the SoC + D arm, and 86 (44.8%)
in the SoC + D + O arm.

At the time of DCO1, discontinuations of platinum-based chemotherapy were similar across all
treatment arms (~13% in each arm), with cycles of carboplatin and paclitaxel the same across all
treatment groups as per protocol. A total of 502 patients had discontinued durvalumab/placebo,
consisting of 194 (82.2% of those who had received at least one dose of durvalumab/placebo) in the
SoC arm, 164 (69.8%) in the SoC + D arm, and 144 (60.5%) in the SoC + D + O arm, with the most
common reason for discontinuation being cited as objective disease progression (SoC: 143 [60.6%)],
SoC + D: 113 [48.1%], SoC + D + O: 104 [43.7%]). A total of 349 patients had discontinued
olaparib/placebo, and these consisted of 130 (76.9% of those who received at least one dose of
olaparib/placebo) in the SoC arm, 113 (61.7%) in the SoC + D arm, and 106 (55.2%) in the SoC + D +
O arm, with the most common reason for discontinuation of olaparib also being cited as objective
disease progression (SoC: 109 [64.5%], SoC + D: 94 [51.4%], SoC + D + O: 73 [38.0%]). Further
details on the patient disposition are presented in Appendix D.

B.2.4 Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

Efficacy and safety analyses were performed in accordance with a detailed Statistical Analysis Plan.%°
The definitions used for the study populations in the trial are presented in Table 8. All safety and
efficacy analyses presented are from the primary DCO (12 April 2023). A summary of the statistical
analysis methods used in the trials are presented in Table 9.

Table 8. Trial populations used for the analysis of outcomes in DUO-E of relevance to

decision making

treatment arms
(n=95)2

the Food and Drug Administration-cleared Class Il
Ventana MMR immunohistochemistry panel. Patients with

Analysis Set or - Outcomes
) Definition

population analysed
Full analysis set The FAS included all randomised patients and compared | Efficacy and
(FAS): ITT the treatment groups based on the principles of intent-to- | HRQoL
(n=718) treat i.e. regardless of the treatment actually received.

Patients who were randomised but did not subsequently

go on to receive study treatment are included in the

analysis in the treatment group to which they were

randomised.
Safety analysis All randomised patients who received any amount of Safety
set (SAS; n=709) | study treatment. Safety data were not formally analysed

but summarised using the safety analysis set.

In order to provide a summary of the underlying safety

profile that patients should expect on being initially

prescribed treatment, patients who initially received a

dose of durvalumab/placebo were summarised according

to the arm to which they were randomised.
dMMR Tumour MMR status was determined prior to Efficacy,
population: SoC randomisation based on evaluation of MMR status in HRQoL and
and SoC +D tumour cells from a FFPE tumour tissue sample, using safety
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MMR deficient tumours were included in the dMMR

population.
pMMR Tumour MMR status was determined prior to Efficacy,
population: SoC randomisation based on evaluation of MMR status in HRQoL and
and SoC + D + O | tumour cells from a FFPE tumour tissue sample, using safety
treatment arms the Food and Drug Administration-cleared Class Il
(n=383)2 Ventana MMR immunohistochemistry panel. Patients with

MMR proficient tumours were included in the pMMR

population.

Footnotes: Patient numbers per IVRS.
Source: DUO-E CSR.1!

Table 9. Statistical methods for the primary analysis

Hypothetical | The DUO-E study was designed to test two key hypotheses of interest:

objective e Durvalumab in combination with carboplatin and paclitaxel, followed by
maintenance durvalumab (SoC + D) has superior efficacy and acceptable
tolerability as compared with carboplatin and paclitaxel alone (SoC) in
patients with advanced or recurrent EC, and

e Durvalumab in combination with carboplatin and paclitaxel, followed by
maintenance durvalumab with olaparib (SoC + D + O) has superior efficacy
and acceptable tolerability as compared with carboplatin and paclitaxel alone
(SoC) in patients with advanced or recurrent EC

Statistical e The primary statistical analyses of the efficacy of SoC + D and SoC + D + O

analysis included all randomised patients (ITT) and compared treatment groups on the
basis of randomised treatment, regardless of treatment actually received (ITT;
Table 8) .

e Safety data was analysed in the SAS (as defined in Table 8), which included
all randomised patients who received at least one dose of investigational
treatment (durvalumab/placebo or olaparib/placebo). For the maintenance
phase, safety data were summarised in patient who received at least one
dose of olaparib/placebo maintenance treatment.

Primary endpoint: PFS

e The primary PFS analysis for each comparison was performed separately
using a stratified log-rank test for generation of P values, with HRs and 95%
Cls estimated using a stratified Cox proportional hazards (CPH) model.

o Kaplan—Meier (KM) plots were presented by treatment arm and were used to
estimate the median PFS and the proportion of patients who were
progression free at landmark timepoints (6, 12, and 18 months).

e The PH assumption was tested by fitting a Cox model with a treatment-by-
time interaction. Subgroup analyses were conducted using Cox PH models to
determine the consistency of treatment effect across potential or expected
prognostic factors.

Key secondary endpoints

e Analyses of secondary time-to-event endpoints used similar methods to PFS.
Full details can be found in the CSR and statistical analysis plan (SAP)
provided alongside this submission.

Sample size, | ¢ It was planned that approximately 699 patients were recruited and

power randomised (1:1:1) into the study, with randomisation stratified according to
calculation tumour tissue’s MMR status, disease status, and geographic region, in order
to achieve approximately 299 PFS events (equating to data maturity of 64%)
for the comparison of the SoC + D arm vs. SoC, and approximately 281 PFS
events (equating to data maturity of 60%) for the comparison of the SoC + D
+ O vs. SoC.

e Assuming a median PFS of 12 months for the SoC arm and an average true
PFS HR of 0.70 for SoC + D vs. SoC and 0.55 for SoC + D + O vs. SoC, the
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study had 80% and >99% power to demonstrate a statistically significant
difference for PFS at the overall two-sided significance level of 2.5% for each
comparison, respectively. The assumptions included a 27-month period of
recruitment, with an approximately 10% uniform dropout rate over the study
period. The sample size has been derived on the assumption of a 3-month
delay in separation of the PFS curves between SoC + D vs. SoC, and
between SoC + D + O vs. SoC.

Data Patient withdrawals

management, | « Patients were free to withdraw from the study at any time at their own request
patient without prejudice to further treatment (withdrawal of consent). Such patients
withdrawals were always asked about the reason(s) and the presence of any AEs. These

patients were then followed up by the Investigator as medically indicated.

e If a patient withdrew consent (i.e., no further assessment or collection of their
data) they were specifically asked if they were also withdrawing consent to
further participation in the study, including any follow-up (e.g. survival calls),
disclosure of future information, and the use of any of their samples taken
during the trial.

e At the end of the study, AstraZeneca or its delegate requested that
Investigators collect information of patients’ vital status from publicly available
sources, in accordance with local regulations. Knowledge of vital status at
study end in all patients was deemed crucial for the integrity of the study.

Data management

e Any genotype data generated in the study was stored at a secure system at
AstraZeneca and/or organisations designated to analyse the samples.

e AstraZeneca and its designated organisations were able to share summary
results from this genetic research with other researchers, which was achieved
by placing the results in scientific databases, where they could be combined
with the results of similar studies. Researchers were only permitted to use
this information for health-related research purposes and could only view
summary results rather than any individual patient data or personal
identifiers.

e It was permitted that some or all of the clinical datasets from the main study

could be merged with the genetic data in a suitable secure environment
separate from the clinical database.

Multiplicity e An MTP with a gatekeeping strategy was employed across the key endpoints
(PFS and OS) and treatment comparisons of interest (SoC + D vs. SoC, and
SoC + D + O vs. SoC) in order to strongly control the Type | error at 5% (2-
sided).

e OS survival was to be tested at multiple timepoints and the OS tests for the
same comparison were to be considered as one test family.

¢ If any interim analysis or primary analysis was statistically significant, the
overall alpha (2-sided) was to be allocated to the next level.

¢ |[f the interim results did not meet the stopping criterion for superiority for a
given hypothesis, the follow-up would continue until the final target number of
OS events for that comparison had been observed, followed by re-testing of
that hypothesis.

¢ If the null hypothesis was then rejected, subsequent testing would continue
hierarchically.

Source: DUO-E CSR.! DUO-E CSP.®> Westin et al. (2023).4

B.2.5 Critical appraisal of the relevant clinical effectiveness
evidence

Full details of the SLR, including methods and results of the quality assessment, can be found in
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Appendix D. A summary of the quality assessments conducted based on the University of York’s
Centre for Reviews and Dissemination (CRD) checklist for RCTs for the DUO-E trial is presented in

Table 10.

Table 10. Assessment of quality and

risk of bias in the DUO-E trial

suggest that the authors
measured more
outcomes than they
reported?

Criteria Response | Notes

Was randomisation Yes Patients were centrally assigned to randomised study

carried out treatment in a 1:1:1 ratio. Assignment to treatment group

appropriately? was determined by a computer-generated random
sequence using an interactive web response (IWRS). In
order to minimise any imbalance in the number of patients
assigned to each treatment group, a blocked
randomisation was generated, and all centres used the
same list.

Was the concealment of Yes Treatment group assignment was determined by

treatment allocated computer-generated random sequence using an IWRS.

adequate? Randomisation codes were assigned strictly sequentially,
within each stratum, as patients became eligible for
randomisation. The IWRS provided the kit identification
number to be allocated to the patient at the randomisation
visit and subsequent treatment visits.

Were the groups similar Yes In the ITT, baseline characteristics (Table 6) and disease

at the outset of the characteristics (Table 7) were well-balanced between the

study in terms of three treatment arms. Stratification was performed prior to

prognostic factors? randomisation and details of stratification factors in the ITT
can be found in Appendix M.

Were the care Yes The actual treatment administered to patients was

providers, participants, determined by the randomisation scheme in the

and outcomes IVRS/IWRS. Patients who were not allocated to receive

assessors blind to durvalumab/olaparib received placebo forms of

treatment allocation? durvalumab/olaparib to further ensure effective blinding.
The IVRS/IWRS allocated a kit identification number to be
allocated to each patient at the dispensing visit, and
provided this number to the Investigator(s) or pharmacists.
The randomisation code was not to be broken except in
medical emergencies, if in the opinion of the Investigator it
was in the patient’s best interest for the Investigator to
know the study treatment. Randomisation codes were not
broken for the planned analyses of data until database
lock for the primary PFS analysis or interim analysis and
all decisions on the evaluability of the data from each
individual patient have been made and documented.

Were there any No The proportion of patients who withdrew or were

unexpected imbalances discontinued from the study were balanced between the

in dropouts between groups.

groups?

Is there any evidence to No The reported outcomes aligned with those presented in the

clinical study protocol, and study methods provided.
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Did the analysis include Yes Efficacy analysis was ITT and safety analysis were

an ITT analysis? If so, modified ITT (SAS; Table 8). No methods were used to
was this appropriate account for missing data.

and were appropriate
methods used to
account for missing
data?

Source: DUO-E CSP®, DUO-E CSR!

B.2.6 Clinical effectiveness results of the relevant studies

The following sections present the clinical effectiveness results for the DUO-E trial, with a focus on the
endpoints specified in the decision problem. Aligning with the coprimary objectives of the DUO-E trial
and considering the endpoints of greatest relevance to decision-making, PFS and OS results within
the ITT will be presented first in Sections B.2.6.1.1 and B.2.6.1.2, respectively. All other key
secondary endpoints are summarised in Table 11 with full details available within the DUO-E CSR
provided alongside this submission. . As SoC + D and SoC + D + O are only anticipated to be
licensed within subpopulations of the ITT in DUO-E (dMMR and pMMR, respectively), these results
are provided only for completeness.

Subsequently, to reflect the subgroups specified in the NICE scope (Section B.1.1), pre-specified
subgroup analyses for the DUO-E primary endpoint of Investigator-assessed PFS are presented in
Section B.2.7.1, with a focus on the results by MMR status (i.e. the target populations for this
appraisal). Finally, to address the decision problem for this appraisal, results for all endpoints
specified in the decision problem will be presented for SoC + D in the dMMR population (Section
B.2.7.3), followed by results for SoC + D + O for the pMMR population (Section B.2.7.5).

Analyses presented for each target population include pre-specified Investigator-assessed PFS
subgroup analyses by MMR status (initially discussed in Section B.2.7.1), as well as post hoc
analyses for all other endpoints of interest. Baseline characteristics are also presented for both
subgroups, with data for the dMMR subgroup presented in Section B.2.7.2 and for the pMMR
subgroup in Section B.2.7.4. It should be noted that efficacy results for the dMMR and pMMR
subgroups are not controlled for Type | error.

B.2.6.1 Results in the intention-to-treat population (ITT)

Overall, the DUO-E trial met its coprimary objectives, demonstrating a statistically significant and
clinically meaningful PFS benefit for both SoC + D vs. SoC and SoC + D + O vs. SoC within the ITT
(Section B.2.6.1.1). Statistical and clinically meaningful benefits of SoC + D and SoC + D + O vs. SoC
were also demonstrated amongst the secondary efficacy endpoints (Section B.2.6.1.2—-B.2.6.1.4).

B.2.6.1.1. Primary efficacy outcome: PFS at DCOL1 (12 April 2023)

Achieving improvements in PFS represents a key treatment aim, as prolonging PFS can alleviate the
disease burden associated with EC for patients and their families, given the correlation between
disease progression and poor HRQoL for patients with advanced or recurrent EC.1%190 Additionally,
PFS functions as a surrogate marker for OS, with a strong positive association between PFS and the
probability of future OS in the treatment of advanced or recurrent EC.10 As highlighted in TA963, first-
line systemic treatments that can reduce the chance of disease recurrence, extend PFS, and offer a
better quality of life are of paramount importance for patients with advanced or recurrent EC.101
Additionally, given that fewer than one third of patients will be able to maintain a suitable performance
status following first line therapy to benefit from further treatment, it is imperative that improved
progression free intervals are achieved in the first-line setting when more patients are able to tolerate
these therapies.
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At the time of DCO1 (12 April 2023), both SoC + D and SoC + D + O demonstrated a statistically
significant and clinically meaningful improvement in Investigator-assessed PFS compared with SoC in
patients with advanced or recurrent EC (Figure 4).

In the SoC + D arm, there was a 29% lower risk of progression or death vs. SoC (median PFS: 10.2
vs. 9.6 months, respectively; HR 0.71; 95% CI 0.57, 0.89; p=0.003). In the SoC + D + O arm, there
was a 45% lower risk of progression or death vs. SoC (median PFS: 15.1 vs. 9.6 months,
respectively; HR 0.55; 95% CI 0.43, 0.69; p<0.0001).

The KM data for each treatment arm is presented in Figure 4. The curves are similar until
approximately 6 months, at which point separation of the three curves is observed. By 18 months, the
number of patients who were progression-free was substantially greater both in the SoC + D arm and
SoC + D + O arm (37.8% and 46.3%, respectively) compared with the SoC arm (21.7%). The
separation of the KM curves upon the addition of maintenance D, and D + O, indicates that these
regimens allow patients to continue to maintain their response when they would otherwise have
finished receiving treatment with SoC.

A sensitivity analysis demonstrated that PFS results were consistent based on blinded independent
central review (BICR) and Investigator assessment for both comparisons (SoC + D vs. SoC: HR 0.74;
95% CI 0.58, 0.94; SoC + D + O vs. SoC: HR 0.55; 95% CI 0.42, 0.70).1!

Figure 4. Investigator-assessed PFS KM plot in the ITT at DCO1 (12 April 2023)
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0'9 months (95% ClI) [a] (95% CI) [b] p-value
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239/126
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238/139
SoC 241 213 184 125 86 45 26 10 3 1 1 0
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Number of patients at risk
Footnotes: 2Calculated using the KM technique. Confidence interval for median PFS was derived based on
Brookmeyer-Crowley method. PA pooling strategy was applied to the primary comparisons of PFS for SoC + D +
O versus SoC and SoC + D versus SoC whereby stratification factors were removed until there were at least 5
events in each stratum of interest across the three treatment arms. The HR and CI were estimated from a CPH
model stratified by MMR and disease status. The Cl was calculated using a profile likelihood approach. ¢ The p-
value was calculated using a log rank test stratified by variables in (b). + indicates a censored observation.
Source: DUO-E CSR.%!

B.2.6.1.2. Key secondary outcome: OS at DCOL1 (12 April 2023)

At DCO1 (12 April 2023) in the ITT, 61.0%, 66.8%, and 71.1% of patients in the SoC, SoC + D, and
SoC + D + O treatment arms, respectively, were alive and in survival follow-up. The data maturity at
the first interim OS analysis in the ITT was 30.7% for the SoC vs SoC + D arms, and 27.9% for the
SoC + SoC + D + O arms.*!
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At the first interim analysis of OS, a 2-sided significance level of p<0.0011 was allocated for the
comparison of SoC + D vs. SoC and a 2-sided significance level of p<0.0006 was allocated for the
comparison of SoC + D + O vs. SoC. The OS HR point estimate showed an improvement for both the
SoC + D arm compared with the SoC arm (HR 0.77; 95% CI 0.56, 1.07; p=0.120) and the SoC + D +
O arm compared with the SoC arm (HR 0.59; 95% CI 0.42, 0.83; p=0.003), although the results did
not reach statistical significance for either comparison (p-value stopping boundary of p<0.0011 and
p<0.0006 for SoC + D vs. SoC and SoC + D + O vs. SoC, respectively).

The KM plot for OS is presented in Figure 5, which illustrates the numerical benefit in OS for both SoC
+ D and SoC + D + O vs. SoC.

Figure 5. OS KM plot in the ITT at DCO1 (12 April 2023)
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Footnotes: Calculated using the KM technique. Confidence interval for median OS was derived based on
Brookmeyer-Crowley method. 2Calculated using the KM technique. Confidence interval for median OS was
derived based on Brookmeyer-Crowley method. A pooling strategy was applied to the primary comparisons of
PFS for SoC + D + O versus SoC and SoC + D versus SoC whereby stratification factors were removed until
there were at least 5 events in each stratum of interest across the 3 treatment arms. This analysis was conducted
with the same principles. The HR compared to SoC group and Cl were estimated from a CPH model with
following variables: Unstratified. The Cl was calculated using a profile likelihood approach. A HR less than 1
favoured the treatment arm of interest over the reference arm. ¢ The p-value was calculated using a log rank test
stratified by variables in (b). + indicates a censored observation. 2-sided p-value.

Source: DUO-E CSR.%!

B.2.6.1.3. Other secondary outcomes

Other secondary outcomes assessed in the ITT included PFS2, TFST, TSST, TDT, ORR, and DoR,
which are summarised in Table 11. Overall, the results of these analyses provide further support for
the clinical benefits associated with SoC + D and SoC + D + O, with clinically meaningful
improvements across all endpoints vs. SoC.
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Table 11. Summary of results from other secondary endpoints (ITT)

Endpoint SoC SoC +D SoC+D+0
Events, Median, 12-month Events, Median, | 12-month HR vs. Events, Median, | 12-month HR vs. HR vs.
(%) months rate, % (%) months rate, % SoC (95% (%) months rate, % SoC (95% | SoC+D
Cl) Cl) (95% ClI)
PFS2 39.8 19.1 72.2 35.7 22.2 75.3 0.80 26.8 NR 83.0 0.55 0.69
(0.59, (0.40, (0.50,
1.07) 0.76) 0.95)
TEST 66.4 11.1 48.0 53.8 14.0 54.6 0.72 43.9 21.4 71.8 0.50 0.71
(0.57, (0.39, (0.54,
0.91) 0.64) 0.91)
TSST 38.6 23.9 76.0 315 NR 82.3 0.77 23.8 NR 85.9 0.57 0.73
(0.57, (0.40, (0.52,
1.05) 0.78) 1.03)
TDT 82.2 8.8 NR 68.5 9.9 NR 0.74 58.2 15.1 NR 0.51 NR
(0.60, (0.41,
0.91) 0.63)
Endpoint Response | Median, 12-month | Response | Median, | 12-month OR vs. Response | Median, | 12-month OR vs. OR vs.
rate, n (%) | months rate, % rate, n (%) | months rate, % SoC (95% | rate, n (%) | months rate, % SoC (95% | SoC+D
(interqua (IQR) Cl) (IQR) Cl (95% CI
rtile
range
[IQRI)
ORR 109 (55.1) NA NA 125 (61.9) NA NA 1.32 117 (63.6) NA NA 1.44 NR
(0.89, (0.95,
1.98) 2.18)
DoR NA 7.7 (5.1- 324 NA 13.1 53.1 NR NA 21.3 61.7 NR NR
13.5) (6.0-NR) (8.1
29.9)

Source: DUO-E CSR.1!
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B.2.6.1.4. Health-related quality of life (HRQoL)

Patients with advanced EC often report that EC has a profound negative impact on their HRQoL.4”
Patient reported outcomes included as secondary endpoints in the study were assessed using various
instruments that have been reported in the literature to assess the impact of EC on HRQoL. First, the
results of the cancer-related tool, EORTC-QLQ-C30 are presented. Second, the results of the EC-
specific instrument, EORTC-QLQ-EN24, are presented. Finally, results of the EQ-5D-5L questionnaire
are presented.

UK clinical expert feedback indicated that HRQoL would not differ based on MMR status.'. Therefore,
to avoid unduly reducing sample sizes, subgroup analyses of HRQoL data from the DUO-E trial by
MMR status were not conducted. HRQoL data for the ITT population of the DUO-E trial presented in
the following sections are therefore relevant for both the dMMR and pMMR populations. Furthermore,
the EQ-5D-5L data presented below are used in the economic model underpinning this appraisal for
both the dMMR and pMMR populations (Section B.1.1).

EORTC-QLQ-C30 at DCO1 (12 April 2023)

The EORTC-QLQ-C30 is an internationally validated HRQoL questionnaire for cancer, and is
designed to measure cancer patients’ physical, psychological and social functions, comprised of both
multi-item scales and single items.* Compliance rates with the EORTC-QLQ-C30 were high at
baseline (82.1% for the SoC arm, 84.7% for the SoC + D arm, and 87.3% for the SoC + D + O arm),
decreasing over time and falling below 60% after Week 30.11

For overall HRQoL, the adjusted mean change from baseline averaged across 12 months showed no
clinically meaningful deterioration (defined as an absolute change in score of 210 points) compared to
SoC in either the SoC + D or SoC + D + O arms (-2.8 in the SoC arm, —2.7 in the SoC + D arm and
-3.6 in the SoC + D + O arm [lower scores indicate worse HRQoL/functioning]). During the
chemotherapy phase, there was an initial decrease in the HRQoL scores compared to baseline in all
three treatment arms; however, following completion of the chemotherapy phase there was an
increase of functioning, although this improvement was delayed in the SoC + D + O arm when
treatment with olaparib started (Figure 6).1t
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Figure 6. EORTC QLQ-C30 change from baseline, plot of adjusted mean in the ITT (x95%
Cl) at DCOL1 (12 April 2023)
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Source: DUO-E CSR.11

For the physical and role functioning scores, the adjusted mean changes from baseline followed a
similar pattern to overall HRQoL, with no deterioration in either SoC + D or SoC + D + O treatment
arms compared to SoC from baseline to 12 months.!

None of the average changes from baseline over 12 months for the any of the functioning and
symptoms scores of the EORTC QLQ-C30 were clinically meaningful (i.e., mean absolute changes
were not 210 points) in either the SoC + D arm or the SoC arm. Further details are available within the
DUO-E CSR.*

EORTC-QLQ-EN24 at DCO1 (12 April 2023)

EORTC-QLQ-EN24 is an EC-specific questionnaire, and includes specific questions relating to sexual
activity and EC specific symptoms. Compliance rates for the EORTC-QLQ-EN24 were also high at
baseline (80.8% in the SoC arm, 80.0% for the SoC + D arm, and 84.8% in the SoC + D + O arm),
and decreased over time to fall below 60% by Week 30.11

For the EORTC-QLQ-EN24 key symptoms of pain in back and pelvis, gastrointestinal symptoms and
urological symptoms, the adjusted mean changes from baseline averaged across 12 months were
-4.1,-0.9, and -1.4 in the SoC arm and -4.5, 0.1, and 0.0 in the SoC + D arm and -6.0, -0.4, and
-1.1in the SoC + D + O arm, respectively; none of these adjusted mean changes were clinically
meaningful (defined as a mean absolute change of 210 points).*

Additionally, the overall differences between the SoC and SoC + D treatment arms over 12 months for
these key symptoms were not meaningful (estimated difference):

e Pain in back and pelvis: -0.4 (95% CI: -3.8, 3.0)
e Gastrointestinal symptoms: 0.8 (95% CI: -0.9, 2.5)
e Urological symptoms: 1.4 (95% CI: -0.7, 3.5)

For the comparison of SoC + D + O vs. SoC, there were also no clinically meaningful differences
(estimated difference):
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e Painin back and pelvis: -2.0; (95% CI: -5.3, 1.4)
e Gastrointestinal symptoms: 0.6; (95% CI: -1.1, 2.2)
e Urological symptom: -0.3; (95% CI: -1.8, 2.3)

For the EORTC-QLQ-EN24 functioning scores of sexual interest and sexual activity, the adjusted
mean changes from baseline averaged across 12 months showed a humerical improvement in the
SoC, SoC + D and SoC + D + O treatment arms; however, none of these adjusted mean changes
were clinically meaningful.

EQ-5D-5L at DCO1 (12 April 2023)

The EQ-5D-5L, as indicated above, is a generic measure of health status that takes the form of a
guestionnaire that assesses 5 domains including mobility, self-care, usual activities, pain/discomfort
and anxiety/depression, plus a visual analogue scale (VAS). For the EQ-5D-5L questionnaire,
compliance rates were high at baseline and generally similar between arms (80.0% for SoC, 78.7%
for SoC + D, and 84.8% for SoC + D + O). Compliance rates decreased over time across the
treatment arms and after Week 30 started to fall below 60%.*

Baseline EQ-5D-5L scores were comparable for SoC, SoC + D, and SoC + D + O. In all treatment
arms, the EQ-5D Index and EQ-VAS were similar between the three treatment arms and remained
mostly stable (Figure 7; Table 12).11

Figure 7. EQ-5D-5L index score and VAS score, change from baseline in the ITT at DCO1
(12 April 2023)

0.8 -
0.6 - .

S 04+

5 |

w

(=]

| [

T

c

@©

Q

£

o

pil

[2]

2 _gg 4 —© SoC+D+0(N=193) 4

< SoC + D (N=175) L

-08 1 -8 soC (N=185)
1.0 =71 T T T T T T T T 1
E T T T T W T T S
=, % 7 2 K& % %y > % %
£S , %, %, , %, %, %, %, %,
¢ e, S, S, B . ) e, ) S,
> % % % % % % % % e
4 7o & e 9, 7 7 7
5 7 5 ] 7 Y % 5 2,
Timepoint

SoC+D +0 181 148 129 119 84 53 36 16 3 1
SoC+D 160 134 115 93 60 44 26 14 4 0
SoC 170 147 115 92 59 36 12 8 1 1

=n:

Footnotes: The y-axis limits are restricted to the range of possible values for EQ-VAS (-100 to 100) and
consequently Cls expanding beyond those limits may be truncated.

Source: AstraZeneca. Data on File. 2023.11

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 55 of 198



Table 12: EQ-5D-5L at DCO1 (12 April 2023)

Parameters ‘ SoC SoC +D SoC+D+0O
EQ-5D-5L VAS Score

n (Baseline) 192 184 201
Baseline 71.5 71.9 72.0
n (90 weeks) 19 29 a7
Change from baseline at 90 weeks 4.3 3.1 -0.1
EQ-5D-5L health state index

n (Baseline) 192 185 201
Baseline 0.79 0.77 0.78
n (90 weeks) 19 29 47
Change from baseline at 90 weeks -0.04 -0.00 -0.03

Footnotes: Baseline is defined as last evaluable assessment prior to randomisation.
B.2.7 Subgroup analysis

B.2.7.1 Pre-specified subgroup analyses of Investigator-assessed PFS

As detailed in Table 5, subgroup analyses were explored for the primary endpoint of Investigator-
assessed PFS to assess the consistency of treatment effect across potential or expected
prognostic/predictive factors. Results of the subgroup analysis by MMR status (the populations of
relevance for this appraisal), and other subgroup analyses, are detailed below.

Subgroup analysis by MMR status

In subgroup analysis by MMR status, a global interaction test for the comparison of SoC + D vs. SoC
indicated a quantitative interaction involving MMR status, suggesting a numeric difference favouring
SoC + D. Specifically, the HR for SoC + D vs. SoC in the dMMR population was notably lower
compared with the pMMR population (HR, 0.42; 95% CI 0.22, 0.80 vs. HR, 0.77; 95% CI 0.60, 0.97).
These results highlight the substantial clinical benefit for SoC + D in the population with EC that is
dMMR, and align with previous reports that pMMR EC are typically more challenging to treat
compared with patients with EC that is AMMR (Section B.1.3.7).

Conversely, whilst the global interaction test for SoC + D + O vs. SoC showed no evidence of a
difference in treatment effect by MMR subgroup, a much greater numerical clinical benefit was
observed for SoC + D + O vs. SoC (HR, 0.57; 95% CI 0.44, 0.73) compared with SoC + D arm vs.
SoC in the pMMR population (HR, 0.77; 95% CI 0.60, 0.97). This indicates that the addition of
olaparib to durvalumab results in a particular clinical benefit for the pMMR population (HR for SoC + D
+ O vs. SoC + D, 0.76; 95% CI 0.59, 0.99), who are considered particularly challenging to treat, and
suggests that the overall improved results in the SoC + D + O vs SoC + D in the ITT are due to the
additional benefit provided by the inclusion of olaparib in the pMMR population.

Importantly, these subgroup analyses demonstrate the clinical benefit associated with SoC + D vs.
SoC in the dMMR population and the additional benefits of adding olaparib as part of the SoC + D + O
regimen in the pMMR population. As such, these subgroup analysis results strongly support the
proposed positioning of these regimens (Section B.1.3.6). Sections B.2.7-B.2.7.5.5 therefore focus on
presenting additional evidence to support the clinical benefit of SoC + D in the dMMR population and
SoC + D + O in the pMMR population.

Other subgroup analyses

Across all other pre-specified subgroup analyses, HR point estimates were below one and favoured
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the SoC + D arm for the comparison of SoC + D vs. SoC (Figure 8), consistent with the coprimary
endpoint results for the DUO-E trial. This same trend was observed for the comparison of SoC + D +
O arm vs. the SoC arm, such that all observed HR point estimates were also below one and favoured
the SoC + D + O arm compared to the SoC arm (Figure 9) across all pre-specified subgroups.

For the comparison of SoC + D vs. SoC, the global interaction test indicated (in addition to the MMR
status results) a quantitative interaction involving region, suggesting a numeric difference favouring
SoC + D. Specifically, there was a greater benefit in PFS for patients in the RoW region compared
with the Asia region. However, it should be noted that the clinical relevance of these results is
expected to be limited, as it is hypothesised that these results are related to differences in the
treatment pathway in Asia vs. RoW rather than any specific demographic characteristics that would be
relevant to the eligible population in UK clinical practice.

Across both comparisons (SoC + D vs. SoC and SoC + D + O vs. SoC), a greater PFS benefit was
also observed for patients with PD-L1+ expression compared to PD-L1- expression. However, as
detailed in Section B.1.3.2.6, PD-L1 does not inform current prescribing decisions, as it has not yet
been demonstrated to be a strong driver or predictor of response to currently available treatments in
EC. The relevance of these results to clinical practice is therefore limited compared with subgroups
based on MMR status when considering the observed data from the DUO-E trial and the current
evidence base regarding the role of PD-L1 in EC, particularly given that PD-L1 is seldomly tested in
UK clinical practice.!

Global interaction tests revealed no further quantitative interactions for either comparison in any other
pre-specified subgroup, demonstrating the consistency of the coprimary endpoint results in the DUO-
E trial.
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Figure 8. PFS forest plot by subgroup (SoC + D vs. SoC)

Hazard ratio (95% CI)
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Footnotes: A HR is not reported for the ‘unknown’ PD-L1 expression subgroup due to the small number of
patients. Size of the circles is proportional to the number of events. The grey band represents the 95% CI for the

overall (All patients) HR. @Included patients with race “not reported

Retrospective testing of HRRm status was

by the FoundationOne® CDx tumour tissue NGS assay. Per data on file, the unknown samples included 26
patients with a failed FoundationOne® CDx assay test, 43 patients who withdrew consent before their sample
was shipped for testing, and 141 patients whose HRRm testing could not be performed due to lack of sample
availability. °As determined at time of initial diagnosis of disease under investigation. All other subgroups were
measured at study baseline. Stratification factors (disease status, MMR status, and region) were based on values
entered into IVRS, whereas all other subgroups were based on values recorded on the eCRF or third party

vendor data.
Source: DUO-E CSR.11
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Figure 9. PFS forest plot by subgroup (SoC + D + O vs. SoC)
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Footnotes: A HR is not reported for the ‘unknown’ PD-L1 expression subgroup due to the small number of
patients. Size of the circles is proportional to the number of events. The grey band represents the 95% CI for the

overall (All patients) HR. @Included patients with race “not reported

" b

Retrospective testing of HRRm status was

by the FoundationOne® CDx tumour tissue NGS assay. Per data on file, the unknown samples included 26
patients with a failed FoundationOne® CDx assay test, 43 patients who withdrew consent before their sample
was shipped for testing, and 141 patients whose HRRm testing could not be performed due to lack of sample
availability. °As determined at time of initial diagnosis of disease under investigation. All other subgroups were
measured at study baseline. Stratification factors (disease status, MMR status, and region) were based on values
entered into IVRS, whereas all other subgroups were based on values recorded on the eCRF or third party

vendor data.
Source: DUO-E CSR.11

B.2.7.2 Baseline characteristics: SoC + D in the dMMR population

The demographics and key baseline characteristics in the dMMR population (Table 13) were
generally comparable to the baseline demographics across treatment arms in the ITT (for

characteristics outside the dMMR subgroup definition), with a median age of 64 years and nearly half
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of patients aged 265.1% 97 Additionally, there were similar proportions of newly diagnosed advanced
patients and recurrent patients to the ITT (approximately 50% of patients in each treatment arm).%. 97
Disease characteristics are presented in Appendix M.

Table 13. Baseline demographics and patient characteristics in the dMMR population

Characteristic SoC SoC+D
(N=49) (N=46)
Age (years)
Mean (SD) 62.4 (10.93) 62.7 (9.04)
Median (min—-max) 63.0 (34-85) 63.0 (45-84)
Age group (years), n (%)
<65 25 (51.0) 25 (54.3)
265 24 (49.0) 21 (45.7)
Race, n (%)
Black or African American 2(4.1) 0
American Indian or Alaska Native 0 1(2.2)
Asian 15 (30.6) 14 (30.4)
White 30 (61.2) 29 (63.0)
Other 0 1(2.2)
Not reported 2(4.1) 1(2.2)
Time from initial diagnosis to randomisation (weeks) — newly diagnosed patients
n 24 20
Mean (SD) 8.7 (4.23) 8.5 (6.13)
Median (min—-max) 7.6 (4-22) 6.9 (4-31)
Time from initial diagnosis to randomisation (weeks) — recurrent patients
n 25 26
Mean (SD) 118.3 (130.35) 147.5 (107.67)
Median (min—max) 78.7 (25-543) 114.6 (7-395)
Time from recent progression to randomisation (weeks) — recurrent patients
n 25 26
Mean (SD) 7.1 (5.28) 7.1 (4.49)
Median (min—max) 6.1 (2-28) 5.9 (0-18)

Footnote: Disease status (recurrent vs. newly diagnosed) is as collected on the eCRF.
Source: AstraZeneca. Data on File. 2023.%7

B.2.7.3 Clinical effectiveness results: SoC + D in the dMMR population
As previously detailed in Section B.2.6, this section presents results for each of the key endpoints

stipulated within the NICE scope for SoC + D in the dMMR population.

Overall, there was a clinically meaningful improvement in PFS for SoC + D vs. SoC in the dMMR
population (Section B.2.7.3.1) alongside clinically meaningful improvements all other key endpoints
(Sections B.2.7.3.3-B.2.7.3.4).
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B.2.7.3.1. PFS at DCO1 (12 April 2023)

In the dMMR population, SoC + D demonstrated a clinically meaningful improvement in Investigator-
assessed PFS when compared to SoC at DCO1 (median PFS: NR vs. 7.0 months, respectively; HR
0.42; 95% CI 0.22, 0.80) with an overall maturity of 40.6%.°” As summarised in Table 14, there were
more PFS events in the SoC arm than the SoC + D arm (25 vs. 15, respectively).

The KM plot for PFS in the dMMR population presented in Figure 10 shows that the SoC and SoC +
D arms separate at approximately 4 months from randomisation and separation is maintained in
favour of the SoC + D arm throughout the follow up period. Given that SoC is discontinued at 4.5
months, these data suggest that maintenance D beyond 4.5 months in the SoC + D arm is associated
with a clear benefit compared to SoC alone, allowing patients to achieve extended PFS compared
with those receiving SoC alone and indicating that patients to continue to maintain their response
when they would otherwise have finished receiving treatment with SoC. The PFS rate at both 12 and
18 months was also greater in the SoC + D arm vs. the SoC arm, further demonstrating the sustained
PFS benefit associated with SoC + D in this population.®”

Notably, UK clinicians indicated that the “tail effect” observed in the DUO-E trial is supportive of
curative potential, and that this concept supports the use of immunotherapies in the first-line setting to
increase the proportion of patients experiencing cure compared with the current SoC.*

Table 14. Investigator-assessed PFS in the dMMR population at DCO1 (12 April 2023)

SoC SoC + D

(N=49) (N=46)

Events, n (%) 25 (51.0) 15 (32.6)
Median, months (95% CI) 7.0 (6.7, 14.8) NR (NR, NR)

0.42 (0.22, 0.80)
90.6 (76.9, 96.4)
67.9 (51.1, 80.0)
67.9 (51.1, 80.0)

HR (95% CI) vs. SoC -

PFS rate at 6 months (95% CI) 73.1 (56.6, 84.2)
PFS rate at 12 months (95% CI) 43.3 (27.3, 58.3)
PFS rate at 18 months (95% CI) 31.7 (16.7, 47.9)

Source: AstraZeneca. Data on File. 2023.97 Chon, et al.10?

Figure 10. KM plot for Investigator-assessed PFS in the dMMR population at DCOL1 (12
April 2023)
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B.2.7.3.2. OS at DCO1 (12 April 2023)

At DCOL1, there were 36.7% of patients in the SoC arm and 15.2% of patients in the SoC + D arm with
an OS event; overall, these data had 21.7% maturity.®” The KM plot for OS in the dMMR population is
presented in Figure 11, along with additional details provided in Table 15.

The OS HR point estimate shows a notable improvement for the SoC + D arm compared with the SoC
arm (HR 0.34; 95% CI 0.13, 0.79) and suggests a greater OS benefit relative to the PFS benefit
(Section B.2.7.3.1). Moreover, the KM curves demonstrate clear signs of separation in favour of SoC
+ D from ~4 months — approximately the time that maintenance D in the SoC + D arm begins —
resulting in an improved OS rate at both 12 and 18 months in the SoC + D arm vs. the SoC arm.
These data provide support for the PFS results and clearly demonstrate the OS benefit associated
with durvalumab maintenance therapy in the SoC + D arm in the dMMR population.

Table 15. OS in dMMR population at DCO1 (12 April 2023)

SoC SoC +D
(N=49) (N=46)
Events, n (%) 18 (36.7) 7 (15.2)
Median, months (95% Cl) 23.7 (16.9, NR) NR (NR, NR)
HR (95% CI) vs. SoC - 0.34 (0.13, 0.79)
OS rate at 6 months (95% CI) 85.3 (71.5, 92.7) 95.7 (83.7, 98.9)
OS rate at 12 months (95% ClI) 74.4 (59.4, 84.6) 91.2 (78.2, 96.6)
OS rate at 18 months (95% ClI) 65.8 (49.4, 78.0) 86.1 (71.5, 93.6)

Source: AstraZeneca. Data on File. 2023.%7 Baurain, 2024.103

Figure 11. KM plot of OS in the dMMR subpopulation at DCO1 (12 April 2023)
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B.2.7.3.3. ORR at DCO1 (12 April 2023)

Overall, a clinically meaningful improvement in ORR was observed for SoC + D (30 patients [71.4%)])
when compared with the SoC arm (17 patients [40.5%]) in the dMMR population (OR: 3.68; 95% ClI
1.51, 9.39). In the SoC + D arm, 28.6% of patients had a CR compared with 9.5% of patients in the
SoC arm (Figure 12). As such, SoC + D was associated with an approximate 3-fold increase in the
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proportion of patients achieving CR, whereby patients experienced a complete disappearance of all
target lesions.

Figure 12. ORR in the dMMR population at DCO1 (12 April 2023)
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Source: Chon 2024.102

B.2.7.3.4. DoR at DCO1 (12 April 2023)

A clinically meaningful improvement in the DoR was observed in the SoC + D treatment arm when
compared to SoC (Table 16). Of the patients who achieved a confirmed response, 75.2% in the SoC
+ D arm maintained a response at 18 months compared with 48.2% in the SoC arm. The KM plot for
DoR is shown in Figure 13, which demonstrates a separation in DoR between the arms in favour of
SoC + D at approximately ~4 months, the timepoint at which patients discontinue SoC. These data
therefore suggest that maintenance D in the SoC + D arm is associated with a clear benefit, allowing
patients to maintain their response over a longer duration that those receiving SoC alone.

Table 16. DoR in the dMMR population at DCO1 (12 April 2023)

SoC SoC +D
(N=49) (N=46)
All patients with confirmed response, n 17 30
Median DoR from onset of response, months (95% ClI) 10.5 (4.6, NR) NR (22.0, NR)
Number remaining in response, %
18 months 48.2 75.2
24 months 48.2 60.2

Source: AstraZeneca. Data on File. 2023.97 Chon, et al.10?

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

Page 63 of 198

© AstraZeneca (2024). All rights reserved




Figure 13. DoR KM plot in the dMMR population with confirmed response at DCO1 (12
April 2023)
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B.2.7.3.5. Other efficacy endpoints at DCO1 (12 April 2023)

All other secondary outcomes (PFS2, TFST, TSST and TDT) for the comparison of SoC + D with SoC
in the dMMR are presented below in Table 17.

A clinically meaningful improvement in PFS2 was observed for the SoC + D arm compared with the
SoC arm in the dMMR population (HR 0.32; 95% CI 0.14, 0.68). At DCO1, PFS2 events had occurred
for 10 patients (21.7%) in the SoC + D arm compared with 20 patients (40.8%) in the SoC arm. In the
dMMR population, SoC + D showed a clinically meaningful improvement compared to SoC for TFST
(HR; 0.44; 95% Cl1 0.23, 0.82) and TSST (HR 0.34; 95% CI 0.15, 0.73). There was a numerical
improvement in TDT for the SoC + D arm compared with the SoC arm (HR 0.47; 95% CI1 0.27, 0.79).

Notably, whilst SoC + D showed an improvement across all secondary endpoints compared to SoC,
the PFS2 and TSST results for SoC + D vs. SoC were marginally better (HR 0.32 and 0.34,
respectively) compared with the PFS results (HR 0.42), suggesting that there may be lasting
treatment benefits associated with SoC + D even beyond disease progression.
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Table 17. Summary of results from other endpoints in the dMMR population at DCO1 (12

April 2023)
Endpoint SoC SoC +D Comparison
Events, Median, 12- Events, | Median, 12- HR vs. SoC
(%) months month (%) months | month (95% CI)
(95% CI) | rate, % (95% CI) | rate, %
PES2 20 15.2 (11.1- 63.7 10 (21.7) NR 87.8 0.32
(40.8) NR) (NR-NR) (0.14, 0.68)
TFST 28 8.8 39.9 16 (34.8) NR 68.9 0.44
(57.1) (7.4-NR) (NR-NR) (0.23, 0.82)
TSST 21 16.9 69.1 9 (19.6) NR 91.1 0.34
(42.9) | (15.2-NR) (NR-NR) (0.15, 0.73)
TDT 37 6.7 28.6 22 (47.8) 21.2 58.2 0.47
(75.5) (5.1-7.9) (9.3-NR) (0.27, 0.79)

Source: AstraZeneca. Data on File. 2023.

B.2.7.4 Baseline characteristics: SoC + D + O in the pMMR population

The demographics and key baseline characteristics in the pMMR population (Table 18) were
generally comparable to the baseline characteristics across treatment arms in the ITT (Section
B.2.3.3), with a median age of 64 years across both treatment arms and nearly half of patients aged
265.1% 97 Additionally, there were similar proportions of newly diagnosed advanced patients and
recurrent patients to the ITT (approximately half of patients in each group).'* °” Disease

characteristics are presented in Appendix M.

Table 18. Baseline demographic and patient characteristics in the pMMR population

Characteristic SoC SoC+D+0O
(n=192) (n=191)
Age (years)
Mean (SD) 62.1 (10.24) 62.7 (10.21)
Median (min—-max) 64.0 (31-82) 64.0 (27-86)
Age group (years), n (%)
<65 99 (51.6) 101 (52.9)
265 93 (48.4) 90 (47.1)
Race, n (%)
Black or African American 8 (4.2) 13 (6.8)
Native Hawaiian or Other Pacific Islander 2 (1.0 1(0.5)
American Indian or Alaska Native 0 6 (3.1)
Asian 58 (30.2) 57 (29.8)
White 113 (58.9) 104 (54.5)
Other 10 (5.2) 9 (4.7)
Not reported 1(0.5) 1(0.5)

Time from initial diagnosis to randomisation (weeks) — newly diagnosed patients

n

90

90

Mean (SD)

8.8 (4.58)

8.6 (3.88)
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Median (min—-max) 7.7 (3-29) 7.5 (3-23)
Time from initial diagnosis to randomisation (weeks) — recurrent patients

n 102 101
Mean (SD) 193.7 (150.63) 162.8 (133.19)
Median (min—-max) 134.9 (8—-804) 122.1 (27-909)
Time from recent progression to randomisation (weeks) — recurrent patients

n 102 101
Mean (SD) 8.6 (10.82) 8.1 (6.28)
Median (min—max) 6.6 (0-87) 7.0 (1-34)

Footnotes: Disease status (recurrent vs. newly diagnosed) is as collected on the eCRF-.
Source: AstraZeneca. Data on File. 2023.%7

B.2.7.5 Clinical effectiveness results: SoC + D + O in the pMMR population

As previously detailed in Section B.2.6, the following sections present the subgroup analysis results
for SoC versus SoC + D + O for patients with pMMR EC in the DUO-E trial. In this patient population,
a clinically meaningful PFS and OS benefit was observed for SoC + D + O versus SoC, with full
results presented below in Sections B.2.7.5.1 and B.2.7.5.2. These results were consistent across all
other key endpoints of relevance to this submission, as detailed in Sections B.2.7.5.3-B.2.7.5.5.

B.2.7.5.1. PFS at DCO1 (12 April 2023)

In the pMMR population, SoC + D + O demonstrated a clinically meaningful improvement in
Investigator-assessed PFS when compared to SoC (median PFS: 15.0 months vs. 9.7 months,
respectively; HR 0.57; 95% CI 0.44, 0.73; Table 19), with an incremental increase in median PFS of
5.3 months in the SoC + D + O arm compared with the SoC arm. Overall, the data maturity was
66.1%.°%7

The KM plot for PFS in the pMMR population is presented in Figure 14, which shows that the SoC + D
+ O arm separated from the SoC arm at approximately 7 months from randomisation and maintained
separation in favour of the SoC + D + O arm throughout the follow up period.®” The PFS rate at both
12 and 18 months was greater in the SoC + D + O arm vs. the SoC arm (42.0% vs. 20.0%,
respectively, at 18 months), further demonstrating the PFS benefit associated with SoC + D + O
compared with SoC in this population.®’

As indicated in Section B.2.7.3.1, UK clinicians indicated that the “tail effect” observed in the DUO-E
trial is supportive of curative potential, and that this concept supports the use of immunotherapies in
the first-line setting to increase the proportion of patients experiencing cure compared with the current
SoC.1

Table 19. Investigator-assessed PFS in the pMMR population at DCO1 (12 April 2023)

SoC SoC+D+0O

(N=192) (N=191)
Events, n (%) 148 (77.1) 108 (56.5)
Median, months (95% CI) 9.7 (9.2, 10.1) 15.0 (12.4, 18.0)
HR (95% CI) vs. SoC - 0.57 (0.44, 0.73)
PFS rate at 6 months (95% CI) 84.4 (78.4, 88.9) 83.1(77.0, 87.7)
PFS rate at 12 months (95% ClI) 40.8 (33.6, 47.8) 59.4 (52.0, 66.0)
PFS rate at 18 months (95% CI) 20.0 (14.1, 26.7) 42.0 (34.1, 49.6)
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Source: AstraZeneca. Data on File. 2023.97 Chon, et al.102

Figure 14. KM plot for Investigator-assessed PFS in the pMMR population
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B.2.7.5.2. OS at DCO1 (12 April 2023)

At DCO1, there were 33.3% of patients in the SoC arm and 24.1% of patients in the SoC + D + O arm
with an OS event, where the overall data maturity was 29.2% in the pMMR population.®’

In the pMMR population, SoC + D + O demonstrated a clinically meaningful improvement in OS when
compared to SoC (HR 0.69; 95% CI 0.47, 1.00; Table 20). The KM plot for OS in the pMMR
population is presented in Figure 15, which shows that the SoC + D + O and SoC arms separate at
around 8 months from randomisation and separation is maintained in favour of the SoC + D + O arm,
resulting in an improved OS rate for SoC + D + O vs. SoC at both 12 and 18 months.®”

Table 20. OS in pMMR population at DCO1 (12 April 2023)

SoC SoC+D+0O

(N=192) (N=191)

Events, n (%) 64 (33.3) 46 (24.1)
Median, months (95% CI) 25.9 (25.1, NR) NR (NR, NR)

HR (95% CI) vs. SoC

0.69 (0.47, 1.00)

OS rate at 6 months (95% CI)

92.7 (87.9, 95.6)

95.8 (91.8, 97.9)

OS rate at 12 months (95% CI)

81.0 (74.6, 85.9)

87.3 (81.7, 91.3)

OS rate at 18 months (95% CI)

69.9 (62.3, 76.2)

76.9 (69.5, 82.7)

Source: AstraZeneca. Data on File. 2023.97 Baurain, 2024.103
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Figure 15. KM plot of OS in the pMMR subpopulation at DCO1 (12 April 2023)
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B.2.7.5.3. ORR at DCO1 (12 April 2023)

ORR was marginally greater in the SoC + D + O arm vs. the SoC arm (90 patients [61.2%)] in the SoC
+ D + O arm vs. 92 patients [59.0%)] in the SoC arm) with an OR of 1.10; 95% CI 0.69, 1.74). Notably,
the proportion of patients that experienced CR, in whom there was a complete disappearance of all
target lesions, was 50% greater in the SoC + D + O arm (15.6%, n=23) compared to the SoC arm

(9.6%, n=15), presented in Figure 16, further demonstrating the treatment benefit of maintenance D +
O in the pMMR population.

Figure 16. ORR in the pMMR population at DCO1 (12 April 2023)
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Footnotes: n numbers refer to the number of patients with measurable disease at baseline
Source: AstraZeneca. Data on File. 2023.97 Chon, et al.10?
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B.2.7.5.4. DOR at DCO1 (12 April 2023)

While ORR was broadly similar between the two treatment groups, notable differences were observed
in the corresponding DoR, highlighting that the addition of maintenance durvalumab and olaparib has
a notable impact on the observed DoRs.

In the SoC + D + O arm median DoR was 18.7 months vs. 7.6 months in the SoC (Table 21), and
50% in the SoC + D + O arm with a confirmed response maintained their response at 18 months
compared with 12.1% of patients in the SoC arm. The KM plot (Figure 17), demonstrates a separation
in DoR between the arms in favour of SoC + D at ~4 months. Given that SoC was discontinued in
DUO-E at approximately 4.5 months, these data suggest that maintenance D + O in the SoC +D + O
arm is associated with a clear benefit in the pMMR population, allowing patients to continue to
maintain their response when they would otherwise have finished receiving treatment with SoC.

Table 21. DoR in pMMR population at DCO1 (12 April 2023)

SoC SoC+D+0O
(N=192) (N=191)
All patients with confirmed response, n 92 90
Median DoR from onset of response, months (95% CI) 7.6 (5.1, 13.1) 18.7 (8.0, NR)
Number remaining in response, %
18 months 12.1 50.0
24 months 12.1 37.8

Source: AstraZeneca. Data on File. 2023.°7 Chon, et al.10?

Figure 17. DoR KM plot in the pMMR population with confirmed response at DCO1 (12

April 2023)
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B.2.7.5.5. Other efficacy endpoints at DCO1 (12 April 2023)

All other secondary outcomes (PFS2, TFST, TSST and TDT) for the comparison of SoC + D+ O with
SoC in the pMMR population are presented below in Table 22.

At DCO1 (12 April 2023), PFS2 events had occurred for 58 patients (30.4%) in the SoC + D + O arm
compared with 76 patients (39.6%) in the SoC arm. There was a clinically meaningful improvement in
PFS2 for the SoC + D + O arm versus the SoC arm (HR 0.68; 95% CI 0.48, 0.95) in the pMMR
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population. A clinically meaningful improvement was also seen in TFST in the comparison of SoC + D
+ O versus SoC (HR 0.56; 95% CI 0.43, 0.73), and in TSST for the SoC + D + O arm compared with
the SoC arm (HR 0.68; 95% CI 0.47, 0.97). There was a numerical improvement in TDT for the SoC +
D + O arm compared with the SoC arm (HR 0.54; 95% CI 0.43, 0.69).

Table 22. Summary of results from other endpoints in the pMMR population at DCO1 (12
April 2023)

Endpoint SoC SoC+D+0O Comparison
Events, Median, 12- Events, Median, 12- HR vs. SoC
(%) months month (%) months mont (95% ClI)
(95% CI) rate, % (95% CI) | hrate,
%
PES2 39.6 19.5 74.0 304 NR 81.7 0.68
(17.4-23.5) (NR-NR) (0.48, 0.95)
TFST 68.8 11.7 49.9 49.2 19.1 68.1 0.56
(10.4-13.1) (15.7-24.9) (0.43, 0.73)
TSST 375 25.1 7.7 26.7 NR 85.0 0.68
(22.5-NR) (NR-NR) (0.47, 0.97)
TDT 161 9.3 33.3 117 13.4 55.0 0.54
(83.9) (8.0-9.9) (61.3) | (10.6-15.6) (0.43, 0.69)

Source: AstraZeneca. Data on File. 2023.

B.2.8 Meta-analysis

As only one trial evaluating the efficacy and safety of SoC + D and SoC + D + O in the relevant
patient populations and indications was identified, a meta-analysis was not necessary.

B.2.9 Indirect and mixed treatment comparisons

The DUO-E trial is a robust RCT, directly comparing SoC + D and SoC + D + O with SoC (carboplatin
+ paclitaxel) alone, the comparator of interest specified in the NICE scope. Furthermore, the DUO-E
trial provides direct comparative data in both dAMMR and pMMR populations with newly diagnosed
advanced or recurrent EC, with patient baseline characteristics broadly aligned between comparator
arms in each of these populations (Section B.2.7.2; Section B.2.7.4). Therefore, an indirect treatment
comparison is not considered necessary to provide indirect evidence to support this submission.

B.2.10 Adverse reactions

The following sections presents safety data within the ITT (safety analysis set) from DCO1 (12 April
2023). The SAS is considered to represent the most relevant source of safety data for SoC, SoC + D
and SoC + D + O for this appraisal to maximise the available sample size, as there is no expectation
that the safety profile of the intervention would vary depending on MMR status.

For completeness, additional safety data for the ITT, as well as safety data for the dMMR and pMMR
populations, are presented in Appendix F; these additional data indicate that safety results in the
dMMR and pMMR populations were generally consistent with those in the SAS.

B.2.10.1 Treatment exposure in the ITT at DCO1 (12 April 2023)

At the time of the primary analysis of PFS, the number of patients exposed, and the totality of
exposure and follow-up in the study were considered sufficient to characterise the safety profile of
SoC, SoC + D and SoC + D + O.
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Duration of treatment exposure to SoC, durvalumab/placebo and olaparib/placebo across treatment
arms is presented in Table 23. In the study overall, total exposure to SoC was similar in all treatment
arms, indicating that treatment with durvalumab did not impact the ability of patients to receive SoC.
Moreover, the median duration for actual treatment exposure for durvalumab/placebo was longer for
the SoC + D + O arm versus the SoC + D arm, indicating that olaparib did not compromise the ability
of patients to receive durvalumab.!

Cumulative exposure to durvalumab/placebo was longest in the SoC + D + O treatment arm — in the
SoC and SoC + D arms, over half of the patients enrolled in each arm reached 9 months of treatment,
whilst in the SoC + D + O arm, over half of the patients reached 13 months of treatment.!

In the maintenance phase, the median actual treatment duration was similar to the total treatment
duration in all three treatment arms, suggesting that treatment interruptions were minimal.
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Table 23. Duration of actual exposure/number of infusions received for SoC, durvalumab/placebo and olaparib/placebo (SAS) at DCO1 (12
April 2023)

Overall (chemotherapy + maintenance phase) Maintenance phase only
SoC SoC+D SoC+D+0O SoC SoC+D SoC+D+0O
(N =236) (N =235) (N =238) (N =169) (N =183) (N=192)
SoC
Carboplatin or substitute (number of infusions received)
n (patients that received an infusion) 236 235 238 NA NA NA
Median (min-max) 6.0 (1-6) 6.0 (1-6) 6.0 (1-6) NA NA NA
Paclitaxel or substitute (number of infusions received)
n 236 235 238 NA NA NA
Median (min—max) 6.0 (1-7) 6.0 (1-6) 6.0 (1-7) NA NA NA
Durvalumab/placebo (actual exposure; weeks)?
Median (min-max) 35.3(0.7— 41.4 (0.9- 50.0 (0.7— 24.0 (3.0- 31.6 (0.0—- 39.5 (0.0—
141.3) 130.3) 140.3) 123.6) 114.0) 122.3)
Olaparib/placebo (actual exposure; weeks)P
n 169 183 192 169 183 192
Median (min—-max) 24.0 (-0.3- 32.4 (0.9- 38.1(0.3- 24.0 (-0.3- 32.4 (0.9- 38.1(0.3-
124.3) 113.3) 122.6) 124.3) 113.3) 122.6)

Footnotes: ?Actual exposure (weeks) = intended exposure — total duration of dose delays (days), derived as the (sum of [date of the dose — date of previous dose — D days])/7
where D was equal to 21 if it happened during the Chemotherapy Phase and was equal to 28 if it happened during the Maintenance Phase. PActual exposure (weeks) =
intended exposure — total duration of dose interruptions. Intended exposure was calculated as above. Dose interruption was defined as any length of time where the patient
had not taken any of the planned daily dose (i.e., [sum of (end date of each interruption-start date of the interruption + one)]/7). To calculate actual exposure, dose interruptions
included those where a patient forgot to take a dose.

Source: DUO-E CSR!
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B.2.10.2 Dose interruptions, delays, reductions and discontinuations at DCO1
(12 April 2023)

An overview of dose interruptions, delays, reductions, and discontinuations at DCO1 for
durvalumab/placebo and olaparib/placebo are described below and presented in Appendix F. Given
that the most common reason for dose delays for durvalumab/placebo, and interruptions and
reductions for olaparib was the onset of AEs, these will later be detailed for both maintenance
durvalumab in Section B.2.10.3.5, and for olaparib in Section B.2.10.3.6.

Dose interruptions and reductions for olaparib/placebo can be found in Appendix F. In the
maintenance phase, there were more interruptions and reductions to olaparib treatment in the SoC +
D + O arm (64.6%) compared to olaparib/placebo in the SoC (33.1%) and SoC + D (28.4%) arms; the
most common reason for interruptions and reductions to olaparib treatment was due to AEs.

A summary of all dose delays with durvalumab/placebo can be found in Appendix F. Overall, any
dose delays for durvalumab/placebo were similar between the three treatment arms (52.5%, 60.9%
and 63.0% in the SoC, SoC + D and SoC + D + O treatment arms, respectively); the most common
reason for dose delays for durvalumab/placebo in all three treatment arms was due to AEs.*!
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B.2.10.3 Overview of safety and tolerability at DCO1 (12 April 2023)

In the study overall, most patients experienced at least one AE. AEs of maximum Grade 3 or 4 and
serious adverse events (SAE) were reported in more than 50% of patients and approximately a third
of patients, respectively, across all three treatment arms. The majority of reported deaths due to any
cause across all arms were attributed to EC. The number of patients with an AE leading to death was
8 patients (3.4%) in the SoC arm, 4 patients (1.7%) in the SoC + D arm, and 5 patients (2.1%) in the
SoC + D + O arm.'! Notably, discontinuations due to AEs were not significantly increased as a result
of additional maintenance D, or D + O, when compared to SoC. The SoC arm saw 18.6% of patients
discontinuing on study treatment due to an AE, and this was only moderately increased to 20.9%, and
24.4% for the SoC + D, and the SoC + D + O arms, respectively. This highlights that the majority of
discontinuations due to AEs occur due to SoC, and support the tolerability, in addition to
demonstrated efficacy, of additional maintenance D and D + O in patients with advanced or recurrent
EC.

A summary of AEs reported in the DUO-E trial can be found in Table 24. Overall, a similar frequency
of AEs were observed in the SoC + D arm and SoC + D + O arm; however, Grade =3 AEs occurred in
a greater proportion of patients in the SoC + D + O arm compared to the SoC + D and SoC arms
(67.2% vs. 54.9% and 56.4%, respectively). Nevertheless, based on clinical expert opinion, the
toxicity profile of the SoC + D + O regimen is considered to be outweighed by the PFS benefit
associated with the addition of olaparib in the more difficult-to-treat pMMR population.t Furthermore,
since clinicians will be familiar with the safety profile of olaparib in the ovarian cancer setting, it is
expected that these additional side effects will be considered manageable. Overall, the safety profiles
across treatment arms were generally consistent with the known profiles of each agent.
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Table 24. Summary of AEs, overall study duration and maintenance phase (SAS) at DCOL1 (12 April 2023)

AEs2 n (%)

(chemotherapy + maintenance phase)

Overall

Maintenance phase only

SoC SoC+D SoC+D+ SoC SoC+D SoC+D+
(N=236) (N=235) O (N=238) (N=169) (N=183) O (N=192)
Any AEs 236 (100.0) 232 (98.7) 237 (99.6) 143 (84.6) 158 (86.3) 184 (95.8)
Grade 23 AEs 133 (56.4) 129 (54.9) 160 (67.2) 28 (16.6) 30 (16.4) 79 (41.1)
Serious AEs 73 (30.9) 73 (31.1) 85 (35.7) 19 (11.2) 22 (12.0) 42 (21.9)
AEs with outcome of death 8(3.4) 4 (1.7) 5(2.1) 2(1.2) 0 3(1.6)
AESiIs to olaparib 4 (1.7) 5(2.1) 14 (5.9) 2(1.2) 4(2.2) 9(4.7)
myelodysplastic syndrome (MDS)/acute myeloid leukaemia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(AML)P
New primary malignancies® 3(1.3) 1(0.4)° 2 (0.8) 2(1.2) 1 (0.5)¢ 1(0.5)
Pneumonitis® 1(0.4) 4 (1.7) 12 (5.0) 0 3(1.6) 8 (4.2
Any immune-mediated AEsY 16 (6.8) 66 (28.1) 56 (23.5) 6 (3.6) 27 (14.8) 27 (14.1)
AEs leading to discontinuation of study treatment 44 (18.6) 49 (20.9) 58 (24.4) 7(4.2) 11 (6.0) 27 (14.1)
AEs leading to discontinuation of carboplatin/paclitaxel 32 (13.6) 31 (13.2) 31 (13.0) NA NA NA
AEs leading to discontinuation of durvalumab/placebo 19 (8.1) 26 (11.1) 22 (9.2) 4 (2.4) 9 (4.9 16 (8.3)
AEs leading to discontinuation of olaparib/placebo 5(2.1) 11 (4.7) 21 (8.8) 5 (3.0) 10 (5.5) 21 (10.9)
AEs leading to dose interruption/delay of study treatmentf 118 (50.0) 128 (54.5) 164 (68.9) 37 (21.9) 52 (28.4) 113 (58.9)
AEs leading to dose reduction of olaparib/placebo 5(2.1) 14 (6.0) 65 (27.3) 4 (2.4) 13(7.1) 63 (32.8)

Footnote: @The data presented here includes AEs with onset or worsening on or after the date of first dose of durvalumab/placebo or olaparib/placebo (overall) or first dose of
olaparib/placebo (maintenance phase) until initiation of the first subsequent anticancer therapy following last dose of study treatment or until the end of the safety follow-up
period, whichever occurs first. AEs were graded using National Cancer Institute Common Terminology Criteria for Adverse Events (version 5.0). P(MDS/AML and new primary
malignancies include AEs from first dose of investigational product (durvalumab/olaparib/placebo) until the end of the study (includes cases reported beyond the safety follow-
up period); °Grouped term: includes pneumonitis, bronchiolitis, and interstitial lung disease; YAs assessed by the Investigator, and programmatically derived from individual
causality assessments for combination studies. Missing responses are counted as related; ®Excludes one event of basal cell carcinoma; For durvalumab/placebo, this includes
dose interruption during infusion as well as doses that were skipped or delayed.

Source: DUO-E CSR.* Westin et al. (2023)*
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B.2.10.3.1. Common AEs at DCOL1 (12 April 2023)

AEs occurring in 220% of patients across the treatment arms are summarised in Table 25 for the
overall study duration and the maintenance phase only. The most common AEs were as expected for
each treatment arm and, with the exception of arthralgia, are known adverse drug reactions (ADRS)

for the study treatments (carboplatin, paclitaxel, durvalumab, or olaparib).1!

In the study overall, AEs occurring with a 25% higher frequency in the SoC + D + O arm compared
with the SoC arm were anaemia (61.8% vs. 54.2% [grouped terms: anaemia and haemoglobin
decreased]), nausea (54.6% vs. 44.5%), vomiting (25.6% vs. 18.2%), neutropenia (41.6% vs. 41.5%),

COVID-19 (20.2% vs. 13.6%), asthenia (19.3% vs. 10.2%), back pain (14.7% vs. 9.3%),

thrombocytopenia (29.8% vs. 22.0% [grouped terms: platelet count decreased and
thrombocytopenial), hypothyroidism (13.9% vs. 3.4%), and ALT increased (12.6% vs. 7.6%).* 11
These AEs were all known ADRs for durvalumab in combination with chemotherapy, with the

exception of arthralgia. These AEs were all known ADR for durvalumab or olaparib, with the exception
of COVID-19 and back pain.

AEs occurring with a 25% higher frequency in the SoC + D arm compared with the SoC arm in the
study overall were arthralgia (30.2% vs. 24.6%), thrombocytopenia (28.1% vs. 22.0% [grouped terms:
platelet count decreased and thrombocytopenial), hypothyroidism (15.7% vs. 3.4%), ALT increased
(12.8% vs. 7.6%), and rash (17.4% vs. 11.4%).1* These were all known ADRs for durvalumab in
combination with chemotherapy, with the exception of arthralgia.* 11

During the maintenance phase, AEs occurring with a frequency of 25% higher in the SoC + D + O arm
than the SoC + D arm were all known ADRs for olaparib with the exception of COVID-19, urinary tract
infection, and back pain. Most AEs occurring during the maintenance phase were low-grade.

Table 25. Most common AEs (220%) overall study duration and maintenance phase (SAS)
at DCOL1 (12 April 2023)

AEs2n (%)

Overall (chemotherapy +
maintenance phase)

Maintenance phase only

SoC SoC+D | SoC+D SoC SoC+D | SoC+D
(N=236) (N=235) +0 (N=169) (N=183) +0
(N=238) (N=192)
AnaemiaP 128 (54.2) | 112 (47.7) | 147 (61.8) | 17(10.1) | 16(8.7) | 70 (36.5)
Alopecia 118 (50.0) | 118 (50.2) | 121 (50.8) 1(0.6) 2(1.1) 5(2.6)
Fatigue and asthenia | 105 (44.5) | 101 (43.0) | 129 (54.2) | 21 (12.4) | 19(10.4) | 62 (32.3)
Nausea 105 (44.5) | 96 (40.9) | 130 (54.6) | 25(14.8) | 22 (12.0) | 79 (41.1)
Neutropenia® 98 (41.5) | 84 (35.7) | 99 (41.6) 7 (4.1) 13(7.1) | 34(17.7)
Constipation 81 (34.3) | 64(27.2) | 78(32.8) 9(5.3) 13 (7.1) 13 (6.8)
Diarrhoea 66 (28.0) | 74 (31.5) | 67(28.2) | 20(11.8) | 28(15.3) | 34 (17.7)
Thrombocytopenia® 52 (22.0) | 66(28.1) | 71(29.8) 9(5.3) 6 (3.3) 27 (14.1)
Arthralgia 58 (24.6) | 71(30.2) | 58 (24.4) 16 (9.5) 34 (18.6) | 22(11.5)
Peripheral 66 (28.0) | 61 (26.0) | 60 (25.2) 5 (3.0) 5(2.7) 12 (6.3)
neuropathy
Peripheral sensory 66 (28.0) | 60 (25.5) | 60 (25.2) 2(1.2) 6 (3.3) 3(1.6)
neuropathy
Vomiting 43 (18.2) | 49(20.9) | 61 (25.6) 16 (9.5) 13 (7.1) 39 (20.3)
Decreased appetite 46 (19.5) | 42(17.9) | 55(23.1) 6 (3.6) 9 (4.9) 28 (14.6)
LeukopeniaP® 45 (19.1) | 40(17.0) | 48(20.2) 9 (5.3) 7(3.8) 19 (9.9)
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Urinary tract infection | 50 (21.2) | 33(14.0) | 48(20.2) | 23(13.6) | 14(7.7) | 25(13.0) |

Footnote: 2Includes AEs with onset or worsening on or after the date of first dose of durvalumab/placebo or
olaparib/placebo (overall) or first dose of olaparib/placebo (maintenance phase) until initiation of the first
subsequent anticancer therapy following last dose of study treatment or until the end of the safety follow-up
period, whichever occurs first. °\Grouped terms: anaemia includes anaemia and haemoglobin decreased;
neutropenia includes agranulocytosis, febrile neutropenia, neutropenia, neutropenic infection, neutropenic sepsis,
and neutrophil count decreased; thrombocytopenia includes platelet count decreased and thrombocytopenia;
leukopenia includes leukopenia and white blood cell count decreased.

COVID-19-specific information: In addition to AEs shown, COVID-19 was reported in 32 (14%) patients in the
SoC arm, 36 (15%) patients in the SoC + D arm, and 48 (20%) patients in the SoC + D + O arm overall, and in 20
(12%), 21 (12%), and 34 (18%) patients, respectively, during the maintenance phase

Source: Westin et al. (2023).4

B.2.10.3.2. Serious AEs at DCO1 (12 April 2023)

The most common (21% patients in any treatment arm) SAEs including those with an outcome of
death are listed in Table 26 and were generally consistent with the known safety profiles of the study
treatments.

In the study overall, the percentage of patients with SAEs was similar between all three treatment
arms (SoC + D + O: 35.7%; SoC + D: 31.1%; SoC: 30.9%).1!

In the maintenance phase, although the frequency of SAEs was lower than in the study overall, more
patients in the SoC + D + O arm (21.9%) had SAEs compared to either the SoC + D (12.0%) or SoC
arms (11.2%). This increase was mostly driven by events of anaemia, which is a known ADR for
olaparib.1?

Table 26. Summary of SAEs with a frequency 21% in any treatment arm (SAS) at DCO1 (12
April 2023)

SAEs,2 n (%) Overall (chemotherapy + Maintenance phase only
maintenance phase)
SoC SoC+D | SoC+D SoC SoC+D | SoC+D
(N=236) (N=235) +0 (N=169) (N=183) l©
(N=238) (N=192)

Any SAE 73(30.9) | 73(31.1) | 85(35.7) | 19(11.2) | 22(12.0) | 42(21.9)
Anaemia 10 (4.2) 1(0.4) 16 (6.7) 0 0 12 (6.3)
Febrile neutropenia 8(3.4) 4 (1.7) 7(2.9) 0 0 2 (1.0
Urinary tract infection 5(2.1) 2 (0.9) 6 (2.5) 4 (2.4) 1(0.5) 3 (1.6)
Neutropenia 3(1.3) 3(1.3) 5(2.1) 0 0 1(0.5)
Sepsis 3(1.3) 2(0.9) 4(1.7) 1(0.6) 0 1(0.5)
COVID-19 3(1.3) 1(0.4) 4(1.7) 1(0.6) 1(0.5) 1(0.5)
COVID-19 0 1(0.4) 3(1.3) 0 0 3(1.6)
pneumonia
Aplasia pure red cell 0 0 3(1.3) 3 (1.6)
Deep vein 1(0.4) 2(0.9) 3(1.3) 0 0 1(0.5)
thrombosis
Pneumonitis 0 1(0.4) 3(1.3) 0 1(0.5) 2 (1.0
Pyrexia 1(0.4) 1(0.4) 3(1.3) 1(0.6) 0 1(0.5)
Diarrhoea 4 (1.7) 0 2(0.8) 0 0 1(0.5)
Pulmonary embolism 4 (1.7) 0 3(1.3) 0 0 1(0.5)
Pneumonia 0 1(0.4) 2 (0.8) 0 0 2 (1.0)
Vomiting 2 (0.8) 5 (2.1) 1(0.4) 1 (0.6) 1(0.5) 0
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Nausea 2(0.8) 3(1.3) 1(0.4) 0 1(0.5) 0
Fall 3(1.3) 1(0.4) 1(0.4) 0 0 1(0.5)
Infusion-related 3(1.3) 0 1(0.4) 0 0 0
reaction

Urosepsis 3(1.3) 1(0.4) 0 1(0.6) 0 0
Hyponatremia 4 (1.7) 5(2.1) 0 0 1(0.5) 0
Constipation 3(1.3) 2 (0.9 0 0 0 0
Hydronephrosis 2 (0.8) 0 0 2(1.2) 0 0
Neutrophil count 4 (1.7) 1(0.4) 0 0 0 0
decreased

Footnote: 2Sorted in descending order of incidence in the SoC + D + O arm (overall) and alphabetically for
preferred term. Includes AEs with an onset date or worsening on or after the date of first dose of study treatment
(overall) or first dose of olaparib/placebo (maintenance phase) up until the initiation of the first subsequent anti-
cancer therapy following discontinuation of study treatment or until the end of safety follow-up period (latest of
either 30 days following discontinuation of olaparib/placebo or 90 days following discontinuation of
durvalumab/placebo), whichever occurs first. Patients with multiple serious AEs were counted once for each
preferred term. Percentages are based on the total numbers of patients in the treatment group (N).

Source: Westin et al. (2023).

B.2.10.3.3. Grade 23 AEs at DCO1 (12 April 2023)

Overall, AEs of Common Terminology Criteria for Adverse Events (CTCAE) Grade 3 or 4 were similar
between the SoC + D and SoC arms but reported for more patients in the SoC + D + O arm (Table
24). The most frequently reported AEs (=25%) in all three treatment arms were anaemia (23.5%,
15.7% and 14.4% in the SoC + D + O, SoC + D and SoC treatment arms, respectively), and
neutropenia (26.9%, 21.7% and 23.3%, respectively), consistent with the known safety profiles of the
study treatments (carboplatin, paclitaxel, durvalumab, and olaparib; Table 27).

The most frequently reported AEs of maximum Grade 3 or 4 regardless of causality occurring with a
>5% higher frequency between arms are detailed below:

e SoC + D compared with SoC: no events

e SoC + D + O compared with SoC: anaemia (56 [23.5%)] vs. 34 patients [14.4%]), neutropenia (64
[26.9%] vs. 55 patients [23.3%])

e SoC + D + O compared with SoC + D: anaemia (56 [23.5%)] vs. 37 patients [15.7%)])

In the SoC, SoC + D, and SoC + D + O arms, the overall incidence of Grade =3 treatment-emergent
AEs was 56.4%, 54.9%, and 67.2%, respectively, and the incidence in the maintenance phase was
16.6%, 16.4%, and 41.1%, respectively.!?

Table 27. Grade 23 AEs (frequency of 25% in any treatment arm), overall study duration
and maintenance phase only (SAS) at DCO1 (12 April 2023)

AEs.2 n (%) Overall (chemotherapy + Maintenance phase only
maintenance phase)

SoC SoC+D | SoC+D SoC SoC+D | SoC+D
(N=236) | (N=235) +0 (N=169) | (N=183) +0
(N=238) (N=192)
Grade 23 AEs with frequency of 25% in any arm
Neutropenia® 55 (23.3) | 51 (21.7) | 64(26.9) | 1(0.6) 1 (0.5) 12 (6.3)
AnaemiaP 34 (14.4) | 37 (15.7) | 56 (23.5) | 1(0.6) 0 36 (18.8)
Thrombocytopenia® 11 (4.7) 16 (6.8) 14 (5.9) 0 1(0.5) 1(0.5)
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LeukopeniaP 13(5.5) | 11(4.7) | 15(6.3) 0 1 (0.5) 2 (1.0)
Fatigue and asthenia 7(3.0) 8(3.4) 12 (5.0) 0 1(0.5) 4(2.1)
Select other Grade 23 AEs

Pure red cell aplasia 0 0 3(1.3) 0 0 3(1.6)
Autoimmune haemolytic 0 1(0.4) 2 (0.8) 0 0 2 (1.0
anaemia

Footnote: 2Includes AEs with onset or worsening on or after the date of first dose of durvalumab/placebo or
olaparib/placebo (overall) or first dose of olaparib/placebo (maintenance phase) until initiation of the first
subsequent anticancer therapy following last dose of study treatment or until the end of the safety follow-up
period, whichever occurs first. AEs were graded using National Cancer Institute Common Terminology Criteria for
Adverse Events (version 5.0). AE leading to death occurred in 17 patients overall, and were acute respiratory
failure, cardiac arrest (n=2), COVID-19, death (n=3), general physical health deterioration, multiple organ
dysfunction syndrome, myocardial infarction, pneumonia aspiration, pulmonary embolism, renal failure,
respiratory failure, sepsis, septic shock, and urosepsis (n=1 for each unless stated otherwise); "Grouped terms:
anaemia includes anaemia and haemoglobin decreased; neutropenia includes agranulocytosis, febrile
neutropenia, neutropenia, neutropenic infection, neutropenic sepsis, and neutrophil count decreased;
thrombocytopenia includes platelet count decreased and thrombocytopenia; leukopenia includes leukopenia and
white blood cell count decreased.

Source: Westin et al. (2023).4

B.2.10.3.4. AESIs at DCO1 (12 April 2023)

The DUO-E trial assessed AESIs, adverse events of possible interest (AEPIs) and immune-mediated
adverse events (imAEs). ImMAEs were defined as AESIs consistent with an immune-mediated
mechanism of action requiring the use of systemic steroids or other immunosuppressants and/or
endocrine therapy.

Durvalumab AEPIs were defined as AEs that could have a potential inflammatory or immune-
mediated pathophysiological basis resulting from the mechanism of action of durvalumab but were
more likely to have occurred due to other pathophysiological mechanisms.! Olaparib AESIs are the
important identified risk of MDS/AML, the important potential risk of neoplasms (other than
MDS/AML), and the potential risk of pneumonitis.

Pure red cell aplasia (PRCA), autoimmune haemolytic anaemia (AIHA) and haemolytic anaemia were
considered AESIs in DUO-E. Overall, AEs of PRCA (3 patients [1.3%]), AIHA (two patients [0.8%])
and haemolytic anaemia (one patient [0.4%]) were reported for patients in the SoC + D + O arm either
during the maintenance phase or in the follow-up period. No events of MDS/AML were reported within
any of the three treatment arms.1

In the overall study duration, there was a higher incidence of AESIs (57.9% and 44.9%), AEPIs
(54.0% and 50.8%) and imAEs (28.1% and 6.8%) in the SoC + D arm compared with the SoC arm,
and a higher incidence of AESIs (57.1% and 44.9%), AEPIs (55.9 % and 50.8%) and imAEs (23.5%
and 57.1%) in the SoC + D + O arm compared with the SoC arm, as presented in Appendix F. In the
maintenance phase, there was a higher incidence of AESIs (37.7% and 21.9%), AEPIs (34.4% and
27.8%) and imAEs (14.8% and 3.6%) in the SoC + D arm compared with the SoC arm, and a higher
incidence of AESIs (37.5% and 21.9%), AEPIs (37.5% and 27.8%) and imAEs (14.1% and 3.6%) in
the SoC + D + O arm compared with the SoC arm, as presented in Appendix F.

New primary malignancies were reported for three patients (1.3%) in the SoC arm, one patient (0.4%)
in the SoC + D arm, and two patients (0.8%) in the SoC + D + O arm. There was only one event that
occurred in the maintenance phase in the SoC + D + O arm; the overall incidence was <1.5% and
balanced across all treatment arms.!?
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B.2.10.3.5. Dose interruptions, delays, reductions, and discontinuations due to AEs
for durvalumab/placebo

In the DUO-E study, AEs were usually managed by dose modification (interruption or reduction) rather
than discontinuation.

Discontinuation of any study treatment due to AEs occurred in 18.6% of patients in the SoC arm,
20.9% of patients in the SoC + D arm in the study overall, and 24.4% of patients in the SoC +D + O
arm.

The most common AEs leading to discontinuation of any study treatment (reported in 22% patients) in
the study overall were peripheral neuropathy (6 patients [2.6%]), anaemia (5 patients [2.1%]) and
infusion related reactions (5 patients [2.1%]) for SoC + D. In the study overall, the most common AEs
leading to discontinuation of any study treatment (reported in 22% patients) were anaemia (24.4%),
peripheral neuropathy (3.4%), infusion related reaction (2.5%), neutropenia (2.1%), and pneumonitis
(2.1%) for SoC + D + O. No AEs leading to discontinuation of any study treatment occurred at a 25%
difference between the treatment arms.1?

In the study overall, AEs leading to dose interruptions of durvalumab/placebo were similar in the SoC
+ D and SoC + D + O arms and higher compared to the SoC arm (Appendix F).

B.2.10.3.6. Dose interruptions, delays, reductions, and discontinuations due to AEs
for olaparib/placebo

The most common AEs leading to dose interruption of olaparib/placebo (reported in 25% patients)
were anaemia, COVID-19 and nausea for SoC + D + O. No AEs occurred at a frequency = 5% in the
SoC or SoC + D arms. As presented in Appendix F, the only AEs occurring at a 25% difference
between treatment arms were anaemia and COVID-19; however, events of COVID-19 were generally
low-grade and event rates of COVID-19 across the treatment arms were consistent.1!

B.2.10.3.7. Deaths at DCO1 (12 April 2023)

A summary of patients who died in the study overall in the ITT is presented in Table 28. The majority
of reported deaths were due to EC across all three treatment arms.

Overall, 82 (34%) patients treated with SoC, 65 (27.3%) patients treated with SoC + D, and 52
(21.8%) patients in the SoC + D + O arm had died at DCO1.11

The number of AEs with outcome of death only was similar across all three treatment arms. AEs with
an outcome of death were all isolated events with no consistent pattern across the three treatment
arms.t

Table 28. All deaths in the ITT at DCO1 (12 April 2023)

Category, n (%) SoC SoC +D SoC+D+0O
(N=241) (N=238) (N=239)

Total number of deaths 82 (34.0) 65 (27.3) 52 (21.8)

Death related to disease under investigation only? 60 (24.9) 51 (21.4) 37 (15.5)

Death related to disease under investigation? and an 1(0.4) 0 1(0.4)

AE with outcome of death®

AE onset prior to subsequent therapy® 1(0.4) 0 1(0.4)

AE onset after start of subsequent therapy? 0 0 0

AE with outcome of death only® 7(2.9) 4 (1.7) 7(2.9)

AE onset prior to subsequent therapy® 7(2.9) 4(1.7) 4(1.7)
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AE onset after start of subsequent therapy? 0 0 3(1.3)
Death after end of safety follow-up period and not 11 (4.6) 8(3.4) 7(2.9)
due to disease under investigation®

Death with unknown reason 1(0.4) 2(0.8) 0
Other deathsf 2(0.8) 0 0

Footnote: 2Death related to disease under investigation was determined by the Investigator; PIncluded AEs with
outcome death if they started, or worsened, on or after the date of first dose of any of the investigational study
treatments, including durvalumab/placebo or olaparib/placebo, throughout the treatment period and including the
safety follow-up period until the later date of 30 days after the last dose of olaparib/placebo and 90 days after last
dose of durvalumab/placebo; ¢Included AEs with an onset date or that worsened on or after the date of first dose
of durvalumab/placebo or olaparib/placebo up until the initiation of the first subsequent anti-cancer therapy
following last dose of study treatment or until the end of safety follow-up period (latest of either 30 days following
last dose of olaparib/ placebo or 90 days following last dose of durvalumab/placebo), whichever occurred first;
dAdverse event start date prior to the end of safety follow-up period (latest of either 30 days following last dose of
olaparib/placebo or 90 days following last dose of durvalumab/placebo) and AE start date after the date of
initiation of the first subsequent anticancer therapy; éDeath not due to disease progression; ‘Patients who died
and were not captured in the earlier categories.

Source: DUO-E CSR.1!

B.2.11 Ongoing Studies

DCOs in DUO-E are event-driven, and therefore there remains some uncertainty around the exact
timing of the next DCO. However, it is currently estimated that the final OS DCO will be in 2026.

B.2.12 Interpretation of clinical effectiveness and safety evidence

As highlighted in Section B.1, there is a clear unmet need for novel, innovative treatment options in
the first-line setting for patients diagnosed with advanced or recurrent EC. Although patients with
newly diagnosed advanced or recurrent EC face a particularly poor prognosis and high mortality rates
compared with early-stage EC,1%22 there is currently a paucity of treatment options available for these
patients in the first-line setting, particularly for those diagnosed with pMMR EC. As such, carboplatin +
paclitaxel remains the current first-line SoC for patients with advanced or recurrent EC, despite this
treatment being associated with notably poorer clinical outcomes in this patient population versus
those with early-stage disease.? 22

The recent approval of dostarlimab with platinum-based chemotherapy for the first-line treatment of
patients diagnosed with EC that is dAMMR or MSI-H represents an important paradigm shift in the EC
treatment pathway, allowing these patients to benefit from an innovative therapy in the first-line setting
via the CDF.3% However, the majority of innovative therapies remain in the second-line setting, which
means that many patients may not maintain a suitable performance status following first line therapy
to benefit from these options or are ineligible for these treatments. Furthermore, no immunotherapy-
based regimens are currently available for patients with pMMR EC in the first-line, despite the fact
these patients are considered more difficult to treat and that they comprise the majority of the overall
newly diagnosed advanced or recurrent EC population.

In this context, it is paramount that additional effective immunotherapy-based regimens are introduced
in the first-line setting, when patients are able to best tolerate these treatments and are likely to
achieve the best outcomes. As supported both by UK clinicians and retrospective EC studies,
providing innovative options in the first-line has the potential to notably increase the overall proportion
of patients who achieve long-term remission or even cure. 8283

For patients with dMMR EC specifically, introducing an additional therapy would expand the available
options, representing a further important advancement in the EC treatment paradigm. For patients
with pMMR EC, the availability of a regimen combining PARP inhibition with immunotherapy in the
first-line would represent a crucial addition to the treatment pathway, allowing these difficult-to-treat
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patients the opportunity to equally benefit from innovative first-line therapies that offer a potentially
more hopeful disease outlook.

B.2.12.1 Principal results from the clinical evidence base

B.2.12.1.1. Efficacy

DUO-E is the first Phase Il RCT to demonstrate the clinical efficacy of SoC + D and SoC + D and O
in patients with newly diagnosed advanced or recurrent EC.*

ITT

Within the broader population of patients with newly advanced or recurrent EC (the ITT), DUO-E met
its primary objectives, demonstrating a statistically significant and clinically meaningful improvement in
PFS for both SoC + D compared with SoC (median PFS: 10.2 months vs. 9.6 months, respectively;
HR 0.71; 95% CI 0.57, 0.89; p=0.003) and SoC + D + O compared with SoC (HR 0.55; 95% CI 0.43,
0.69; p<0.0001). In support of the primary endpoints, the first interim analysis (12 April 2023) of OS
favoured both the SoC + D (HR 0.77; 95% CI 0.56, 1.07; p=0.120) and SoC + D + O (HR 0.59; 95%
Cl10.42, 0.83; p=0.003) arms compared with SoC.*

In subgroup analyses of PFS within the ITT, analyses by MMR status demonstrated the HR for SoC +
D vs. SoC in the dMMR population (HR 0.42; 95% CI 0.22, 0.80) was markedly lower compared with
ITT (HR 0.71; 95% CI 0.57, 0.89), demonstrating a substantial clinical benefit for SoC + D in the
dMMR population. Conversely, a much greater clinical benefit was observed for SoC + D + O vs. SoC
compared with SoC + D vs. SoC in the pMMR population, indicating that the addition of olaparib
results in a particular clinical benefit for the challenging-to-treat population of patients with pMMR EC,
and suggests that the overall improved results in the SoC + D + O vs SoC + D in the ITT are driven by
the additional benefit provided by the inclusion of olaparib in the pMMR population.%. 97

Importantly, these subgroup results supported the marketing authorisation applications for olaparib
and durvalumab in the EC indication and provide robust evidence to support the proposed positioning
for SoC + D (for patients with dMMR EC) and SoC + D + O (for patients with pMMR EC) in this
submission. The principal efficacy results from the DUO-E trial for SoC + D in the dMMR population
and SoC + D + O in the pMMR population are provided in the following sections.

SoC + D in the dMMR population

As noted above, pre-specified PFS analyses in the dMMR subgroup demonstrated a clinically
meaningful PFS benefit for SoC + D vs. SoC at DCO1 (12 April 2024), with a 58% reduction in the risk
of progression or death among those receiving durvalumab maintenance therapy (median PFS: not
reached [NR] vs. 7.0 months, respectively; HR 0.42; 95% CI, 0.22 to 0.80).1! Importantly, more than
double the number of patients receiving SoC + D remained progression-free at 18 months vs. SoC in
the dMMR population (67.9% vs. 31.7%, respectively).!t- 97 At DCO1 (12 April 2023), PFS results from
pre-specified subgroup analyses translated into a notable improvement in OS for the SoC + D arm
compared with the SoC arm (HR 0.34; 95% CI 0.13, 0.79), further demonstrating the treatment benefit
associated with durvalumab maintenance therapy in the dMMR population.®’

These PFS and OS results were underpinned by the deep and durable responses associated with
durvalumab; there was a clinically meaningful improvement in the ORR for patients treated with SoC
+ D compared with the SoC arm (71.4% vs. 40.5%; OR 3.68; 95% CI 1.51, 9.39), and approximately
triple the proportion of patients in the SoC + D arm experienced CR compared to the SoC arm (28.6%
vs. 9.5%, respectively).®” This depth of response would have a significant impact on how people
perceive their future prospects, with patients achieving deeper responses likely to be more hopeful
about their future prognosis. DoR was similarly markedly improved in the SoC + D arm compared with
SoC arm, with a notable separation in the KM curves at ~4 months — approximately the time at which
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maintenance durvalumab was initiated. These results demonstrate that without maintenance
durvalumab, a substantial number of patients experience disease progression after discontinuation of
SoC, whereas SoC + D regimen offers patients an improved potential to experience a maintained
response.

Furthermore, there was an improvement across all other key secondary endpoints (PFS2, TFST,
TSST, TDT) for SoC + D vs. SoC.?7 In fact, the post-progression results (PFS2/TSST) suggest a
slightly higher magnitude of benefit versus PFS, indicating that SoC + D confers benefits to patients
even following first-line disease progression.

Overall, DUO-E is the first Phase Il study to demonstrate the efficacy of SoC + D for patients with
newly diagnosed advanced or recurrent EC that is dAMMR. The apparent and sustained PFS benefit
observed for the dMMR population aligns with similar reports for immunotherapy in combination with
platinum-based chemotherapy in EC (RUBY Part | with dostarlimab and platinum-based
chemotherapy versus platinum-based chemotherapy alone; NRG-GY018 with pembrolizumab and
platinum-based chemotherapy versus platinum-based chemotherapy alone), thereby confirming the
benefit of integrating immunotherapy into first-line chemotherapy in the treatment of advanced or
recurrent EC that is dMMR.104.105 Additionally, clinical experts noted that the introduction of an
immunotherapy into the first-line setting would be expected to increase the overall proportion of
patients who can achieve long-term remission or cure, with a particularly pronounced effect for
patients with dMMR EC.?

SoC + D + O in the pMMR population

In the pMMR population, pre-specified analyses by MMR status demonstrated a clinically meaningful
benefit in the SoC + D + O arm vs. SoC (median PFS: 15.0 months vs. 9.7 months, respectively; HR
0.57; 95% CI 0.44, 0.73), with a 43% reduction in the risk of progression or death compared with the
SoC arm.! |n addition, SoC + D + O demonstrated a clinically meaningful improvement in OS vs. SoC
at DCO1 (12 April 2023), providing support for the PFS results (HR 0.69; 95% CI 0.47, 1.00) and
demonstrating the survival benefit associated with this regimen in the pMMR population.®”

In this difficult-to-treat population, SoC + D + O marginally increased ORR; however, for patients that
did respond, the addition of maintenance D + O supported deeper responses. Specifically, the
proportion of patients with CR was 50% greater in the SoC + D + O arm compared to the SoC arm
(15.6% in the SoC + D + O arm and 9.6% in the SoC arm), and notably yielded responses that were
more durable. In the SoC arm, the median DoR was 7.6 months, whilst the inclusion of maintenance
D + O in the SoC + D + O arm increased this to 18.7 months, with 50% of patients in the SoC + D + O
arm maintaining their response at 18 months, compared with only 12.1% in the SoC arm. This
demonstrates that the addition of maintenance D + O to SoC can result in a response to treatment
that extends beyond the approximate 4.5-month mark where patients would otherwise have finished
treatment with SoC and where many patients would subsequently experience disease progression.
Furthermore, there were improvements seen with SoC + D + O compared with SoC across all other
key secondary endpoints (PFS2, TFST, TSST, TDT), demonstrating the robustness of the PFS and
OS results.?”

Overall, DUO-E is the first Phase Ill trial to demonstrate that SoC + D + O is associated with a marked
PFS and OS benefit in patients with newly diagnosed advanced or recurrent EC that is pMMR.%" As
such, these data confirm the clinical benefit of integrating immunotherapy into first-line chemotherapy
and are the first to indicate that the addition of a PARP inhibitor may offer further benefit in this setting
and consequently address a significant unmet need. SoC + D + O may therefore represent a step
change in the treatment paradigm for first-line treatment for pMMR newly diagnosed or recurrent EC.
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B.2.12.1.2. Safety

The safety profiles of the treatment arms were largely consistent with the known profiles of the
individual components of the regimens. Notably, the frequency of AEs leading to discontinuation of
any treatment for the SoC alone arm was 18.6%, with the addition of D or D + O producing only a
marginal increase in the proportion of patients discontinuing any study treatment (20.9%, and 24.4%
in each arm, respectively). This indicates that SoC + D and SoC + D + O yield substantial clinical
benefit without resulting in meaningful additional toxicity. AEs of special or potential interest related to
durvalumab were consistent with the known safety profile of durvalumab. For AEs related to olaparib,
there were no cases of MDS or AML. In line with the known safety profile of maintenance olaparib,
events of anaemia contributed to a higher rate of Grade 3 or higher AEs in the SoC + D + O arm.?

Within the pMMR and dMMR populations, safety results were broadly aligned with the ITT; therefore,
the ITT was considered to represent the most relevant source of safety data for this appraisal to
maximise sample size, and were subsequently used in the economic model underpinning this
submission (Section B.1.1). These data may also be considered to support the use of SoC + D and
SoC + D + O in MMR-based subgroups, given that the marginal increase in AEs associated with the
addition of D or D + O is likely to be most justified in the dMMR and pMMR populations, respectively,
where these regimens confer particular clinical benefits. As highlighted by clinical experts, the
additional olaparib-related AEs are also expected to be acceptable given that they are likely to be
outweighed by the benefit associated with SoC + D + O. Additionally, clinicians will be familiar with
the safety profile of olaparib given its routine use in clinical practice for ovarian cancers.

B.2.12.1.3. HRQoL

Patient HRQoL was also assessed across all three treatment arms using the EORTC-QLQ-C30,
EORTC-QLQ-EN24, and EQ-5D-5L. For EORTC-QLQ-C30-assesed overall HRQoL, no clinically
meaningful deterioration was observed in either treatment arm compared to SoC, and physical and
role functioning scores followed a similar pattern to overall HRQoL. There were also no clinically
meaningful changes observed in assessments using the EORTC-QLQ-EN24, demonstrating that
maintenance D and D + O does not have a negative impact on symptoms of pain in the back and
pelvis, gastrointestinal symptoms, and urological symptoms, as well as sexual interest and sexual
activity, when compared to SoC. Baseline EQ-5D-5L scores were also comparable across treatment
arms. Overall, this demonstrates that the clinical benefits associated with SoC + D and SoC + D + O
do not occur at the detriment of patient wellbeing. Importantly, clinical expert opinion indicated that
they would not expect HRQoL to differ based on MMR status.! These results, which indicate no
clinically meaningful decline in HRQoL, should therefore be considered relevant to the pMMR and
dMMR populations.

B.2.12.2 Strengths and limitations of the clinical evidence base

In total, the DUO-E trial enrolled 718 patients who underwent randomisation (1:1:1) to receive SoC,
SoC + D and SoC + D + O. These randomised patients were generally balanced across the treatment
arms within the ITT. Baseline demographics across the relevant trial arms for the dAMMR and pMMR
populations were also well-balanced and aligned with the ITT, demonstrating the robustness of the
study to derive conclusions in these populations. Other notable strengths include the fact that DUO-E
is a randomised, double-blind trial, thus providing good quality and robust evidence for the efficacy
and safety of SoC + D and SoC + D + O as a treatment for patients with advanced or recurrent EC.
Additionally, DUO-E provides direct head-to-head evidence for SoC + D and SoC + D + O versus the
relevant comparator in UK clinical practice (platinum-based chemotherapy; carboplatin + paclitaxel),
avoiding any uncertainty introduced from indirect evidence. It should also be noted that DUO-E was
specifically designed and adequately powered to demonstrate that both SoC + D and SoC + D + O
provide a PFS benefit for patients with newly diagnosed advanced or recurrent EC compared with
SoC. The three-arm trial design also enabled both regimens to be compared with the same control
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group, reducing the risk of selection bias and allowing more robust comparisons between the
interventions.

Importantly, the quality of the trial design is supported by a quality assessment (summarised in Table
10), which identified the risk of bias in DUO-E as low, with features including appropriate
randomisation (1:1:1 ratio), appropriate concealment of treatment, a balanced population at baseline,
and the use of precise measure of outcome (PFS by Investigator RECIST v 1.1 criteria). All efficacy
data was reviewed in a blinded manner with PFS being assessed by both Investigator and BICR to
prevent bias. Finally, the endpoints investigated in DUO-E are clinically relevant and important to the
population of relevance for this appraisal, as well as their carers and family.

Limitations of the evidence base include the fact that results within the pMMR and dMMR population
were mainly post-hoc in nature, with the exception of pre-specified PFS subgroup analyses. As such,
these analyses were not specifically controlled for Type | error and were therefore not powered to
detect statistical differences in efficacy between interventions. Nevertheless, MMR status was a
stratification factor, which ensured that patients were balanced between arms and within each
subgroup. Additionally, results within the pMMR/dMMR populations were largely consistent with the
pre-specified primary and secondary endpoint results within the ITT, and were consistent across
endpoints within populations, supporting the robustness of the results. As data from the DUO-E trial
are only available from DCOL1 (12 April 2023), it is also important to note that there remains some
uncertainty around the long-term benefits of SoC + D and SoC + D + O. Nevertheless, data maturity
represents a common challenge in oncology trials in the first-line setting, and data collected at the
next DCO will provide more mature data to further support long-term extrapolations.

Although DUO-E trial was an international trial, there were also no trial sites in the UK. There was also
a large proportion of participants enrolled from Asia compared with the proportion of people of Asian
family background in UK clinical practice. However, the large proportion of Asian participants was
highlighted by clinicians as an advantage of the DUO-E trial given that these patients are commonly
underrepresented in other trials, and it was noted that ethnicity would not be expected to have an
effect on tolerability.r Moreover, whilst there were some observed differences in PFS results for the
Asia region versus RoW, this is likely to be related to differences in the treatment pathway in Asia
versus RoW rather than any specific demographic characteristic that would be relevant to consider in
UK clinical practice (Section B.2.7.1). Finally, although clinical expert feedback indicated that the
DUO-E trial population was considered generalisable to UK clinical practice, there were a relatively
small proportion of patients enrolled with FIGO stage Il disease. Nevertheless, expert clinical opinion
was that this may be due to the inclusion criteria specifying that patients must have measurable
disease, and as such, that this would not preclude them from considering SoC + D/SoC + D + O for
such patients.!

B.2.12.3 Overall conclusions

In summary, SoC + D demonstrated clinically meaningful improvements in PFS, ORR, DoR, PFS2,
TFST and TSST, notable improved OS, and showed a numerical improvement in TDT when
compared with SoC within the dMMR population. Importantly, the clinical benefit observed in the
DUO-E trial was not achieved at the detriment of patient HRQoL. SoC + D was also generally well-
tolerated, with safety profiles that were consistent with the known safety profiles of each agent. As
such, these data demonstrate that SoC + D represents an important advancement in the treatment of
patients with newly diagnosed advanced or recurrent EC that is AMMR, addressing a substantial
unmet need and offering patients a deep and durable response, alongside a tolerable safety profile.

SoC + D + O demonstrated clinically meaningful improvements in PFS, OS, PFS2, TFST and TSST,
notably improved DoR, marginally improved ORR, and resulted in a numerical improvement in TDT
when compared with SoC within the pMMR population. As with SoC + D in the dMMR population, the
clinical benefit observed in the DUO-E trial was not achieved at the detriment of patient HRQoL. SoC

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 85 of 198



+ D + O was also generally well-tolerated, similarly with safety profiles that were consistent with the
known safety profiles of each agent. These clinical effectiveness and safety data therefore
demonstrate that SoC + D + O addresses the clear unmet need for people with newly diagnosed
advanced or recurrent EC that is pMMR, representing a potential step-change for the management of
EC in this challenging-to-treat population where there are currently no NICE-recommended treatment
options in the first-line setting.
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B.3 Cost effectiveness

Summary of cost-effectiveness analysis

Model overview

e A de novo partitioned survival model (PSM) with three health states (PFS, progressed disease
[PD] and death) was developed to evaluate the cost-effectiveness of SoC + D vs. SoC in
primary advanced or recurrent EC that is dAMMR and SoC + D + O vs. SoC in primary
advanced or recurrent EC that is pMMR.

e The use of a PSM structure is aligned with recent NICE appraisals in EC, and reflects the
progressive nature of the disease.3°

e Consistent with the NICE reference case,% a cost-utility analysis with an NHS and PSS
perspective was considered. Costs and benefits were discounted at a rate of 3.5% and a
lifetime time horizon was adopted.

e Clinical outcomes (PFS, OS and TDT) were based on the specific subgroups of interest (AMMR
and pMMR) from the DUO-E trial, at the time of the DCO1 (12 April 2023). Given the distinct
mechanisms of actions of SoC + D and SoC + D + O compared to SoC, independent models
were fitted to both treatment arms.

e The most appropriate extrapolations for each treatment and endpoint were selected in line with
NICE TSD 14 and 21.197 Alongside statistical and visual fit to the observed data from the DUO-
E trial, particular consideration was given to the long-term plausibility of the chosen
extrapolations. This was considered important, given the potential for long-term remission for
those patients who experience the best responses to treatment. Selection of the base case
extrapolations was therefore informed based on extensive discussion with clinical experts
experienced in treating patients with recurrent or advanced EC in current UK clinical practice.

e For TDT, patients who remained on treatment beyond the trial follow-up were assumed to
discontinue after three years. This was applied in order to reflect clinician feedback, which
indicated that patients who achieve long-term remission would not remain on treatment
indefinitely. Clinicians highlighted that they would discuss continuation of treatment between
year one and three, as the full benefits of treatment would likely be realised within this finite
treatment duration. The clinicians also highlighted the patient burden and cumulative toxicity
concerns associated with prolonged treatment.

o Health state utilities for PFS and PD were informed by EQ-5D-5L data collected in the ITT
population of the DUO-E study cross-walked to European Quality of Life scale-5-Dimensions-3-
Levels (EQ-5D-3L).

e Costs and healthcare resource use considered in the analysis included treatment acquisition
and administration costs, monitoring costs, AE costs, subsequent treatment costs, and end-of-
life care costs.
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Summary of cost-effectiveness results (dAMMR)

e The cost-effectiveness results are presented using the commercial agreement (confidential
discount of ) for durvalumab as part of SoC + D.

e Inthe deterministic base-case analysis, SoC + D was associated with - incremental
costs and 5.37 incremental quality-adjusted life years (QALY) compared to SoC, which
corresponds to an incremental cost-effectiveness ratio (ICER) of |l per QALY gained.

e The probabilistic results were consistent with the deterministic results and demonstrate that at
a willingness-to-pay (WTP) threshold of £30,000-£20,000, SoC + D has a [l and |l
chance of being cost effective, respectively.

e The results from the deterministic sensitivity analysis demonstrate that the cost-effectiveness
results are robust to changes in the model structure and inputs, with ICERs remaining below
£30,000 per QALY gained for SoC + D vs. SoC in all scenarios considered.

Summary of cost-effectiveness results (pMMR)

e The cost-effectiveness results are presented using the commercial agreement of durvalumab
and olaparib (confidential discounts of - and - respectively) as part of SoC + D + O.

¢ Inthe deterministic base case economic analysis, SoC + D + O was associated with -
incremental costs and 0.67 incremental QALYs compared to SoC, which corresponds to an
ICER of |l per QALY gained. The probabilistic results were consistent with the
deterministic results.

o Deterministic sensitivity analysis demonstrate that the cost-effectiveness results are robust to
changes in the model structure and inputs, given that the majority of the scenarios considered
were within 15% of the base case ICER.

¢ Notably, alternative clinically plausible scenarios suggest that the base case results may be
conservative. In particular, an alternative scenario with a maximum treatment duration of two
years produced an ICER of - per QALY. Clinicians highlighted that the risk of AML means
that prolonged treatment with olaparib is a particular concern, and previous trials of olaparib in
other indications have used a fixed two-year duration of treatment. As such, assuming a three-
year maximum treatment duration for olaparib in the base case may be conservative.

Conclusion

e There is a critical unmet need for novel and effective therapies to be made available for
patients with newly diagnosed advanced or recurrent EC. These patients experience a
significant physical and psychological burden and face a bleak prognosis, with a median OS of
approximately two years for current SoC.

e For patients with dAMMR, modelling estimates suggest that SoC + D could result in an increase
of 7.65 LYG and 5.37 QALYs gained, respectively. The introduction of SoC + D would therefore
address the current unmet medical and patient need for a novel and effective treatment option
which can result in deep and durable responses, improvements in HRQoL and prolonged
survival.

e For the more difficult-to-treat population of patients with pMMR EC, modelling estimates
suggest that the introduction of SoC + D + O could result in an increase of 0.89 LYG and 0.67
QALYs gained, respectively. For a patient population who cannot currently access any
innovative treatment options in the first-line setting, the introduction of SoC + D + O would
represent a step-change in current UK clinical practice. SoC + D + O would also address the
current disparity in treatment options between patients with dAMMR and pMMR EC, and will
provide patients with more time with their loved ones at the end of their lives.
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B.3.1 Published cost-effectiveness studies

An economic SLR was conducted in December 2023 (with an update in May 2024) to identify existing
cost-effectiveness studies relevant to the decision problem. Full details of the methodology used to
identify all relevant studies, results and quality assessment of the identified studies are presented in
Appendix G.

Of the 39 studies identified, the majority were published between 2021 and 2024 (only one study was
published in 2019). Most of the identified studies were in North America (n=22), followed by Europe (n=9)
and Australasia (n=5). Most studies evaluated anti-PD(L)-1 treatments (pembrolizumab or dostarlimab)
(n=38) as either a monotherapy or combination therapy. All the economic evaluation studies identified
presented CEMs. Approximately half the included evaluations (n=18) implemented a partitioned survival
model (PSM) structure; 14 presented a Markov model; five studies did not explicitly state or describe the
model structure, and one was described as an “AE cost model”. Finally, one study used a Bayesian
hierarchical modelling approach for PFS and OS in the base-case analysis to combine data from five
different tumour sites, and PSMs for tumour sites were evaluated separately in scenario analyses.%8

B.3.2 Economic analysis

No previous or existing economic evaluations of SoC + D or SoC + D + O were identified in the economic
evaluations SLR. Therefore, a de novo cost-effectiveness model (CEM) was developed in Excel version
2406 Build16.0.17726.20078 (Microsoft 365).

B.3.2.1 Patient population

This submission focusses on the use of SoC + D in the dMMR population and SoC + D + O in the pMMR
to align with the expected marketing authorisations for durvalumab and olaparib in the EC indication
(Section B.1.1).

Given that this submission focusses on the use of two separate regimens in two separate populations, the
economic model includes a switch to toggle between the populations of relevance to this appraisal
(dMMR and pMMR).

Baseline characteristics for the dAMMR and pMMR populations in the model are presented in Section
B.3.3.1.

B.3.2.2 Model structure

Overview of model structure

The developed model consisted of three exhaustive and mutually exclusive health states: (i) progression-
free (PF), (ii) progressed disease (PD), and (iii) death, as shown in Figure 18. In the base case analysis,
the occupancy of health states over time was derived from the DUO-E Investigator-assessed PFS and
OS KM data in the dMMR and pMMR populations (the main source of clinical evidence in this submission,
presented in Sections B.2.7.3 and B.2.7.5, respectively), which were subsequently extrapolated using
parametric survival curves (presented in Sections B.3.3.3 and B.3.3.4). The model uses Investigator-
assessed PFS rather than BICR-assessed PFS as Investigator-assessed better represents how
progression would be assessed in clinical practice (i.e., by the treating physician), and is aligned to the
primary endpoint in DUO-E.* Furthermore, as mentioned in Section B.2.6.1.1, consistent results are
demonstrated between Investigator-assessed PFS and BICR PFS analyses.

The proportion of patients in each health state for any given cycle was calculated as the following:
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e PF: Proportion of patients who are progression-free, based on the PFS curve (as described in Section
B.3.3.3).

e PD: Proportion of patients alive based on the OS curve minus the proportion of patients who are in
the PF health state (OS — PFS as described in Section B.3.3.3 and Section B.3.3.4, respectively).

e Death: 1 - the proportion of alive patients based on the OS curve
Figure 18. Diagram of PSM structure

PF

S

PFS

PD = OS - PFS

oS

Upon entering the model, all patients are assumed to initiate first-line treatment for primary advanced or
recurrent EC that is AIMMR/pMMR. As advanced and recurrent EC is a progressive disease, patients
cannot improve their health state (e.g., move from PD to PFS). The death health state is absorbing.

The costs associated with advanced or recurrent EC throughout a patient's journey from treatment
initiation to death are accrued within PF and PD health states, whereby each health state is associated
with different costs. The PF health state captures treatment acquisition, administration, monitoring, and
AEs, whilst the PD health state captures subsequent treatment, monitoring, and end-of-life care.

Alongside the different costs associated with each health state, the model also captures the differential
impact that each health state has on HRQoL through assigning health state-specific utilities values. Given
that the PF health state reflects a period of disease remission, this health state is associated with greater
utility compared with the PD health state, where patients have experienced disease progression and a
worsening of their symptoms.

In each model cycle, patients accrue costs, life years (LYs), and QALYs based on their health state
membership. The model assesses the incremental cost-effectiveness ratio (ICER) for SoC + D (AMMR)
and SoC + D + O (pMMR) versus SoC based on the total costs accrued and the total QALYs gained.

Adjustments for clinical plausibility
To ensure clinical plausibility in the model outputs the following adjustments are applied:

e The mortality risk at each model cycle cannot fall below the age-matched general population mortality
risk, sourced from the ONS life tables. In the base case analysis, life tables from 2017-2019 were
used as the more recent life tables were likely to be impacted by COVID-19 excess mortality.
However, the most recent life tables (2020-2022) were also considered in scenario analyses (Section
B.3.11.3), which demonstrate the choice of life tables have a very minor impact on the economic
results.19°
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e Alimit was built into the model to ensure that OS curves do not fall below the PFS curves to ensure
clinical plausibility.

e TDT data were modelled directly to inform the proportion of patients on treatment as described in
Section B.3.3.5. A limit was also added to make sure that the TDT curve cannot exceed the PFS
curve; if TDT is estimated to be greater than PFS at any time in any model arm, TDT is set equal to
PFS. Furthermore, all patients are assumed to discontinue treatment with durvalumab and olaparib
after three years, based on clinician feedback. Clinicians highlighted that the benefits of treatment
likely would be fully realised within a shorter treatment duration, and longer-term treatment is
associated with cumulative toxicity concerns (Section B.3.3.5).

Justification for choice of model structure

A patrtitioned survival model (PSM) approach was deemed the most appropriate model structure to inform
the cost-effectiveness of SoC + D and SoC + D + O versus SoC, as the modelled health states accurately
reflect the natural disease course of patients with newly diagnosed recurrent or advanced EC. The key
outcomes in this setting, PFS and OS, are time-to-event outcomes, and the PSM approach allows for the
observed data from the DUO-E trial to be directly and intuitively replicated within the economic model.
This means that the model is expected to accurately reflect disease progression and the observed
survival profile of patients treated with SoC + D, SoC + D + O or SoC.

As noted above, advanced or recurrent EC is a chronic, progressive disease, meaning that there is no
requirement for functionality to move backwards between health states, thus further supporting the use of
a PSM for the cost-effectiveness analysis.

Finally, the choice of model structure is aligned with extensive precedent for the use and acceptance of
PSMs in previous NICE appraisals and across the studies identified in the economic SLR (Section B.3.1).
Of particular relevance to this appraisal, the use of a PSM is aligned with the model structure used in
previous NICE appraisals in the EC setting, including:

e Dostarlimab for the treatment of patients with primary advanced or recurrent AMMR/MSI-H EC
[TA963];30

e Dostarlimab for the treatment of patients with recurrent or advanced dMMR/MSI-H EC that has
progressed following prior treatment with platinum-based chemotherapy [TA779];3!

e Pembrolizumab + lenvatinib for the treatment of patients with advanced or recurrent endometrial
carcinoma that has progressed following platinum-based treatment [TA904];%°

e Pembrolizumab for previously treated dMMR/MSI-H endometrial, biliary, colorectal, gastric or small
intestine cancer [TA914].%2

In each of these appraisals, the Committee concluded that a PSM structure was appropriate for decision
making.

B.3.2.3 Model characteristics

The de novo economic analysis was performed from the perspective of the UK NHS and Personal Social
Services (PSS) in England over a lifetime time horizon. In accordance with the NICE reference case°®,
an annual discount rate of 3.5% was applied to both costs and effects within the model.

For the de novo analysis, a 1-month cycle length (30.44 days) was chosen, to capture all relevant costs
and utilities of typical EC progression. This cycle length balances computational efficiency with clinical
relevance and the need to accurately reflect the progression and treatment effects over a lifetime time
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horizon. To correct for the longer cycle length, the model applies a half-cycle correction using a lifetable
approach,1® with the exception of the following costs:

e Drug acquisition and administration costs, as these were separately calculated based on a weekly
cycle length

e AE costs, as these costs were applied as one-off costs in the first model cycle, and

e Subsequent treatment costs, as these were applied as one-off costs in the first model cycle after
disease progression.

As the treatments in the model are administered differently in the chemotherapy and maintenance phases
(Section B.2.3.1), the model applies a weekly cycle length solely for the purpose of calculating treatment
acquisition and administration costs. These are based on the TDT extrapolations for each treatment. This
is sufficiently granular to account for the differing administration schedules between chemotherapy and
maintenance phases of treatment, which a monthly cycle may not adequately capture.

The components of HRQoL considered in the cost-effectiveness analysis included age-adjusted health
state utilities and AE disutilities. Relevant utility values for the UK perspective were derived from the EQ-
5D-5L data within the ITT population of the DUO-E trial, which were mapped to the EQ-5D-3L value set in
line with the NICE reference case.!!! Disutilities due to AEs were sourced from the published literature.112-
114 A comprehensive description of the utility mapping methodology and the AE disutilities applied in the
economic model is provided in Section B.3.4.3.

All relevant clinical outcomes were obtained from subgroup analyses (dA(MMR, pMMR) of the DUO-E trial.
A complete description of the DUO-E trial methodology is provided in Section B.2.3, and a detailed list of
the other assumptions made in the cost-effectiveness analysis can be found in Section B.1.1.

Cost categories and health care resource use (HCRU) components used in the economic model included
drug acquisition costs, drug administration costs, drug monitoring costs, AE management costs, disease
management costs, subsequent therapy costs, and terminal care costs. Full methodology and data
sources are provided in Section B.3.5.

A summary of the key features from previously submitted NICE technology appraisals (TAs) and
respective de novo models are presented in Table 29. Parameters were selected to align with the NICE
reference casel® and were aligned with clinical expert input from five UK-based medical oncologists with
direct experience treating advanced and recurrent EC, conducted between August and September 2024
(Section B.3.14).115
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Table 29. Features of the economic analysis

Previous appraisals

Current appraisal

Dostarlimab
[TA779]3

Dostarlimab
[TA963]%

Pembrolizumab
[TA914]08

Pembrolizumab +
lenvatinib

[TA904]%

Chosen values

Justification

Population

Adult patients
with advanced
or recurrent EC
with dAMMR/MSI-

Adult patients
with advanced
or recurrent EC
with dAMMR/MSI-

Adult patients with
dMMR/MSI-H
advanced or
recurrent EC, who

Adult patients with
advanced or recurrent
EC who have disease
progression on or

Adult patients in
first-line
treatment of
primary

Aligns with the NICE
Decision problem (Section
B.1.1)

patient tracking
(1-week for drug

H that has H who are have disease following prior advanced or
progressed on candidates for progression on or treatment with a recurrent EC
or following prior | systemic following prior platinum containing who are
treatment with a | therapy treatment with a therapy in any setting candidates for
platinum- platinum-containing | and who are not systemic
containing therapy in any candidates for curative | therapy and
regimen setting and who are | surgery or radiation includes both
not candidates for pMMR and
curative surgery or dMMR
radiation
Time horizon Lifetime (40 Lifetime (100 — Lifetime (40 years) | Lifetime (40 years) Lifetime (38 Sulfficient to capture the long-
years) mean age) years, based on | term clinical and economic
mean starting impacts of EC on the
age of 62.60 targeted population with a
years) mean starting age of 62.60
years.
Perspective UK NHS and UK NHS and UK NHS and PSS UK NHS and PSS UK NHS and Aligned to the NICE
PSS PSS PSS reference casel
Discounting 3.5% per annum | 3.5% per annum | 3.5% per annum for | 3.5% per annum for 3.5% per annum | Aligned to the NICE
for costs and for costs and costs and costs and outcomes for costs and reference casel%
outcomes outcomes outcomes outcomes
Cycle length 3-week 1-week 1-week 1-week 1-month for A one-month cycle length is

chosen to balance
computational efficiency
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Previous appraisals

Current appraisal

Dostarlimab
[TA779]3!

Dostarlimab
[TA963]%

Pembrolizumab
[TA914]108

Pembrolizumab +
lenvatinib

[TA904]%

Chosen values

Justification

acquisition and
administration)

whilst remaining clinically
relevant and being able to
accurately capture disease
progression. A one-week
cycle is chosen for drug
acquisition and
administration to align with
drug administration
frequencies.

Treatment
waning effect

Not considered

Not included in
the model

Not considered

Not considered

Not included in
the model

Whilst there is some
uncertainty surrounding the
long-term treatment effect of
SoC + D and SoC + D + O,
clinical expert input indicated
that there would be no or
negligible treatment waning
with immunotherapies in this
setting.! Therefore, to reflect
clinical input and the
precedent in the most recent
appraisal in this indication
[TA963], treatment waning
was not included in the
model for any intervention.

Health states

PFS, PD and
death

PFS, PD and
death

PFS, PD and death

PFS, PD and death

PF, PD and
death

Aligned with the PSM health
states previously accepted in
NICE appraisals in this
indication. These health
states accurately reflect the
natural disease course of
patients with newly
diagnosed advanced or
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Previous appraisals

Current appraisal

Dostarlimab
[TA779]3!

Dostarlimab
[TA963]%

Pembrolizumab
[TA914]108

Pembrolizumab +
lenvatinib

[TA904]%

Chosen values | Justification

recurrent AIMMR/pMMR EC
(Section B.3.2.2).

Source of
utilities?

GARNET?6

RUBY-13

KEYNOTE-15816

KEYNOTE-775%"

DUO-E*

Aligned with NICE methods,
which stipulates that the
preferred source of utility
data is EQ-5D data collected
from the relevant clinical trial.
As such, EQ-5D data from
the DUO-E trial is the most
appropriate source of utility
data per NICE methods, and
is also aligned with past
appraisals in EC where utility
data from the pivotal trial(s)
informed the economic
model.

Source of
costsP

UK standard
data sources

UK standard
data sources

UK standard data

sources sources

UK standard data

UK standard
data sources

Aligned to the NICE
reference casel®, costs were
obtained from UK national
resources to reflect the NHS
and PSS perspective. Where
applicable, costs were
inflated to 2023/24.117

Footnotes: 2EQ-5D-5L data from each study was cross walked to 3L; P UK standard data sources included British National Formulary (BNF), NHS reference costs

and the personal social services research unit (PSSRU) 2023
Source: NICE [TA779]%, NICE [TA963]%, [TA914]%08 [TA904]?®
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B.3.2.4 Intervention technology and comparators

B.3.2.4.1. Intervention (dAMMR): SoC + D

Durvalumab is administered intravenously. The dose of durvalumab incorporated into the economic
model is aligned with the SmPC (Appendix C) and the DUO-E trial.* In the intervention arm of the DUO-E
trial*444 for IMMR, patients received 1,120 mg of durvalumab (equivalent to 15 mg/kg every three weeks
for a patient weighing 75 kg) plus carboplatin: AUC, 5 or 6 mg/mL/min; paclitaxel: 175 mg/m? every three
weeks for up to six cycles (i.e., weeks 1, 4, 7, 10, 13, 16) followed by (i.e. from week 18 onwards)
maintenance durvalumab 1,500 mg (equivalent to 20 mg/kg) every four weeks.

The base-case analysis assumes that all patients receive carboplatin AUC 6 mg/mL/min. A scenario
analysis is included where all patients receive carboplatin AUC 5 mg/mL/min (Section B.3.11.3), which
has a negligible impact on the ICER. This is expected, as carboplatin is received by patients across all
treatment arms, and is associated with low costs.

B.3.2.4.2. Intervention (PMMR): SoC+D + O

Durvalumab and platinum-based chemotherapy are administered as outlined above in Section B.3.2.4.1.
As per SoC + D, the base-case analysis assumes that all patients receive carboplatin AUC 6 mg/mL/min,
with a scenario where all patients receive carboplatin AUC 5 mg/mL/min.

Olaparib is administered orally; the dose of olaparib incorporated into the economic model is aligned with
the SmPC (Appendix C) and the DUO-E trial. In the intervention arm of the DUO-E trial for pMMR, from
week 18 onwards, patients received olaparib 300 mg tablets twice daily with maintenance durvalumab
1,500 mg (equivalent to 20 mg/kg) every four weeks until disease progression or unacceptably toxicity.*

B.3.2.4.3. Comparators: SoC

In line with the decision problem outlined in Section B.1.1, the only comparator considered in the
economic model is platinum-based therapy, aligned with the comparator in the DUO-E trial and the
current standard of care for newly diagnosed advanced or recurrent endometrial cancer in UK clinical
practice (Section B.1.3.4).* The economic model reflects the administration of platinum-based
chemotherapy in the DUO-E trial: carboplatin: AUC, 6 (base case) or 5 (scenario) mg/mL/min and
paclitaxel: 175 mg/m? every three weeks for six cycles.

B.3.3 Clinical parameters and variables

B.3.3.1 Baseline characteristics

The baseline characteristics considered as CEM inputs are presented in Table 30. The baseline
characteristics for the dIMMR and pMMR populations were based on the FAS for the ITT population in the
DUO-E trial.* The ITT population was considered appropriate to use given the larger sample size.
Additionally, no meaningful differences were reported in the baseline characteristics for the dMMR and
PMMR subgroups, as presented in Sections B.2.7.2 and B.2.7.4 respectively.*

Table 30. Patient baseline characteristics for the base-case economic analysis

Parameter Value Reference
Mean age (years) 62.60 DUO-E trial (ITT)*
Mean weight (kg) 73.80 DUO-E trial (ITT)*
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Parameter Value Reference

Mean height (cm) 159.4 DUO-E trial (ITT)*

Mean body surface 1.77 Calculated based on DUO-E ITT baseline characteristics

area (m?) (SD) for weight and height using DuBois and DuBois method
used in Sacco et al. (2010)1182

Glomerular Filtration 125.00 Maximum taken from the DUO-E trial*

Rate (GRF) (ml/min)

Footnotes: 2body surface area (m?)=Weight (kg) 0.425xHeight (cm)0.725x0.007184
Source: DUO-E CSR;!!

Scenario analyses

Several scenarios were considered to explore the impact of applying alternative baseline ages on the
model results. The first scenarios used a baseline age of 67.1 years in both AMMR and pMMR
populations. This was based on Pennington et al. (2016),'° a prospective cohort study nested within the
UK Collaborative Trial of Ovarian Cancer Screening (UKCTOCS) that enrolled 39 women diagnosed with
advanced stage Il and IV EC. Whilst this source informed the baseline age in the economic analysis in
TA963,%° Pennington et al. was excluded from the base case in this appraisal for several key reasons:

e The DUO-E study represents a more recent source of evidence compared with Pennington et al.,
given that data reported in Pennington et al. was collected from women diagnosed with EC more than
two decades ago (between 2001-2005), who are unlikely to reflect current UK clinical practice.

e The DUO-E study also included a substantially greater number of patients compared with Pennington
et al. (718 vs. 39, respectively). The mean baseline age in the DUO-E trial is therefore less likely to
be impacted by outliers and should be considered a more robust source of evidence.

e Notably, of the 39 patents in Pennington et al., only 5 had Stage IV EC. This is substantially lower
than the DUO-E trial, where approximately 50% of patients had Stage IV EC across all three
treatment arms. Clinicians highlighted that DUO-E was generalisable to UK clinical practice, raising
substantial generalisability concerns regarding the appropriateness of Pennington et al.

e The study population within Pennington et al. also included a substantial proportion of patients with a
Charlson score of 1 or higher (between 20-43% depending on Stage), indicating that the enrolled
population had a high burden of comorbidities. Since the frequency and severity of comorbidities
generally increase with age, this may suggest that Pennington et al. included a higher proportion of
patients in the older age group than may be expected in UK clinical practice.

These scenarios slightly increased the ICERs in both the dMMR and pMMR populations (Section
B.3.11.3). However, for the reasons detailed above, these scenarios are associated with substantial
uncertainty. In comparison, clinical experts considered that the baseline characteristics of patients
enrolled in the DUO-E trial were generalisable to patients in UK clinical practice.! Given this, and that all
other baseline characteristics are informed by the DUO-E trial, DUO-E represents a more robust source
to inform the baseline age in the economic model.

Two additional scenarios were explored where the baseline age was informed by MMR subgroup data
from the DUO-E trial:* 62.5 years in the dMMR population and 62.4 years in the pMMR population. As
highlighted above, data within the ITT was used in the base case to maximise the sample size, given that
the baseline age for the dMMR and pMMR populations were largely aligned with the ITT population.
These scenarios had a negligible impact on the ICER (Section B.3.11.3).
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B.3.3.2 Survival analyses

Overview of survival analysis methodology

Survival analysis was conducted on TTE outcomes (OS, PFS and TDT) from the DUO-E trial using data
from DCO1 (12 April 2023), to generate appropriate TTE model inputs across the lifetime horizon using
the subgroup data presented in Section B.2.7.

For all TTE outcomes (OS, PFS, TDT), the DUO-E study follow-up time was less than the model lifetime
horizon, necessitating long-term extrapolation. Recommendations in the NICE Decision Support Unit
(DSU) Technical Support Document (TSD) 14197 were considered when selecting survival models for the
base-case analysis for each model population (dMMR and pMMR) and across treatment and comparator
arms (SoC, SoC + D and SoC + D + O) (Appendix N). Survival analyses were conducted in months to
align with the model cycle length.

The standard parametric survival analysis investigated seven distributions: exponential, Weibull,
Gompertz, log-logistic, log-normal, gamma, and generalised gamma. Flexible parametric survival models
using splines (with hazard knots [k] = 1, 2, 3) were also considered if the standard parametric distributions
fit the data poorly (e.g., due to a complex hazard function), and if data availability was sufficient.

Selection of most appropriate extrapolations

Survival analyses were conducted separately for each target population, given that disease progression
and long-term prognosis differ between patients with pMMR and dMMR EC.2427 However, consistent with
the NICE DSU TSD 1429, the same type of extrapolation was selected for both relevant trial arms in each
population (i.e. SoC + D and SoC in dMMR and SoC + D + O and SoC in pMMR).

SoC + D and SoC + D + O are associated with clearly distinct mechanisms of action compared to SoC
alone. As such, the use of the independent models was preferred in the base case analysis, rather than
joint models which rely on the PH assumption and a constant treatment effect over time. Further
consideration of PH plots is provided in the following sections.

The selection of the most appropriate distribution for each outcome was based on a comprehensive set of
criteria, in line with NICE TSD 14:107

e Statistical goodness-of-fit as measured by Akaike Information Criterion (AIC) and Bayesian
Information Criterion (BIC);

e Visual fit of the modelled extrapolations to the KM plots from the DUO-E trial;

e Clinical plausibility of model extrapolations based on clinician predictions of long-term survival
provided as part of NICE TA963, as well as previously published long-term survival outcomes in EC
published by Chase et al. (2023)121 and Miller et al. (2020)38, where relevant data were available

¢ Feedback from clinicians experienced in the treatment of patients with advanced and recurrent EC in
UK clinical practice collected as part of this appraisal (Section B.3.14).115

Clinical outcomes for dMMR in the DUO-E* study (Section B.2.7.3) indicate that a proportion of patients
may experience long-term remission following treatment with SoC + D and SoC + D + O, given the
observed “tail effect” for PFS in the dMMR and pMMR population, respectively. This potential for ‘cure’
was also highlighted by clinicians.! As such, the long-term clinical plausibility of the chosen extrapolations
informed a particularly key component of the model selection process.
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B.3.3.3 Progression-free survival (PFS)

As detailed in Section B.2.6, Investigator-assessed PFS of SoC + D and SoC + D + O versus SoC were
the coprimary trial endpoints in the DUO-E trial, and pre-specified subgroup analyses were conducted for
this primary endpoint by (d(MMR and pMMR) and by treatment arms of the trial.

B.3.3.3.1. dMMR

A summary of the non-parametric results for Investigator-assessed PFS in the dMMR subgroup of the
DUO-E trial are presented in Table 31 (previously presented in Section B.2.7.3.1). The median follow up
was 10.2 months in the SoC arm and 15.5 months in the SoC + D arm. The median PFS was not reached
for the SoC + D arm and was 7.0 months in the SoC arm. Patients in the SoC + D arm had a 58% lower
risk of a progression or death event than patients in the SoC arm (HR 0.42; 95% CI 0.22, 0.80).

Table 31. Non-parametric results for PFS for dMMR

Treatment arm (N) SoC SoC +D
(N=49) (N=46)
Maturity (%) — n/N 51% (25/49) 32.6% (15/46)
Duration of follow up (months) — 10.2 (0.0, 26.4) 15.5 (0.0, 29.1)
median (range)
Median (95% CI) (months) 7.0 (6.7, 14.8) NR (NR, NR)
Restricted mean survival time 13.2 (10.1, 16.3) 19.5 (16.6, 22.5)
(RMST) (months) (95% CI)

Diagnostic assessment

Several statistical tests were conducted to assess the proportional hazards (PH) assumption and whether
it would hold between the SoC and SoC + D treatment arms within the dMMR subgroup. The results of
these tests are presented in Appendix N and demonstrate that the PH assumption may be rejected. This
supports the use of independent model in the base case analysis.

Visual and statistical fit

Standard parametric models fitted to PFS for SoC and SoC + D are shown in Figure 19 and Figure 20,
respectively. Table 32 summarises the AIC and BIC values for each extrapolation, with the lowest three
scores for each shaded in blue. Lower AIC and BIC scores indicate an improved goodness-of-fit.

For the SoC arm, the log-normal, log-logistic and generalised gamma extrapolations had the lowest
AIC/BIC values; in comparison, the exponential, log-normal and log-logistic extrapolations had the lowest
AIC/BIC in the SoC + D arm.

The exponential extrapolation assumes that there is a constant hazard of disease progression or death
over time. In contrast, the observed hazards presented in Appendix N are shown to be decreasing over
time. The exponential extrapolation was therefore excluded from further consideration as it was
considered clinically implausible.
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Figure 19. Standard parametric survival analysis for PFS in the dMMR SoC arm

Source: Survival analysis conducted on DUO-E trial data.

Figure 20. Standard parametric survival analysis for PFS in the dMMR in the SoC + D arm

Source: Survival analysis conducted on DUO-E trial data.

Table 32. Summary of goodness-of-fit data for SoC and SoC + D for PFS (standard parametric
independent models)

SoC SoC +D
Exponential [ 5 [ 4 N 1 N 1
Weibull | 6 [ ] 6 ] 5 | 5
Log-normal N 2 N 1 [ ] 2 N 2
Log-logistic [ ] 3 [ ] 3 [ 3 N 3
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Gompertz [ ] 7 [ ]

Generalised Gamma | [ 1 [ ]

g

Gamma [ ] 4 [ ]

Source: Survival analysis conducted on DUO-E trial data.

Landmark and external validation

Extrapolated PFS data from the standard parametric models were compared to the landmark survival
probabilities (taken from advisor estimated landmarks in TA9632°, which was the only identified source
reporting PFS data for the dMMR population), as shown in Table 33 and Table 34, respectively.

Compared to the clinical advisor in TA963, the parametric models consistently underestimate the
expected PFS at five and ten years for the SoC arm, with the exception of the Generalised Gamma
extrapolation at 5 years.

For SoC + D, the survival expected for the intervention arm (of RUBY) was substantially higher than the
estimates predicted by parametric models fitted to SoC + D arm of the DUO-E trial. This suggests that the
parametric models may not adequately capture the expected potential for long-term PFS for those
patients who experience the most durable responses to treatment.

Table 33. Comparison of parametric models with advisor landmarks of the proportion of
patients who would be progression free in the dMMR population in the SoC arm

Median
Distribution Fe’ltisa 1;(Fe§1r Zg,fsr 3PYFeSr:1r 5|;(|:esar lOPl\gg’jlr
(months)

KM HE B = : : :
Q%VE';SYO_&[;NSECE /Ifrf]“? - . 23.00% | 15.00% | 9.00% 7.00%
Exponential I | L L [ I
Weibull [ [ ] [ [ || I
Log-normal - - - - - -
Log-logistic - - - - - -
Gompertz | | | | [ |
Generalised Gamma - - - - - -
Gamma L [ [ ] ] |

Source: Survival analysis conducted on DUO-E trial data.

Table 34. Comparison of parametric models with advisor landmarks of the proportion of
patients who would be progression free in the dMMR population in the SoC + D arm

Distribution Mgglsan 1 Year 2 Year 3 Year 5 Year 10 Year
PFS PFS BES BES RES
(months)
KM _ [ [ : : :
Advisor [NICE TA963;
RUBY-1; SoC + - - 60.00% 56.00% 46.00% 36.00%
Dostarlimab Arm]
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Exponential - - - - - -
Weibull ] [ ] [ ] | | |
Log-normal ] ] ] [ ] [ [
Log-logistic - - - - - -
Gompertz - - - - - -
Generalised Gamma - - - - - -
Gamma - - - - - -

Source: Survival analysis conducted on DUO-E trial data.

Alternative survival models

As the standard parametric models aligned poorly with the TA963 advisor predictions of PFS at landmark
timepoints, flexible spline approaches were explored (k = 1, 2, 3). NICE TSD 21 recommends spline
models as a flexible model type which may be appropriate for complex hazard functions which cannot be
captured using standard parametric models.°” TSD 21 highlights that the advent of immuno-therapy
treatments for oncology has resulted in an increase in the use of complex survival models, given the
potential for long-term survivors and a resulting complex hazard function.

Flexible models may facilitate an improved fit to the observed trial data from DUO-E, whilst
simultaneously providing long-term estimates of survival that are more aligned with the clinician’s
expectations. Splines allow the consideration of a more complex hazard function which changes over
time, where patients who experience the best responses to treatment will achieve long-term remission
and extended PFS.

The use of splines is also consistent with the Committee-preferred approach for PFS extrapolation in
TA963.%° Since the empirical hazards observed in the DUO-E trial demonstrated a decrease in hazard
over time, with the best-fitting parametric model being the log-normal model (Table 32), the normal scale
for flexible splines was considered the most suitable approach. Table 35 summarises the goodness of fit
for various flexible spline models.

Based on an analysis of the spline hazard functions versus the empirical hazard functions, the model with
three knots appeared to overfit the data in both trial arms, as presented in Figure 21 and Figure 22. This
is because the three knot splines predict that the proportion of patients who are progression-free
increases over certain time periods (e.g., from months 3 to 6). By definition, the survival probabilities must
remain equal or decreasing over time. Therefore, the 3 knot splines were considered implausible and
excluded from further consideration.
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Figure 21. Flexible spline model fits in the SoC arm (dMMR)

Source: Survival analysis conducted on DUO-E trial data.

Figure 22. Flexible spline model fits in the SoC + D arm (dMMR)

Source: Survival analysis conducted on DUO-E trial data.

Table 35. Summary of goodness of fit for flexible spline methods (dMMR)

SoC SoC +D
Knots AlIC BIC AlIC BIC
AlC Rank BIC Rank AlC Rank BIC Rank

1 knot (normal) [ ] 3 [ ] 2 [ ] 2 [ ] 1

2 knots (normal) N 1 N 1 N 3 N 3

3 knots (normal) [ ] 2 [ | 3 [ 1 [ ] 2

Source: Survival analysis conducted on DUO-E trial data.
As demonstrated in Table 35, the models with two knots for SoC and three knots for SoC + D provided
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the best statistical fit based on AIC and BIC. However, the models with one knot for SoC and two knots
for SoC + D provided a very similar statistical fit, but more closely matched the predicted estimates of

long-term survival from TA96320 (Table 36 and Table 37).

Table 36. Comparison of flexible spline models with advisor landmarks in SoC arm

Median 1 Year 2 Year 3 Year 5 Yar 10 Year
(months) | PFS PFS PFS PFS PFS
KM Il ] - - - -
;\g;v'ggfcl“/i'rfn? TAles KB ; ; 23.00% | 15.00% | 9.00% | 7.00%
1 knot (normal) | ] I ] ] [ ]
2 knots (normal) Il ] I ] ] I
3 knots (normal) || ] I ] ] I

Source: Survival analysis conducted on DUO-E trial data.

Table 37. Comparison of flexible spline models with advisor landmarks in SoC + D arm

Median 1 Year 2 Year 3 Year 5 Year 10 Year
(months) | PFS PFS PFS PFS PFS
KM || ] ] - - -
’fgz"ggrc[ﬂ'ggsg}ﬁrﬁbR/zﬁ]\](' - ; 60.00% | 56.00% | 46.00% | 36.00%
1 knot (normal) || ] ] ] ] ]
2 knots (normal) || ] ] ] ] [ ]
3 knots (normal) || ] ] ] ] ]

Source: Survival analysis conducted on DUO-E trial data.

Clinical validation

Clinical expert opinion was also sought from five clinicians to assess the clinical plausibility of long-term
survival data for PFS in SoC and SoC + D derived from both the standard and flexible survival analyses
at landmark survival endpoints.1® All clinicians agreed they would expect a proportion of patients to
achieve long-term remission post-treatment. They considered that models such as Weibull (with PFS

reaching <1% at 20 years) would be clinically implausible.

Several of the clinicians also highlighted that the PFS curves in both arms would begin to plateau at
approximately five years, with most progression events occurring before that time point. They noted that
they would expect very few EC-related events to occur between 10-20 years. All clinicians agreed that
the flexible spline models were most appropriate for modelling PFS in dMMR patients. Most clinicians

agreed that the two-knot and one-knot flexible spline models were the most representative models for the
SoC + D and SoC treatment arms, respectively. However, three clinicians highlighted that even the two-
knot extrapolation does not have a sufficient plateau in the tail, and that they would expect the proportion
PFS at year 20 to be more aligned to that at year five (~44%). As such, even the best fitting spline models
may underestimate the true long-term PFS that would be associated with SoC + D.
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Conclusions

Standard parametric models were explored, but were not considered to be clinically plausible when
compared to long-term expert predictions of PFS, and as such, were excluded from further consideration.
As such, flexible spline approaches were explored, to provide a more flexible fit to the observed trial data
and to offer an approach that potentially better reflected clinical opinion, whereby it was highlighted that a
proportion of patients would experience long-term periods of PFS.

Based on exploration of these flexible spline models, the three knot splines appeared to overfit the PFS
for SoC. Whilst the two knots for SoC and three knots for SoC + D provided the best statistical fit to the
observed trial data, there were also limitations associated with these extrapolations, given they did not
align with the predicted estimates of long-term survival from TA963, nor clinical expert opinion sought as
part of this appraisal.30 115

Therefore, the two-knot and one-knot flexible spline models were selected for the SoC + D and SoC
treatment arms in the base case, respectively, since these were associated with a very similar statistical
fit, but greater clinical plausibility in the long term. The fitted curves (adjusted for background mortality)
are shown in Figure 23.

Figure 23. dAMMR PFS base case fitted curves (flexible spline method) in SoC and SoC + D
treatment arms

Source: Survival analysis conducted on DUO-E trial data.

As part of the scenario analyses (Section B.3.11.3), the following were explored to demonstrate the
impact on the results:

e The two-knot spline model was used to model PFS for both SoC (where it represents the best fitting
curve based on AIC/BIC) and SoC + D (where the two-knot spline is the current base case)

e The one-knot spline model was used to model PFS for SoC + D (best fitting curve based on AIC/BIC
but underestimates clinical landmark) as well as SoC (were the one-knot spline is the current base
case)
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These alternative scenarios had a minimal impact on the ICER for SoC + D vs. SoC in patients with
dMMR newly diagnosed advanced or recurrent EC, indicating that the choice of PFS extrapolation should
not be considered to represent a source of uncertainty in this submission (Section B.3.11.3).

B.3.3.3.2. pMMR

A summary of the non-parametric results from the Investigator-assessed PFS for pMMR are presented in
Table 38 (previously presented in Section B.2.7.5.1). PFS data for the pMMR population was more
mature in the SoC arm (77.1%) compared with that in the SoC + D + O arm (56.5%) over the follow-up
period, with a median follow up of 12.8 months in the SoC arm and 15.2 months in the SoC + D + O arm.
Overall, the median PFS was 9.7 months in the SoC arm and 15.0 months in the SoC + D + O arm, with a
43% lower risk of a progression or death event than patients in the SoC arm (HR: 0.57; 95% CI: 0.44,
0.73).

Table 38. Non-parametric results for PFS for pMMR

Treatment arm (N) SoC SoC+D+0O
(N=192) (N=191)

Maturity (%) — n/N 77.1% (148/192) 56.5% (108/191)

Duration of follow up (months) — 12.8 (0.0, 31.6) 15.2 (0.0, 31.7)

median (range)

Median (95% CI) (months) 9.7 (9.2,10.1) 15.0 (12.4, 18.0)

RMST (months) (95% ClI) 11.9 (10.7, 13.0) 16.2 (14.7, 17.8)

Diagnostic assessment

The output of the statistical tests to assess PH assumptions are presented in Appendix N and imply that
the PH assumption may be rejected, given that the two curves cross in the log cumulative hazard plot and
that the Schoenfeld residuals show that beta(t) is not constant over time.

Visual and statistical fit

Standard parametric models fitted to PFS for SoC and SoC + D + O are shown in Figure 24 and Figure
25. Table 39 summarises the AIC and BIC values for each extrapolation, with the lowest three scores
shaded in blue. For the SoC arm, the Weibull and log-logistic extrapolations provided the best statistical
fit, based on AIC/BIC. However, the Weibull extrapolation was not considered appropriate as the hazard
increases monotonically over time, which does not align with the observed (decreasing) hazards for PFS.
Accordingly, the Weibull curve was expected to overestimate the rate of progression and underestimate
the PFS benefit post-treatment (Appendix N). For the SoC + D + O arm, the log-logistic and gamma
extrapolations provided the best statistical fit based on AIC/BIC.
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Figure 24. Standard parametric survival analysis for PFS in the pMMR SoC arm

Source: Survival analysis conducted on DUO-E trial data.

Figure 25. Standard parametric survival analysis for PFS in the pMMR in the SoC + D + O arm

Source: Survival analysis conducted on DUO-E trial data.

Table 39. Summary of goodness-of-fit data for SoC and SoC + D + O for PFS pMMR (standard
parametric independent models)

SoC SoC+D+0O
Distribution
AC | gank | B | mank | A€ | rank | B'C | mank

Exponential [ ] 7 [ ] 7 N 4 [ | 1
Weibull [ 1 [ 1 [ 3 [ ] 4
Log-normal ] 6 ] 6 [ ] 7 [ ] 7
Log-logistic [ 3 [ 2 N 1 N 2
Gompertz [ 5 [ 5 [ ] 6 [ | 5
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| 4 | 1N

Gamma

Source: Survival analysis conducted on DUO-E trial data.

Landmark and external validation

The percentage of PF patients at landmark timepoints for each of the standard parametric models is
presented in Table 40 (SoC) and Table 41 (SoC + D + O). There are no landmark survival probabilities
available from the literature for PFS in patients with newly diagnosed advanced or recurrent EC that is
pPMMR; therefore, it was not possible to compare the standard parametric models with landmark
timepoints from other sources as per the dMMR population. Selection of clinically plausible extrapolations
was therefore supported by clinical expert opinion, as detailed further below.

Table 40. Comparison of parametric models of the proportion of patients who would be
progression free at landmark timepoints in the pMMR population in the SoC arm

Median
s | e | Zyewr | Syer | syem | d0ve
(months)
KM || I | - : -
Exponential ] ] I | H |
Weibull H || [ | || || |
Log-normal ] ] I | H |
Log-logistic ] ] [ ] | H |
Gompertz - - - - - -
Generalised Gamma [ ] [ ] [ ] ] I H
Gamma - - - - - -

Source: Survival analysis conducted on DUO-E trial data.

Table 41. Comparison of parametric models of the proportion of patients who would be
progression free at landmark timepoints in the pMMR population in the SoC + D + O arm

"ors | tyew | Zyew | svea | syear | 10¥eu
(months)
KM ] || | - - -
Exponential ] I ] [ ] ] H
Weibull I ] I [ ] n H
Log-normal - - - - - -
Log-logistic H I ] [ ] L H
Gompertz - - - - - -
Generalised Gamma - - - - - -
Gamma ] ] I [ ] ] |

Source: Survival analysis conducted on DUO-E trial data.
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Alternative survival models

Consistent with the approach taken for the dMMR population, spline models were also explored in the
pPMMR population but have not been presented here. Whilst there may be some patients who achieve
long term remission, there remains uncertainty over the long-term outcomes in the pMMR population.
Furthermore, standard parametric models provided a reasonable fit to the trial data, so this more
conservative approach was taken.

Clinical validation

As with the dMMR population, clinical input was also sought from five clinicians to assess the long-term
survival data for PFS in SoC and SoC + D + O derived from the standard survival analyses.!'% In the SoC
arm, clinicians stated that the log-normal and log-logistic extrapolations were most plausible. While the
Weibull extrapolation provided a good statistical fit to the data, the clinicians did not consider the Weibull
to be clinically plausible. With a predicted PFS of 0% at 5 years, the Weibull was considered to be too
pessimistic, with the clinicians expecting at least some patients to achieve long-term remission.

In the SoC + D + O arm, many clinicians felt that the log-logistic extrapolation was most plausible, whilst
the remaining clinicians preferred either the log-normal or Weibull extrapolation. Aligned with clinician
input received for the dMMR group, clinicians highlighted that they would expect that a proportion of
patients (ranging from 0-10%) would experience long-term remission, and that EC-related events would
be rare after 10 years.

Conclusions

Given that there was no significant plateau in survival in the DUO-E trial for SoC + D + O in the pMMR
population, there was limited justification for the use of a more flexible modelling approach such as spline
models. Therefore, simpler, standard parametric models were deemed suitable for the extrapolation of
PFS in the pMMR population. Of these parametric models, the Weibull extrapolation provided the best
statistical fit to the observed data; however, clinicians indicated that the Weibull was too pessimistic with
respect to long-term estimates of PFS. The clinicians considered that the log-normal and log-logistic
extrapolations were more plausible, when considering the proportion of patients who would be expected
to experience long-term remission.

Of these two models, the log-normal was associated with improved statistical fit compared to the log-
logistic, however, the log-logistic model was selected as the base case extrapolation in the economic
model for both treatment arms based on clinical expert opinion. The fitted curves (adjusted for
background mortality) are shown in Figure 26.
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Figure 26. pMMR PFS base case fitted curves for SoC and SoC + D + O treatment arms

Source: Survival analysis conducted on DUO-E trial data.

In a scenario analysis, the log-normal extrapolation (which was considered an alternative, clinically
plausible option by clinicians) was used to model PFS for both SoC and SoC + D + O. As detailed in
Section B.3.11.3, this scenario had a minimal impact on the overall ICER, indicating that the choice of
PFS extrapolation for the pMMR population should not be considered to represent a major source of

uncertainty in this submission.

B.3.3.4 Overall survival

B.3.3.4.1. dMMR

A summary of the non-parametric results from the OS are presented in Table 42 (previously presented in
Section B.2.7.3.2). OS data for the dMMR population was more mature in the SoC arm (36.7%) than in
the SoC + D arm (15.2%) over the follow-up period, with a median follow up of 18.4 months in the SoC
arm and 19.1 months in the SoC + D arm. The median OS was not reached in the SoC + D arm and was
23.7 months in the SoC arm. Although the OS data were relatively immature, at DCO1, there was a
numerical improvement in OS for SoC + D versus SoC (HR 0.34; 95% CI, 0.13, 0.79).

Table 42. Non-parametric results for OS for dAMMR

Treatment arm (N)

SoC
(N=49)

SoC +D
(N=46)

Maturity (%) — n/N

36.7% (18/49)

15.2% (7/46)

Duration of follow up (months) —
median (range)

18.4 (2.4, 28.8)

19.1 (6.7, 31.9)

Median (95% CI) (months)

23.7 (16.9, NR)

NR

RMST (months) (95% CI)

20.7 (17.8, 23.7)

25.7 (23.5, 27.9)

Diagnostic assessment
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An assessment of whether the PH assumption would hold between the SoC and SoC + D treatment arms
within the dMMR subgroup is presented in Appendix N. The results imply that the PH assumption may be
rejected, supporting the use of independent models for both treatment arms.

Visual and statistical fit

Standard parametric models fitted to OS for SoC and SoC + D are shown in Figure 27 and Figure 28.
Table 43 summarises the AIC and BIC values for each extrapolation, with the lowest three scores shaded
in blue. Based on these results, it was observed that the AIC and BIC values for all curves were within
two and five points of each other, indicating that statistical fit alone could not be used to determine the
best fitting curve. Nevertheless, the exponential extrapolation was rejected, as this model (which
assumed constant hazards over time) did not reflect the decreasing hazards over time in the observed
data from the DUO-E trial (Appendix N).

Figure 27. Standard parametric survival analysis for OS in the dMMR SoC arm

Source: Survival analysis conducted on DUO-E trial data.
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Figure 28. Standard parametric survival analysis for OS in the dMMR in the SoC + D arm

Source: Survival analysis conducted on DUO-E trial data.

Table 43. Summary of goodness-of-fit data for SoC and SoC + D for OS (standard parametric
independent models)

SoC SoC +D
Distribution
AIC | gank | BC | mank | A€ | Rank | BC | mank

Exponential [ [ 1 [ | 1 [ |

Weibull [ ] 6 [ ] 5 [ 2 [ 2
Log-normal N 1 N 2 [ ] 5 [ ] 6
Log-logistic [ | 4 [ 3 [ | 2 [ | 4
Gompertz [ ] 7 [ ] 6 [ | 5 [ | 4
Generalised Gamma N 3 N 7 [ ] 7 [ ] 7
Gamma N 5 N 4 [ ] 2 [ ] 2

Landmark and external validation

Extrapolated OS data from the standard parametric models were compared to advisor-estimated
landmark survival probabilities for both SoC and SoC + D, provided as part of TA963,%° as presented in
Table 44 and Table 45, respectively.

Additionally, the extrapolated OS data for SoC was compared to the findings of the Phase 3 NRG
Oncology/GOG0209 trial (Miller et al.28) for front-line therapy in advanced or recurrent EC patients (Table
44). From this trial, the carboplatin + paclitaxel trial arm was deemed the most suitable proxy to the DUO-
E trial SoC comparator. The GOG0209 trial reported OS projections over ~14 years, with a median follow
up of 124 months (~10 years).

Finally, extrapolated OS data for the SoC arm was compared to landmark OS outcomes reported by
Chase et al. (2023).121 This study documented the outcomes of primary advanced or recurrent EC
patients by MMR status in the United States (US), including OS. However, it should be noted that there is
some uncertainty regarding the appropriateness of this source as a proxy for the SoC arm in this
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submission, given that the study does not specify the distributions of treatments that were received
beyond reporting that carboplatin + paclitaxel was the most frequently used therapy.

Based on the comparison of the parametric models with landmark estimates, the generalised gamma
overestimated survival at all timepoints for SoC. The log-normal and log-logistic generally aligned with the
published estimates of survival, but marginally underestimated OS at 10 years. All other models
underestimated OS for SoC at 5 and 10 years. For SoC + D, the log-normal and log-logistic appeared to
align most closely with the expert estimates at all timepoints, particularly at 10 years.

Table 44. Comparison of OS parametric models with landmark estimates of the proportion of
patients who would be alive in the dMMR population in the SoC arm

Distribution Median OS | 1 Year | 2 Year | 3Year | 5 Year Yle(;r
(months) (O] (O] (O] (O] oS
KM | H N - - -
édvisor [NICE TA963; RUBY-139; i i 58.0% 46.0% 30.0% 17.0%
oC Arm]
Miller et al. (2020)38 20.4 71.3% 46.1% 35.3% 26.4% 19.5%
Chase et al. (2023)12! 40.5 75.0% 58.0% 52.0% NR NR
Exponential [ [ | [ | [ | [ | [ |
Weibull [ | N N N N [ ]
Log-normal [ | N N N N N
Log-logistic [ [ | [ ] [ ] [ ] [ ]
Gompertz || Il B B H H
Generalised Gamma [ [ | [ ] [ ] [ ] [ |
Gamma || Il B B B H

Source: Survival analysis conducted on DUO-E trial data.

Table 45. Comparison of OS parametric models with landmark estimates of the proportion of
patients who would be alive in the dMMR population in the SoC + D arm

Distribution Median OS | 1 Year | 2 Year | 3Year | 5Year Yle?;lr
(months) oS oS oS oS oS
KM NR [ [ - - -

Advisor [NICE TA963; RUBY-130;

- - 0 0 0 0
SoC + Dostarlimab Arm] 82.0% 76.0% 67.0% 53.0%

Exponential . - - - - -
Weibull B HN BN BN BE
Log-normal ] [ ] I I I
Log-logistic . - - - - -
Gompertz . - - - - -
Generalised Gamma [ ] [ [ ] I I
Gamma . - - - - -

Source: Survival analysis conducted on DUO-E trial data.
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Alternative survival models

Flexible splines were not considered in the analysis for OS, due an insufficient number of events to inform
the analysis and the declining risk of death over 3 to 5 years.

Clinical validation

Clinical expert opinion was sought from five clinicians to assess the long-term survival data for OS in SoC
and SoC + D derived from the standard survival analyses. Of the clinicians consulted, several considered
that a log-normal extrapolation would be most appropriate for both the SoC and SoC + D arms. However,
there were two clinicians who felt that the exponential extrapolation was most plausible for the SoC arm
rather than the log-normal extrapolation (although this was challenged by another clinician, given the
steep decline in OS between years 10 and 20). Meanwhile, there were two clinicians who expressed
uncertainty about the most appropriate extrapolation for the SoC + D arm, and in fact suggested that a
mid-point between the log-normal and exponential extrapolations at the 20-year timepoint would be more
appropriate.

Conclusions

Overall, all models were associated with a broadly similar statistical fits. Therefore, the selection of OS
extrapolations was primarily driven by clinical experts, who indicated that the log-normal extrapolation
would be the most appropriate and clinically plausible option for both arms. The log-normal also broadly
aligned with the advisor estimates of long-term survival as part of TA963. Whilst the clinicians also
indicated that the exponential model would be a viable alternative, the exponential was rejected based on
the clinically implausible assumption of a constant hazard of death over time. The final models (adjusted
for background mortality) are presented in Figure 29.

Figure 29. dMMR OS base case fitted curves for SoC and SoC + D treatment arms

Source: Survival analysis conducted on DUO-E trial* data and adjusted for background mortality (National life tables:
UK, 2024).19

As part of the scenario analyses, the use of gamma and log-logistic extrapolations to model OS for both
SoC and SoC + D were explored for patients with newly diagnosed advanced or recurrent EC that is
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dMMR. Overall, these scenarios had a minimal impact on the overall ICER as presented in Section
B.3.11.3.

B.3.3.4.2. pMMR

A summary of the non-parametric results for OS in the pMMR population are presented in Table 46
(previously presented in Section B.2.7.5.2). OS data for the pMMR population was more mature in the
SoC arm (33.3%) than in the SoC + D + O arm (24.1%) over the follow-up period, with a median follow up
of 18.6 months in the SoC arm and 18.4 months in the SoC + D + O arm. The median OS was not
reached in the SoC + D + O arm and was 25.9 months in the SoC arm. Whilst the OS data were relatively
immature, there was a numerical improvement in OS for SoC + D + O versus SoC in the pMMR
population (HR; 0.69; 95% ClI, 0.47, 1.00).

Table 46. Non-parametric results for OS for pMMR

Treatment arm (N) SoC SoC+D+0O
(N=192) (N=191)
Maturity (%) — n/N 33.3% (64/192) 24.1% (46/191)
Duration of follow up (months) — median (range) 18.6 (0.5, 32.9) 18.4 (3.0, 33.4)
Median (95% CI) (months) 25.9 (24.1, NR) NR
RMST (months) (95% CI) 24.0 (22.3, 25.7) 26.6 (25.0, 28.1)

Diagnostic assessment

An assessment of whether the PH assumption would hold between the SoC and SoC + D + O treatment
arms within the pMMR subgroup is presented in Appendix N. The output of these tests imply that the PH
assumption may hold; however, as discussed previously, based on the distinct mechanisms of actions
between SoC + D + O and SoC, the use of independent extrapolations was considered to be the most
appropriate approach for the base case analysis.

Visual and statistical fit

Standard parametric models fitted to OS for SoC and SoC + D are shown in Figure 30 and Figure 31.
Table 47 summarises the AIC and BIC values for each extrapolation, with the lowest three scores shaded
in blue. Given that the exponential model assumed a constant hazard of death over time, it was excluded
from further consideration. All other curves had similar statistical fits apart from the log-normal
extrapolation, meaning that statistical fit alone did not support the selection of the most appropriate
extrapolation.
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Figure 30. Standard parametric survival analysis for OS in the pMMR SoC arm

Source: Survival analysis conducted on DUO-E trial data.

Figure 31. Standard parametric survival analysis for OS in the pMMR in the SoC + D + O arm

Source: Survival analysis conducted on DUO-E trial data.

Table 47. Summary of goodness-of-fit data for SoC and SoC + D + O for OS (standard
parametric independent models)

SoC SoC+D+0O
Distribution AlC BIC AlC BIC
— Rank Bl Rank = Rank Bl Rank
Exponential [ ] 3 [ ] 1 [ ] 5 [ 1
Weibull [ ] 2 [ ] 3 [ 1 [ 2
Log-normal [ 7 [ 7 N 7 N 6
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Log-logistic [ ] 6 [ ] 5 [ | 2 [ ] 3
Gompertz [ ] 1 [ ] 2 [ | 4 [ | 5
Generalised Gamma | [l 5 [ ] 6 [ | 6 [ | 7
Gamma [ ] 3 [ ] 4 [ | 2 [ ] 3

Source: Survival analysis conducted on DUO-E trial data.

Landmark and external validation

Extrapolated OS data from the standard parametric models were compared to the landmark OS
outcomes for SoC from the Phase 3 NRG Oncology/GOG0209 trial (Miller et al.)3® and OS outcomes
reported by Chase et al. (2023)!?! (Table 48).

As previously noted, the goodness-of-fit statistics are similar for several parametric models. However, the
log-logistic model provided the most clinically plausible long-term survival projections, given they were
consistent with the external evidence from the Miller et al. study, which showed that a proportion of
patients could achieve long-term survival, with OS curves extending to 10 years of follow-up. The log-
logistic model was also associated with a plausible hazards profile over time and provided a good
statistical fit based on AIC/BIC. For SoC + D + O, there is no available literature to support a comparison
of the extrapolations with landmark OS outcomes, but the projections from the standard parametric
curves at the landmark timepoints are presented in Table 49 for completeness.

Table 48. Comparison of parametric models with landmarks and NRG Oncology/GOG0209 of
the proportion of patients who would be alive in the pMMR population in the SoC arm

Distribution M%jéan 1 (\gesar 2 (\;(;ar & (\gesar 5 (\ggar logsear
(months)
KM || H || - - -
Miller et al. (2020)38 204 71.3% 46.1% 35.3% 26.4% 19.5%
Chase et al. (2023)12! 29.5 78.0% 57.0% 43.0% NR NR
Exponential [ | [ N N N [ ]
Weibull [ | [ ] [ | [ ] [ ] [
Log-normal [ ] N [ ] [ ] [ ] [
Log-logistic [ | [ ] [ | [ | [ ] [ ]
Gompertz | | | | | |
Generalised Gamma [ | [ N [ [ ] [ |
Gamma | | || | || |

Source: Survival analysis conducted on DUO-E trial data.

Table 49. Comparison of parametric models with landmarks of the proportion of patients who
would be alive in the pMMR population in the SoC + D + O arm

Median
L . 1 Year 2 Year 3 Year 5 Year 10 Year
Distribution (OS] oS oS oS 0S oS
(months)
KM ] (] [ - : :
Exponential || I [ ] [ ] [ I
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Weibull | I I [ [ H
Log-normal | ] I ] [ ] L]
Log-logistic | ] I [ ] [ |
Gompertz l - - - - -
Generalised Gamma l - - - - -
Gamma l - - - - -

Source: Survival analysis conducted on DUO-E trial data.

Alternative survival models

Flexible spline models were not considered in the analysis for OS due an insufficient number of events to
inform the analysis and the declining risk of death over 3 to 5 years.

Clinical validation

Clinical expert opinion was sought from five clinicians to assess the long-term survival data for OS for
patients receiving SoC or SoC + D + O derived from the standard survival analyses and landmark survival
endpoints. In both treatment arms, most clinicians favoured the log-logistic curve, whilst the remaining
clinicians favoured Weibull or log-normal. Most clinicians considered that at least some patients would
remain alive at 20 years, and therefore that the Weibull curve was too pessimistic.

Conclusions

Overall, the log-logistic model was chosen for the base case analysis for both SoC and SoC + D + O. As
highlighted above, this is because this model not only fits well according to AIC statistics, but also aligns
with the clinical expectation of reducing hazards over time. Finally, the log-logistic model provides a more
clinically plausible long-term survival projection according to clinical experts consulted and evidence from
the Miller et al. study, which showed that a proportion of patients could achieve long-term survival, with
OS curves extending to 10 years of follow-up. The final models (adjusted for background mortality) are
shown in Figure 32.

Figure 32. pMMR OS base case fitted curves for SoC and SoC + D + O treatment arms

Source: Survival analysis conducted on DUO-E trial data.
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As part of the scenario analyses, the following alternative approaches were explored to assess the impact
on the cost-effectiveness results for SoC + D + O versus SoC in patients with newly diagnosed advanced
or recurrent EC that is pMMR:

e The use of the gamma extrapolation to model OS for both SoC and SoC + D + O (based on
goodness-of-fit statistics)

e The use of the log-normal extrapolation to model OS for both SoC and SoC + D + O (based on
goodness-of-fit statistics, comparison to landmark survival timepoints and clinical validation)

Overall, these scenarios both resulted in a lower ICERs compared with the base case analysis (Section
B.3.11.3), implying the OS extrapolation for SoC + D + O selected in the base case is more conservative
than alternative, clinically plausible, survival models.

B.3.3.5 Time to discontinuation of treatment (TDT)

TDT from the DUO-E trial (DCO1 12 April 2023) was used to calculate treatment acquisition costs of SoC
(for the first six cycles) and SoC + D and SoC + D + O across the model time horizon. This approach was
applied to ensure the model accurately captures both the initial costs of SoC from the observed trial data
and the long-term acquisition cost of durvalumab and olaparib, as predicted by the respective parametric
extrapolations.

For SoC, a simplified approach was considered to estimate the treatment duration by utilising the
observed DUO-E trial data based on the frequency and distribution of SoC cycles administered to
patients across all three trial arms. To estimate the average SoC treatment duration per patient, the total
number of patients treated, as well as the individual number of treatment cycles received and reported
per patient were considered. The observed data were aggregated to calculate the mean number of cycles
of SoC administered for each treatment arm (the mean number of weekly carboplatin and paclitaxel
cycles across treatment arms in the dMMR population and pMMR population are presented in Table 66
and Table 67, respectively). This provides a measure of the average treatment duration per patient to
reflect the typical exposure to SoC.

For durvalumab and olaparib, extrapolation of TDT data was required as patients remained on treatment
at the latest DCO in DUO-E. Selection of the most appropriate extrapolations is detailed below. A cap is
applied to all extrapolations to ensure TDT does not exceed PFS at any given point (Section B.3.3.5).

Notably, the DUO-E trial did not impose a maximum duration of treatment with durvalumab or olaparib.
However, clinician feedback indicates patients would be expected to discontinue treatment within five
years, and for those who experience durable responses to treatment, clinicians would start to have
discussions with them after one to three years about the potential discontinuation of treatment.1%5

Clinicians and patients are motivated to discontinue treatment for a number of reasons. There is a
growing body of evidence and clinical experience suggesting that the benefits of immunotherapy and
PARP inhibitors are fully realised within a shorter treatment duration, and prolonged treatment does not
result in additional clinical benefit. Johnson et al. (2022) highlight that patients who develop durable
responses to immune checkpoint inhibitors seem to develop “immunological memory”, potentially
explaining why the extended therapeutic effects of immune checkpoint inhibitors far surpass their
pharmacokinetic half-life.122

While there is a paucity of evidence in EC specifically, the optimum duration of immune checkpoint
inhibitor treatment has been extensively discussed more broadly in the published literature. One of the
largest studies was conducted by Bogoni et al. (2023).122 This meta-analysis included 57 studies and
22,977 patients, investigating the differences in PFS and OS for patients treated with immune checkpoint
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inhibitors for two years, or until disease progression. Across a range of indications including NSCLC,
RCC, HNSCC, UC and SCLC, the study found no evidence to suggest that prolonged ICI treatment
resulted in improved PFS or OS, compared to 2-year ICI treatment. The only indication where extended
treatment resulted in additional benefits was melanoma. Similarly, Yin et al. (2022)124 recommend that
discontinuation of immune checkpoint inhibitors should be considered after two years across a range of
solid tumour types, including NSCLC, renal and colorectal cancer.

Considering EC specifically, as previously detailed throughout Section B.3.3.2, clinicians highlighted that
they would expect a proportion of patients to achieve long-term remission post-treatment. The clinicians
suggested that PFS curves in both the SoC + D and SoC + D + O arms would begin to plateau at five
years. They indicated most progression events would occur before that time point and subsequent EC-
related PFS events would be unlikely. This suggests further treatment beyond 5 years would be
associated with limited clinical benefit.115

There are also concerns about the cumulative toxicity associated with long-term treatment with immuno-
therapies and PARP inhibitors, as well as the burden that continued treatment has on patients. Clinicians
particularly highlighted a reluctance towards long-term treatment with olaparib, due to concerns about
AML associated with prolonged exposure. The clinicians estimated most patients would discontinue
olaparib after two to three years, and all patients would discontinue treatment by five years.15

Based on this feedback, it is clinically implausible to assume that patients who achieve long-term
remission will remain on treatment for the entirety of the modelled time horizon. Therefore, it is necessary
to consider a timepoint at which all patients will be assumed to discontinue treatment with durvalumab
and olaparib. Assuming a fixed duration of treatment is aligned with the trials for previous first-line
advanced or recurrent EC studies for immunotherapies, including RUBY-I for dostarlimab with platinum-
based chemotherapy?® (maximum three year treatment duration) and NRG-GY018 for pembrolizumab
(maximum two year treatment duration).12°

As a conservative assumption, any patients remaining on treatment with durvalumab and olaparib after
three years are assumed to discontinue treatment. This aligns with the DUO-E trial, where, at the time of
the latest DCO (12 April 2023), no patients had received treatment for longer than three years. Similarly,
an assumption of three years of treatment is aligned with the RUBY-I trial for dostarlimab, and the
economic model which was accepted as part of NICE TA963. Based on the clinician feedback, this may
potentially represent a conservative assumption, given that it is likely that most patients would discontinue
treatment with durvalumab and olaparib before this timepoint.

The uncertainty surrounding treatment duration has been explored further through scenario analyses of
maximum treatment duration of two years and five years, as presented in Section B.3.11.3. In the dMMR
patient population, these scenarios have a limited impact on the ICER, indicating that this assumption
does not represent a major driver of the economic results. The impact of this assumption is more notable
in the pMMR patient population. However, it is likely that the assumption of three years of treatment is
particularly conservative in the pMMR patient population, due to the additional toxicity concerns related to
olaparib, and the risk of AML. For example, in the PAOLA-1 trial for olaparib as a first-line maintenance
treatment for ovarian cancer, patients were given olaparib for a maximum treatment duration of 24
months.8 Many patients are likely to discontinue treatment with olaparib after two years, suggesting that
the maximum treatment duration with durvalumab and olaparib is likely to lie between two and three
years, and that the base case may be conservative.
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B.3.3.5.1. dMMR

The non-parametric results from the TDT are presented in Table 50. TDT data for the dMMR population
was [l mature in the SoC + D arm over the follow-up period, with a median time on treatment of [}
months in the SoC + D arm.

Table 50. Non-parametric results for TDT for dMMR

Treatment arm (N) SoC+D
(N=46)

Maturity (%) — n/N

I
Median (95% CI) (months) [ ]
I

RMST (months) (95% ClI)

Diagnostic assessment

Several statistical tests were conducted, as presented in Appendix N. The log cumulative hazards plot
implies a constant increase in the hazard for treatment discontinuation for durvalumab as part of the SoC
+ D regimen for patients with dMMR EC over time.

Visual and statistical fit

Table 51 summarises the AIC and BIC values for each extrapolation, with the lowest three scores shaded
in blue. The gamma extrapolation had the lowest AIC and BIC values, with Weibull and log-logistic having
a similarly low AIC/BIC within one point of the gamma extrapolation. The log-normal and generalised
gamma extrapolations all had AIC/BIC values within two and five points!?é: 127 of the gamma
extrapolations, suggesting that all of the best fitting extrapolations provide a similar fit to the observed
data from the DUO-E trial.

The visual fit of the standard parametric models fitted to TDT for SoC + D is presented in Figure 33. As
previously detailed, the model assumes that all patients remaining on treatment after three years will
discontinue treatment, in line with clinical expert feedback. Therefore, while lifetime extrapolations are
provided in Figure 33 for completeness, the proportion of patients remaining on treatment is set to 0% for
each of the extrapolations in the economic model.
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Figure 33. Standard parametric survival analysis for TDT in the dMMR in the SoC + D arm

Source: Survival analysis conducted on DUO-E trial data.

Table 51. Summary of goodness-of-fit data for SoC + D for TDT (standard parametric
independent models) in dMMR

Distribution 0C D
AIC AIC Rank BIC BIC rank

Exponential [ ] 7 [ ] 7
Weibull [ ] 2 [ 2
Log-normal [ 4 [ ] 4
Log-logistic [ ] 3 [ 3
Gompertz [ ] 6 [ ] 6
Generalised Gamma [ ] 4 [ ] 5
Gamma [ ] 1 [ 1

Source: Survival analysis conducted on DUO-E trial data.

Landmark timepoints

Table 52 presents extrapolated TDT data for durvalumab in SoC + D at landmark timepoints up to three
years. After three years, all patients were assumed to discontinue treatment.

Table 52. Comparison of parametric models with landmarks of the proportion of patients who
remain on SoC + D in dMMR population

Distribution Median (months) | 1 Year TDT | 2 Year TDT | 3 Year TDT
KM H || | | -
Exponential [ | [ [ [
Weibull [ ] [ [ | [ |
Log-normal [ | B B B
Log-logistic [ ] [ | [ | [ |
Gompertz [ | B B B
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Generalised Gamma [ ]

Gamma [ |

Source: Survival analysis conducted on DUO-E trial data.

Alternative survival models

Flexible splines were not considered in the analysis for TDT, as standard parametric models capture the
more accurately the trend in discontinuation where a plateau is not anticipated as all patients will
eventually discontinue treatment before the model horizon.

Clinical validation

An external validation was conducted with five clinicians to assess the plausibility of the TDT curves for
SoC + D. Most clinicians stated that patients would begin to discontinue treatment between years one
and three, and that the vast majority of patients would be off treatment by five years (estimates ranged
from 0% to 5% remaining on treatment at that time point). The clinicians highlighted that the benefits of
treatment would likely be fully realised within a shorter treatment duration, while longer-term treatment is
associated with cumulative toxicity concerns.

Conclusions

As the economic model assumes that after three years all patients discontinue treatment with SoC + D,
statistical fit to the observed TDT KM data from DUO-E represents the most important consideration. As
such, the gamma extrapolation, which provides the best statistical fit, was chosen as the base case
model for SoC + D, as shown in Figure 34. Compared to the extrapolation presented in Figure 34, all
patients remaining on treatment after three years are assumed to discontinue treatment.

Figure 34. AMMR TDT base case fitted standard parametric curve for SoC + D arm

Source: Survival analysis conducted on DUO-E trial data.
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As part of the scenario analyses, the following were explored to assess the impact on the results (Section
B.3.11.3):

e Assuming a maximum treatment duration of two years and using a gamma curve (base case
selection) to model TDT until year two. The choice of three years as a maximum treatment duration
may be conservative, as many patients are likely to discontinue treatment before this timepoint — for
example, the NRG-GY018 trial assumes a maximum treatment duration of two years for treatment
with pembrolizumab. This scenario explores the impact of that assumption.

e Assuming a maximum treatment duration of five years and using a gamma curve (base case
selection) to model TDT until year three. Thereafter, an exponential curve is used to model a drop-off
between years three and five, until 0% of patients remain on treatment at Year 5. Based on clinical
expert feedback, this is likely to represent an extreme scenario, with most patients discontinuing
treatment between one and three years due to concerns around patient burden and cumulative
toxicity for limited additional clinical benefit

These scenarios had a minimal impact on the overall ICER as presented in Section B.3.11.3, suggesting
that the model is relatively insensitive to the maximum treatment duration for durvalumab for patients
receiving SoC + D. A larger difference was observed when changing the maximum treatment duration
from three to two years; as the majority of patients are expected to discontinue treatment by two years,
then there is rationale to suggest that the base case economic analysis may be conservative, and the true
ICER may lie closer to the results of the 2-year treatment duration scenario.

B.3.3.5.2. pMMR

Patients in the pMMR population can discontinue either olaparib or durvalumab, whilst continuing the
other. The TDT analysis for each is presented below.

pPMMR - durvalumab in SoC+D + O

The non-parametric results from the TDT are presented in Table 53. TDT data for durvalumab in the
pMMR population was ] mature in the SoC + D + O arm over the follow-up period. The median time
on treatment in the SoC + D + O arm was ||

Table 53. Non-parametric results for TDT for durvalumab in pMMR

Treatment arm (N) SoC+D+0O
(N=191)

Maturity (%) — n/N

I
Median (95% CI) (months) ]
I

RMST (months) (95% CI)

Diagnostic assessment

Several statistical tests were conducted, as presented in Appendix N. The log cumulative hazards plot
implies a constant increase in hazards for treatment discontinuation for durvalumab as part of SoC + D +
O for patients with pMMR EC over time.
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Visual and statistical fit

Figure 35 presents the standard parametric models fitted to TDT data for durvalumab in SoC + D + O,
whilst Table 54 summarises the AIC and BIC values for each extrapolation, with the lowest three scores
shaded in blue.

As the exponential assumes that the hazard of treatment discontinuation remains constant over time, it
was excluded from consideration as clinically implausible when compared to the log-cumulative hazards
plot presented in Appendix N. Of the remaining extrapolations, the log-logistic and Gompertz provided the
best fit to the observed data.

The model considers a maximum treatment duration of three years in the base case, after which time all
patients are assumed to discontinue treatment. Therefore, while lifetime extrapolations are shown in
Figure 35 for completeness, parametric curves are only applied until Year 3 of the model in the base case
economic analysis.

Figure 35. Standard parametric survival analysis for TDT of durvalumab in SoC + D + O arm
(PMMR)

Source: Survival analysis conducted on DUO-E trial data.

Table 54. Summary of goodness-of-fit data for durvalumab TDT in SoC + D + O (standard
parametric independent models) in pMMR

SoC+D+0O

Distribution
AIC Rank

oo
o)

BIC Rank

Exponential 1 1

Weibull

Log-normal

Log-logistic

Gompertz

Generalised Gamma

ERRRRRNG
@]
ArlO|IWIN|IN|>
ArlO|lWIN|IN|>

Gamma

Source: Survival analysis conducted on DUO-E trial data.

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 125 of 198



Landmark timepoints

Table 55 presents extrapolated TDT for durvalumab in SoC + D + O from the standard parametric curves
at landmark timepoints.

Table 55. Comparison of parametric models with landmarks of the proportion of patients who
remain on SoC + D + O in pMMR population

Distribution Median (months) | 1 Year TDT | 2 Year TDT | 3 Year TDT
KM | || || -
Exponential [ | B [ ] [ ]
Weibull [ | B B B
Log-normal [ | [ B B
Log-logistic [ | B B B
Gompertz [ | B B B
Generalised Gamma [ | B [ ] [ ]
Gamma [ | B B B

Source: Survival analysis conducted on DUO-E trial data.

Alternative survival models

Flexible splines were not considered in the analysis for TDT, as standard parametric models capture the
trend in discontinuation where a plateau is not anticipated as all patients will eventually discontinue
treatment over the model horizon.

Clinical validation

As previously detailed above, clinicians highlighted that patients would begin to discontinue treatment
between years one and three, and that the vast majority of patients would be off treatment by five years
(estimates ranged from 0% to 5% remaining on treatment at that time point). The clinicians highlighted
that the benefits of treatment would likely be fully realised within a shorter treatment duration, while
longer-term treatment is associated with cumulative toxicity concerns.

pMMR - olaparib in SoC+D + O

The non-parametric results from the TDT are presented in Table 56. TDT data for olaparib in the pMMR
population reached - maturity in the SoC + D + O arm over the follow-up period. Overall, patients
remained on treatment with olaparib for Jimonths. The median time from randomisation to the initiation
of olaparib was 137 days (19.6 weeks), and the maintenance phase begins at 18 weeks in the model
(where olaparib is initiated in [JJJl|] of patients and durvalumab is administered every 4 weeks).

Table 56. Non-parametric results for TDT for olaparib in pMMR

Treatment arm (N) SoC+D+0O
(N=151)

Maturity (%) — n/N

I
Median (95% CI) (months) ]
I

RMST (months) (95% CI)

Source: TDT reported on DUO-E trial data.
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The TDT curve for olaparib was estimated from the point of olaparib initiation at week 18 of the model
horizon (which is the earliest opportunity for maintenance in the DUO-E trial for patients completing six
cycles of chemotherapy) and was multiplied by the proportion of patients receiving olaparib to accurately
depict the proportion of the modelled cohort on olaparib. TDT was defined as time since initiation until
discontinuation (or censoring discontinuation).

Diagnostic assessment

Several statistical tests were conducted, as presented in Appendix N. The log cumulative hazards plot
suggests an increase in hazard of treatment discontinuation over time for olaparib as part of the SoC + D
+ O for patients with pMMR EC.

Visual and statistical fit

Figure 36 presents the standard parametric models fitted to TDT data for olaparib in SoC + D + O, whilst
Table 57 summarises the AIC and BIC values for each extrapolation, with the lowest three values shaded
in blue. The log-normal, log-logistic and generalised gamma had the lowest AIC/BIC values; both the log-
normal and log-logistic models provided a good fit to the empirical hazards of discontinuation for olaparib.

The model considers a maximum treatment duration of three years in the base case, after which time all
patients are assumed to discontinue treatment. Therefore, while lifetime extrapolations are shown in
Figure 36 for completeness, parametric curves are only applied until Year 3 of the model in the base case
economic analysis.

Figure 36. Standard parametric survival analysis for TDT of olaparib in SoC + D + O arm
(PMMR)

Source: Survival analysis conducted on DUO-E trial data.

Table 57. Summary of goodness-of-fit data for olaparib TDT in SoC + D + O (standard
parametric independent models) in pMMR

SoC+D+0O

Distribution
AIC AIC Rank BIC BIC Rank

Exponential ] 5 [ ] 4
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Weibull

Log-normal

Log-logistic

Gompertz

Generalised Gamma

OIN|P» W |
O WO | N ||

Gamma

Source: Survival analysis conducted on DUO-E trial data.

Landmark timepoints

Table 58 presents the extrapolated TDT for olaparib in SoC + D + O from the standard parametric curves
at landmark timepoints.

Table 58. Comparison of parametric models with landmarks of the proportion of patients who
remain on olaparib in SoC + D + O in the pMMR population

Distribution Median (months) | 1 Year TDT | 2 Year TDT | 3 Year TDT

KM

Exponential

Weibull

Log-normal

Log-logistic

Gompertz

Generalised Gamma

Gamma

Source: Survival analysis conducted on DUO-E trial data.

Alternative survival models

Flexible splines were not considered in the analysis for TDT as all patients will eventually discontinue
treatment over the model horizon and a plateau is not anticipated.

Clinical validation

As previously detailed above, clinicians highlighted that patients would begin to discontinue treatment
between years one and three, and that the vast majority of patients would be off treatment by five years
(estimates ranged from 0% to 5% remaining on treatment at that time point). The clinicians highlighted
that the benefits of treatment would likely be fully realised within a shorter treatment duration, while
longer-term treatment is associated with cumulative toxicity concerns.

The clinicians also highlighted that there would be a particular reluctance about long-term treatment with
olaparib specifically, as prolonged exposure is associated with a risk of developing acute myeloid
leukaemia. As such, they highlighted that most clinicians would discontinue treatment with olaparib
between two to three years, and all patients would have discontinued treatment by year 5.
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Conclusions

When considering the goodness-of-fit statistics and visual fit of the extrapolations for TDT for both
durvalumab and olaparib, the log-logistic model was determined to provide the best fit for both of these
endpoints. As such, the log-logistic model was selected for the base case economic analysis.

The resulting curves are presented in Figure 37, which demonstrates that the proportion of patients
remaining on treatment over time is reasonably aligned, with marginally more patients receiving
durvalumab than olaparib at each time points. As previously detailed, the model includes an adjustment
such that all patients remaining on treatment after three years are assumed to discontinue treatment.

Figure 37. pMMR TDT base case fitted standard parametric curve for durvalumab and
olaparib in SoC + D + O arm

Source: Survival analysis conducted on DUO-E trial data.

The following scenario analyses were explored to assed the impact on the results (Section B.3.11.3):

e Assuming a maximum treatment duration of two years and using a log-logistic curve (base case
selection) to model TDT until year two. As with dMMR, the choice of three years as a maximum
treatment duration may be conservative — this scenario explores the impact of a reduced maximum
treatment duration

e Assuming a maximum treatment duration of five years and using a log-logistic curve (base case
selection) to model TDT until year three. Thereafter, an exponential curve is used to model a drop-off
between years three and five, until 0% of patients remain on treatment at Year 5.

These scenarios had minimal impact on the overall ICER as presented in Section B.3.11.3.
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B.3.4 Measurement and valuation of health effects

B.3.4.1 Health-related quality-of-life data from clinical trials

The EQ-5D-5L data collected within the ITT in the DUO-E trial were analysed to estimate health state
utility values. The EQ-5D-5L questionnaire was applied at baseline (day one of treatment) and then, every
three weeks for the first 18 weeks (x 3 days). Following this, the questionnaire was applied every four
weeks (£ 3 days) until patients experienced a second disease progression (PFS2). Patients were also
assessed at the discontinuation visit, unless they had completed within three days prior to the visit.
Finally, for those who discontinued for reasons other than progressive disease, the questionnaire was
applied at the progressive disease visit (+2 days), unless the questionnaire was completed within three
days prior to the visit.

To explore the statistical relationship between EQ-5D utility scores, treatment, and health status, a
regression analysis using a mixed model for repeated measures (MMRM) was performed. The MMRM
analysis provides valid estimates of the mean and standard error of repeated measures data and
considers the correlation that exists between the repeated measurements of utility by subject. It provides
valid results under the assumption that missing data are missing at random.

The MMRM analysis was performed using several different covariates, to identify which model provided
the best fit to the data available. Covariates were incorporated as fixed effects, including treatment,
progression status (pre-and post-progression), and their interactions. The following four models were
evaluated:

e Model 1: Utility ~ Treatment arm
e Model 2: Utility ~ progression state
e Model 3: Utility ~ treatment arm + progression state

e Model 4: Utility ~ treatment arm + progression state + treatment arm x progression state (interaction
term)

The best fitting model (according to AIC statistics) was the model which included only progression as a
covariate (Model 2), providing utility values specific to the progression-free and progressed disease
health states, independent of the treatment received. The results of the MMRM model reported a mean
progression-free health state utility (HSU) score of || | | | | QBNEEEEEE 2nd 2 progressed disease HSU
score of || | | . \/hich are used directly in the economic model (Table 59).

The MMRM analyses reported were performed for the full DUO-E trial* population, since there was no
evidence to suggest that utility would differ based on the MMR biomarker status. These MMRM analyses
were also performed separately for the dMMR and pMMR populations within the DUO-E study. For both
populations, the same model (model 2, with utility values for pre- and post-progression health states)
remained the best fitting model. There was little difference in the utility values observed by MMR status,
and therefore the values for the full DUO-E trial population were used for both dMMR and pMMR
populations to maximise the sample size.

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 130 of 198



Table 59. Utility model including progression status as predictors

Predictor Coefficient (95% CI) Source
PF I DUO-E utility analysis — ITT
PD I population

B.3.4.2 Mapping

In line with the NICE reference casel%, utility values were estimated by mapping EQ-5D-5L responses to
the EQ-5D-3L value set using the DSU mapping function (Hernandez Alava et al. [2017] and Hernandez
Alava et al. [2020]).1%8. 129

B.3.4.3 Health-related quality-of-life studies

An economic SLR was carried out on 15t December 2023 (with an update on 24" May 2024) to identify
existing HRQoL evidence relevant to the decision problem. Full details of the methodology used to
identify all relevant studies and results of the identified studies are presented in Appendix H.

The HRQoL SLR identified 19 publications reporting on 19 unique studies that comprised of HRQoL or
utility outcomes. Of these, six studies were health technology assessment (HTA) submissions.
Geographically, most of the studies were based in North America (n=7), followed closely by Europe (n=5);
however, a number of studies with a single country perspective adapted data from international trials,
including KEYNOTE-775.

Most studies included in the SLR reported HRQoL/utility outcomes from clinical trials or utilised
information from trials to inform population-specific utility values. Only two included studies were original
studies focusing on collecting HRQoL/utility data; one had broad eligibility criteria (female patients
receiving treatment in the field of mastology and gynaecological oncology) and therefore a small sample
size for patients with advanced endometrial cancer (N=12),%° and the other investigated HRQoL
specifically in advanced/recurrent EC.13! The most frequently used HRQoL instruments were the general
cancer EORTC-QLQ C30 scale (n=11),182142 EQ-5D (n=9)25 30, 130, 134-137, 140, 143 an(d the endometrial-
cancer EORTC QLQ-EN24 instrument (n=4).

Utility values were reported in eight studies, all of which used the EQ-5D to elicit utility values.108. 130, 135,
136,140, 142, 143 \/glues ranged from 0.721-0.817 for PF disease, 0.667—0.752 for PD and 0.750-0.800 for
utility values not specific to a health state. Despite utility values being identified in the literature, utility
values for the model were derived from the DUO-E EQ-5D trial data (Section B.3.4.5), which is in line with
NICE guidance.106

B.3.4.4 Adverse reactions

Section B.2.10.3 includes full details of the AE data from the DUO-E trial. The model includes the rate of
CTCAE grade =3 AEs for each treatment arm, to capture the impact that these have on HRQoL and
costs.

Any AEs of grade 23 occurring in 25% of patients in at least one of the comparator treatments of the
DUO-E trial were considered in the model (Table 60). This inclusion rule (i.e., 25%) was considered
sufficient to capture the key AE costs. Only the grade =23 AEs were considered since they reflect the
events that are likely to have the greatest burden on medical resource use and QoL. Lower grade AEs
were assumed to have a negligible impact on patients’ HRQoL and costs.
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The AE profile included in the model was derived from the FAS of the DUO-E trial population, which
provides the most robust analysis of AEs. The frequency of AEs did not differ by MMR status in the
model, since there was little difference observed in the proportion of AEs reported by MMR status.

Table 60. Percentage of patients experiencing grade 23 AE by treatment arm (sourced from

the FAS set of DUO-E)

Treatment SoC+D SoC+D+0O SoC
(N =235) (N =238) (N =236)
Anaemia 15.7% 23.50% 14.4%
Neutropenia 8.5% 11.3% 5.9%
Neutrophil Count Decreased 11.5% 13.4% 15.3%
Lymphocyte Count Decreased 2.1% 1.3% 2.1%
White Cell Count Decreased 3.8% 4.2% 4.7%
Hypertension 3.8% 4.2% 3.0%
Pulmonary Embolism 2.1% 2.5% 1.3%
Hypokalaemia 2.6% 2.9% 0.8%

The potential impact of AEs on utility was considered for each treatment in the economic model. Utility
decrements associated with AEs were not explicitly collected in the DUO-E study, therefore these utility
decrement values were sourced from previous NICE appraisals in EC and the published literature (Table
61). The duration of AEs was also derived from the same data sources wherever available. AEs were not
considered for subsequent treatments. The total AE-related utility decrement for each treatment arm
(Table 62) was calculated by summing the products of incidence per treatment arm, duration, and
associated disutility for each AE. The total AE-related utility decrement for each treatment arm was
applied once at the start of the model, reflecting the assumption that AEs would occur within the early

period of treatment.

Table 61. Utility decrements by AE

AE Disutility | Source or assumption D(l:jl:.;lso)n Source or assumption
NICE TA411'#4 (Published:
Anaemia -0.119 Swinburn et al. (2010)4 7 2016, Accessed: March
2024)
NICE TA411™4 (Published:
Neutropenia -0.090 Nafees et al. (2008)113 7 2016, Accessed: March
2024)
. o NICE TA411'#4 (Published:
gleegrtégzgg count 0.000 Assumed ;[r(r)1 h:;/te no utility 7 2016, Accessed: March
P 2024)
Lymphocyte Assumed to have same Assumed same as
ympnocy 0.000 utility impact as neutrophil 7 ;
count decreased neutrophil count decreased
count decreased
White cell count Assumed to have no utility Assumed same as
0.000 . 7 :
decreased impact neutrophil count decreased
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NICE TA673%12 (Published
Hypertension -0.020 Feb 2021, Accessed: 7
March 2024)

Assumption (considered
same as other AES)

NICE TA411%%4 (Published:

Pulmonary -0.320 Locadia et al. (2004)145 30.44 2016, Accessed: March
embolism
2024)
NICE TA411%44 (Published:
Hypokalaemia -0.074 Nafees et al. (2008)113 7 2016, Accessed: March
2024)

Table 62. Total AE-related utility decrement per treatment arm

Treatment arm Total utility decrement due to AE
SoC+D -0.0135
SoC+D+0O -0.0175
SoC —0.0095

B.3.4.5 Health-related quality-of-life data used in the cost-effectiveness analysis

Table 63 summarises the HSU values used in the base case analysis, derived from DUO-E trial data (as
described in Section B.3.4.5), and therefore measured directly by patients, as per NICE guidance.16

There is no expectation or plausible rationale for utility values to differ by MMR status, therefore data from
the ITT population was used regardless of the population chosen in the model. This assumption was also
validated by clinical expert opinion.* As a scenario analysis, HSU values identified in the SLR were used.
From the publications which reported HSU values, NICE TA9141% was deemed most appropriate for use
in the model given that it is a recent NICE submission and that the utility values were derived using EQ-
5D-3L trial data, which is in line with NICE guidance%. However, it should be noted that these utilities are
from a later line of therapy, which may account for why they are lower than those derived from DUO-E
trial data.

Utilities were adjusted over the time horizon of the model, to reflect decline in HRQoL seen in the general
population and to ensure that utilities did not exceed general population values at a given age. Age-
related disutility was based on Health Survey of England (HSE) 2014 estimates (female cohort) modelled
by Hernandez Alava et al. (2022).146 Following International Society for Pharmacoeconomics and
Outcomes Research (ISPOR) guidance!#?, general population age-related disutilities were applied as a
‘multiplier’ to the HSU values. The model also has the option to adjust HSU values according to age using
use a regression model reported by Ara and Brazier (2010).148

Table 63. Summary of utility values for cost-effectiveness analysis

State Utility value: 95% CI Reference in Justification
mean submission
(section and
page number)

PF Base case (ITT): ] Section B.3.4.1 Base case: EQ-5D-5L data
Page 130 from the DUO-E trial* were
mapped to EQ-5D-3L which

Scenario analysis: LI ;
0.721 is aligned with NICE
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PD Base case (ITT): [ ] guidelines. Data from the full
[ DUO-E trial* population was
Scenario analysis: used, since there was no
0667 : gyldence to suggest that
' utility would differ based on
the MMR biomarker status.
Scenario: Sourced from a
recent NICE submission,
TA9141% which derived utility
values using EQ-5D-3L trial
data.
Age- Base case: Section B.3.4.3 Age-adjusted utilities aligned
adjusted included Page 131 with NICE guidelines
utilities: | Scenario analysis:
excluded
Adverse events
Adverse Base case: Section B.3.4.4 Applied to first cycle of the
events included Page 131 model
Scenario analysis:
excluded

B.3.5 Cost and healthcare resource use identification, measurement
and valuation

An economic SLR was carried out on 15t December 2023 (with an update on 24t May 2024) to identify
existing HCRU evidence relevant to the decision problem. Full details of the methodology used to identify
all relevant studies and results of the identified studies are presented in Appendix I.

The economic SLR identified 19 articles from 19 unique studies reporting on HCRU that met the inclusion
criteria. All studies enrolled adult women with either advanced or recurrent EC. All of these studies were
conducted in Europe or North America, except one in Argentina, and the majority of these were published
in 2022.

Direct costs were reported by 13 studies, and none of the studies reported indirect costs. The total costs
were reported by five studies,19 143, 149151 three of which were UK based. Pennington et al. (2016)1°
reported total costs for patients in England during the two-year and five-year period following diagnosis
with stage IllI/IV EC. The total cost included the costs of diagnosis/surgery, adjuvant therapy and further
treatment, as well as other components which were not specified. The Scottish Medicines Consortium
(SMC) 2022 study*>? was an economic evaluation, with a healthcare payer perspective, which reported
total costs for patients with advanced or recurrent EC who progressed on or following prior treatment with
a platinum-containing therapy. Monthly costs were reported for the progression-free and progressed
health states which included the costs of outpatient visits, computed tomography (CT) scans, blood tests
and patient medication. The SMC 2024153 study was an economic evaluation in patients with dMMR/MSI-
H advanced or recurrent endometrial cancer, with a healthcare payer perspective, which reported total
costs per cycle and per year for dostarlimab with carboplatin-paclitaxel. The fourth study, a US-based
economic evaluation by Thurgar et al. (2021),'43 included patients with dAMMR/MSI-H unresectable or
metastatic EC who had received prior chemotherapy. This study reported a weekly cost for disease
management associated with the progression-free or progressed health state. The total weekly
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management cost assumed that patients require one monthly outpatient visit, and one CT scan every
quarter. The final study by Prabhu et al. (2024)5! investigated recurrence status in high-risk endometrial
cancer patients receiving adjuvant chemotherapy using patients from the SEER-Medicare US database.
The study reported annual all-cause costs and endometrial cancer-related costs.

Out of the 19 studies, seven studies reported costs for specific drugs, with the 6-month cost of lenvatinib
in the US reported to be 1,312,760,659 US Dollars (USD), whilst two Canadian economic evaluations
reported a daily cost of 419.05 Canadian Dollars per patient, and a 28-day cost of 11,733 Canadian
Dollars per patient. Overall endometrial cancer-related treatments costs were 1,081 USD per-patient per-
month in the US. The costs of treating AEs were reported by two studies, whilst two reported on the cost
associated with diagnosis and testing.

Treatment patterns were reported by four studies, with chemotherapy, particularly platinum-based,
consistently reported to be the most common therapy. Inpatient and outpatient resource use were
reported by three studies, with 69% of patients initiating first-line in a US-based study having outpatient
visits. The proportion of patients making inpatient and emergency department visits was considerably
lower (13% and 5%, respectively).

The HCRU inputs of the current economic model were based on one of the studies identified in the
economic SLR, TA96320 for dostarlimab with platinum-based chemotherapy for treating advanced or
recurrent EC with MSI-H or mismatch repair deficiency. None of the other studies reporting resource use
and costs were used in the economic model due to being Canadian or US based, or due to more
appropriate UK sources being available such as publicly available UK databases.

The CEM included the following cost components:
e Treatment acquisition (including active and subsequent treatments)

e Treatment administration (including active and subsequent treatments)

e HCRU
e AEs
e End-of-life

In line with the NICE reference case,% the CEM was built from the perspective of the NHS and personal
social service (PSS) and therefore where possible, HCRU cost inputs were sourced from the NHS
Schedule of Reference Costs 2022/2023%%* and PSSRU 2023.117 Treatment costs were sourced from the
BNF.155 Where necessary, costs were inflated to the 2022/2023 cost year using the NHS Cost Inflation
Indices (NHSCII) published by the PSSRU (2023).117

B.3.5.1 Intervention and comparators’ costs and resource use

Drug acquisition and administration costs were sustained throughout the active treatment phase and were
determined by dosing schedules and treatment duration estimates.

B.3.5.1.1. Drug acquisition costs
The dosing regimen used in the model for each treatment option is reported in

Table 64 and the relevant clinical trials. Dosing information was derived from the DUO-E trial. Dose
regimens were used in the model to calculate the cost of treatment. The pack prices of generic drugs
were sourced from the Electronic market information tool (eMIT) whilst branded drugs were sourced from
the BNF55 (Table 65).
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Table 64. Dosing regimen

Treatment Dosing regimen Source
Carboplatin + paclitaxel Patients received carboplatin (AUC 6 mg/mL/min) and DUO-E*
(SoC) paclitaxel (175 mg/m?) every 3 weeks for 6 cycles.
Durvalumab 1,120 mg intravenously (IV) every 3 weeks for
6 cycles (chemotherapy phase), followed by maintenance 4
Durvalumab durvalumab 1,500 mg IV every 4 weeks thereafter DUO-E
(maintenance phase).
Olaparib Olaparib 300 mg tablets taken twice daily (maintenance DUO-E*
phase only, assumed from 18 weeks onwards).
Table 65. Drug pack prices
Administrati AT Unit Pack/vial :
Treatment formulation X Unit cost | Source
on route size
(mg)
120 mg per vial 2.4 ml £592.00
Durvalumab v - BNF155
500 mg per vial 10 ml £2,466.00
i 100 mg per tablet 56 tablets | £2,317.50
Olaparib Oral BNF1%5
150 mg per tablet 56 tablets | £2,317.50
50 mg per vial 5 mi £9.28
150 mg per vial 15 mi £20.22
Carboplatin v 450 mg per vial 45 ml £48.09 | eMIT®
600 mg per vial 60 ml £71.44
30 mg per vial 5ml £3.88
) 100 mg per vial 16.7 ml £9.13
Paclitaxel v _ eMIT156
150 mg per vial 25 ml £16.92
300 mg per vial 50 ml £24.43

A confidential commercial access agreement is in place for durvalumab and olaparib that provides a
discount of ||l (NI per 500mg vial and |l per 120mg vial) and | (I per 56 tablets),
respectively. The commercial agreement for durvalumab and olaparib were used in the economic model
and all results are reported according to these discounts.

A micro-costing approach was used to estimate the cost of carboplatin and paclitaxel chemotherapy
(SoC) for each treatment arm. This involved analysing the treatment duration of chemotherapies based
on the observed data from the DUO-E trial, as detailed in Section B.3.5.1. The method accounted for the
frequency and distribution of chemotherapy cycles, specifically carboplatin and paclitaxel, administered to
patients across three treatment arms: SoC, SoC + D, and SoC + D + O. This was performed separately
for the dMMR population (Table 66) and pMMR population (Table 67).

For both chemotherapy components used as part of SoC, the total number of patients treated and the
individual number of treatment cycles received per patient were recorded. These data were aggregated to
calculate the total number of cycles administered across the patient cohort, from which the average
number of weekly cycles per patient was derived. The weekly cost of carboplatin was then multiplied by
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the average number of cycles per patient to estimate the chemotherapy cost per arm, which is presented
in Table 68.

Table 66. Proportion of patients on chemotherapy in the dMMR population

dMMR total patients Carboplatin (source DUO-E*) Paclitaxel (source DUO-E%)
SoC SoC+D SoC SoC+D
Number of cycles (N = 46) (N =44) (N=46) (N=44)
Number of patients
0 0 0 0 0
1 1 3 1 3
2 1 2 1 2
3 4 1 4 1
4 2 0 2 0
5 3 3 3 3
6 35 35 35 35
Total cycles 248 235 248 235
Mean number of cycles 5.39 5.34 5.39 5.34
Table 67. Proportion of patients on chemotherapy in the pMMR population
PMMR total Carboplatin (source DUO-E?) Paclitaxel (source DUO-E#)
patients
Number of SoC SoC + D SOCCJ)’ D+ SoC SoC + D SOCCJ)’ D+
C;CTeser o (N=190) | (N=191) | ("9 (N=190) (N=191) |\ =101
Number of patients
0 0 0 0 0 0 0
1 8 5 4 8 5 4
2 3 4 3 3 4 3
3 5 5 10 6 5 10
4 6 5 7 7 5 7
5 7 13 10 11 13 10
6 161 159 157 155 159 157
Total cycles 1054 1067 1060 1045 1067 1060
(';/'fef;‘creusmber 5.55 5.59 5.55 5.50 5.59 5.55
Table 68. Drug acquisition cost associated with SoC
One-off cost for Chemotherapy Drug acquisition cost
dMMR -SOC £654.53
SoC in SoC + D £648.41
pPMMR SoC £672.28
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SoCin SoC +D £678.21
SoCinSoC+D+0 £673.76

The base-case analysis excludes drug wastage for IV drugs, assuming perfect vial sharing. This means
that the exact dose required for each patient is multiplied by the lowest per mg cost of the drug from the
pack sizes available. This approach reflects how NHS resources are used in clinical practice, whereby
vial sharing for high-cost oncology drugs is common to minimise wastage.'>” As a scenario analysis, the
model assumes full wastage for intravenous drugs. Under this scenario, the dose per administration was
rounded up to the closest integer number of vials.

Based on the dosing regimens described in

Table 64, all the active treatments included in the model were fixed dose-based, except for carboplatin
and paclitaxel that were dependent on AUC and BSA, respectively. Therefore, a normal distribution with
mean weight, BSA and GFR from DUO-E* (reported in Table 30) were utilised for calculating the
acquisition cost.

The model also considers the relative dose intensity (RDI) in the drug cost calculation since patients may
not receive the full dose of their assigned treatment. RDI was calculated as the actual dose received
divided by the standard calculated dose during the trial period. Applying this factor in the calculation of
drug cost ensures that the drug exposure was consistent with the efficacy data from the trials. The
median RDIs are reported Table 69 and further indicate that durvalumab in SoC + D, and olaparib and
durvalumab in SoC + D + O were generally well tolerated.

Table 69. Relative dose intensities

Treatment Relatlv?rﬁgdsizrl]r)ltensny Source

Durvalumab in SoC + D [ DUO-E CSR*
Durvalumab in SoC + D + O I DUO-E CSR*
Olaparib in SoC +D + O ] DUO-E CSR*

Based on the dosing regimen, package price, wastage assumption and RDI, the drug acquisition cost per
administration was estimated for durvalumab and olaparib during both chemotherapy phase and
maintenance phase (Table 70).

Table 70. Drug acquisition cost per administration

Drug acquisition cost per administration
Treatment .
Chemotherapy phase Maintenance phase
Durvalumab I I
Olaparib N/A [

B.3.5.1.2. Drug administration costs

Administration costs were applied to IV drugs, and these costs differ by administration visit (initial vs.
subsequent attendance), as well as the complexity of the administration. No administration cost was
assumed for drugs that are orally administered. Unit costs for all categories of administration were
sourced from the PSSRU!'” and are presented in Table 71.
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At the first attendance visit, SoC regimens (carboplatin and paclitaxel) were assumed to incur a simple
administration cost, whilst immunotherapy regimens incurred a complex administration cost. All
subsequent administrations were then assigned the same unit cost (IV subsequent administration). For
SoC, the administration cost was applied as a one-off cost based on the average number of cycles for the
dMMR and pMMR populations (previously reported in Table 66 and Table 67).

Table 71. Drug administration costs

Administration type Unit cost Source

NHS reference costs 2022/23%4; Summary:
£411.99 HRG (SB122) Deliver simple parenteral
chemotherapy at first attendance

IV Simple administration — First
attendance

NHS reference costs 2022/23'%4; Summary:
£486.10 HRG (SB13Z) Deliver more complex
parenteral chemotherapy at first attendance

NHS reference costs 2022/231%4; Summary:
IV Subsequent administration £393.16 HRG (SB15Z2) Deliver subsequent elements of
a chemotherapy cycle

IV Complex Administration —
First attendance

B.3.5.1.3. Subsequent treatment costs

The cost of subsequent treatments was included in the model, as most patients are likely to receive
further lines of treatment following disease progression. Table 72 and Table 73 present the percentage of
dMMR and pMMR patients, respectively, treated with each subsequent treatment, which was based on
DUO-E* trial data and UK clinical expert opinion. As DUO-E is a multinational trial with no UK sites, UK
clinical expert opinion was sought to ensure the subsequent treatment model inputs accurately reflect the
clinical practice in England and Wales. It is also not possible to determine from DUO-E trial data whether
subsequent treatments were used in combination or as a monotherapy. In England, lenvatinib is only
available in combination with pembrolizumab, further highlighting the need for clinical expert opinion to
verify the applicability of these inputs. Note that as patients may receive a combination of subsequent
therapies, proportions in the model calculations may sum to more than 100%. Varying the composition of
subsequent treatment only impacts treatment costs, an approach that is consistent with other HTA
submissions to NICE in EC.30. 158

Immunotherapy re-challenge is not currently permitted under current UK guidelines for high-cost drugs
(Blueteq criteria) and have been set to 0% in the intervention arms but is permitted in other countries,
including some of the trial sites included within the DUO-E trial.

Table 72. Subsequent treatment proportions (amongst patients receiving at least one
subsequent therapy) — dMMR population

Treatment SoC SoC +D Source
Carboplatin [ e

Paclitaxel [ [ ]

a%fggﬁllg:%EOXOFUblCln I I UK pl!nical expert
Cisplatin - - opinion/DUO-E
Pembrolizumab [ ] N

Dostarlimab [ [ ]
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Lenvatinib/Lenvatinib Mesylate

Radiotherapy

Table 73. Subsequent treatment proportions (amongst patients receiving at least one
subsequent therapy) - pMMR population

Treatment SoC SoC+D+ 0O Source
Carboplatin

Paclitaxel

Doxorubicin/Doxorubicin
Hydrochloride

UK clinical expert

Cisplatin L
opinion/ DUO-E

Pembrolizumab

Dostarlimab

Lenvatinib/Lenvatinib Mesylate

Radiotherapy

The model assumes that, regardless of the treatment arm and MMR status, ] of patients who
experience a non-fatal progression event will receive a subsequent treatment. This was validated during
interviews with clinicians and is based on the DUO-E* trial, where a total of 404 patients experienced a
non-fatal progression event, of which ||l received at least one subsequent therapy. The
assumption that the percentage of patients receiving a subsequent treatment is the same regardless of
MMR status was validated by interviews with five clinicians.

For each subsequent therapy, the dosing schedule was derived from either the SmPC, or the relevant
clinical trial (Table 74). These were combined with drug pack prices (Table 75) and the estimated duration
of treatment (Table 76). Due to a lack of available data, the average treatment durations for
pembrolizumab, lenvatinib and dostarlimab were assumed to be equal to the median PFS outcomes from
their respective trials.?6: 27 The average duration of chemotherapy was estimated from an observation
study.15°

Table 74. Subsequent treatment dosing regimens

Number of
Treatment Dosing administrations Source
per cycle
Carboplatin Patients received carboplatin (AUC 1.45 SmPC160
6 mg/mL/min) every 3 weeks.
Paclitaxel Patients rezcelved paclitaxel (175 1.45 SmPC16!
mg/m?) every 3 weeks.
The recommended dose is 60-75 1.45
. . mg/m2 i.e. as a single dose or in
aog?(;gﬁ;glr?égoxorumcm divided doses on 2-3 consecutive SmPC162
y days administered with 21 day's
intervals.
i 2
Cisplatin Single dose of 50 to 120 mg/m 1.45 SmPC163
every 3 to 4 weeks
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Pembrolizumab (200 mg) was 1.45 Makker et al.
Pembrolizumab administered intravenously every 3 (2022)
weeks [KEYNOTE-775]%"
Dostarlimab (500 mg) was 1.45
administered intravenously every 3 Oaknin et al.
Dostarlimab weeks for four cycles followed by (2020)
1000 mg every 6 weeks for all [GARNETI]?6
cycles thereafter
Lenvatinib/Lenvatinib The recommended dosage is 20 30.44 Mal(d;g;ze)t al.
Mesylate mg orally once daily. [KEYNOTE-775]27

Table 75. Subsequent treatment drug pack prices

. . Unit Price | Administration | Adjusted Source
Vial size .
price per cost dosage
(mg)/
Treatment Tablets mg per
per pack month
(mg)
Carboplatin 150 £20.22 £0.13 £399.92 1087.05 eM|T156
Paclitaxel 100 £9.13 £0.09 £399.92 454.03 eM|T156
Doxorubicin/ 155.67 eM|T156
Doxorubicin 10 £3.91 £0.39 £399.92
hydrochloride
Cisplatin 100 £29.27 £0.29 £399.92 130.45 eM|T156
Pembrolizumab 100 £2,630.00 | £26.30 £399.92 579.76 BNF155
Dostarlimab 500 £5,887.33 | £11.77 £399.92 724.70 BNF155
Lenvatinib 608.75 BNF155
/Lenvatinib 300 £1,437 £4.79 £0.00
mesylate
- Base case:
National
costs and
resource
Base case: requirements
£3,672.00 of
Radiotherapy - - - Scenario: radiotherapy
£763.00 (2024)164
Scenario:
NHS
reference
costs
2022/23154
Table 76. Subsequent treatment durations
Treatment Duration (months) Source
Carboplatin 3.20
- Coleman, 2023159
Paclitaxel 3.20
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Doxorubicin/Doxorubicin 3.20

hydrochloride

Cisplatin 3.20

Pembrolizumab 7.20 Makker, 202227
Dostarlimab 8.10 Oaknin, 202026
Lenvatinib/Lenvatinib mesylate 7.20 Makker, 202227
Radiotherapy N/A — applied as a one-off cost N/A

To estimate the number of non-fatal progression events in each model cycle, the number of total
progression events (i.e. death or disease progression events) was multiplied by the proportion of
progression events that were non-fatal (92.2%, as derived from the DUO-E trial?). It was assumed that
this proportion would remain constant over time. Only those patients experiencing a non-fatal progression
were eligible to receive subsequent therapies.

The average cost for subsequent therapies, per treatment arm, for a patient experiencing a non-fatal
progression event is reported in Table 77 and Table 78 for the dMMR and pMMR population,
respectively.

Table 77. Subsequent treatment costs - dAMMR population

" Drug
Treatment arm BATleJetets LA administration Total cost (one-off)
cost (one-off)
cost (one-off)
SoC+D £48,925.77 £3,173.56 £52,099.34
SoC £42,933.76 £3,667.00 £46,600.76

Table 78. Subsequent treatment costs - pMMR population

" Drug
Treatment arm DI EXeUisiien administration Total cost (one-off)
cost (one-off)
cost (one-off)
SoC+D+0O £37,629.69 £3,330.81 £40,960.49
SoC £47,280.00 £3,009.98 £50,289.97

B.3.5.2 Health-state unit costs and resource use

Health-state unit costs were calculated using a micro-costing approach, with resource use differing by
treatment arm, health state (PF and PD), and treatment phase (chemotherapy phase [six cycles of
chemotherapy] versus maintenance phase [post-six cycles of chemotherapy]).

The resources considered in the model include outpatient visits, computed tomography (CT) scan,
complete blood counts, specialist nurse visits, general practitioner (GP) visits, cancer antigen 125 tests,
and thyroid function tests. The total costs for each health state were calculated by multiplying the average
monthly use of each resource by its respective unit cost. The average monthly use of resources in the PF
health state (chemotherapy phase) and PD health state were informed by a NICE submission for
dostarlimab with platinum-based chemotherapy [TA963], whilst resource use in the PF health state
(maintenance phase) was derived from routine resource use data from the DUO-E trial.* In TA963,
weekly rates of resource use were reported, therefore these were converted to monthly rates by
multiplying 4.34 (average number of weeks in a month).
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Unit costs were sourced from the NHS Schedule of Reference Costs 2022/2023.1%4 The HCRU and unit

costs for each health state and treatment arm are presented in Table 79. The initial chemotherapy phase
PF costs were applied for 4.14 months which aligns with the average length of chemotherapy cycle from
the DUO-E.* The following assumptions were made based on clinical validation:

e Resource use does not differ by MMR status

e Patients in long-term remission (i.e., in the PFS health state for = treatment duration) are discharged
from care and incur lower resource use thereafter

As shown by the total health state cost per treatment arm presented in Table 80, SoC + D and SoC + D +
O do not add any additional resource use strain on the health care system compared to SoC alone.

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 143 of 198



Table 79. HCRU and unit costs (per monthly cycle), by treatment arm and health state

Resource use per monthly cycle

Treatm Thyroid
ent arm Health state Outpatient CompleE Specialist . cancer function
o CT scan blood . GP visit antigen
visit count nurse visit (CA)-125* tests (TSH,
T3 and T4)
PF: Chemotherapy phase 1.30 0.57 1.43 0.48 0.00 1.43 1.43
SoC + D | PF: Maintenance phase 0.57 0.26 0.96 0.30 0.04 0.96 0.96
PD 0.52 0.30 0.39 0.43 0.04 0.39 0.39
PF: Chemotherapy phase 1.30 0.57 1.43 0.48 0.00 1.43 1.43
EOOC +D PF: Maintenance phase 0.57 0.26 0.96 0.30 0.04 0.96 0.96
PD 0.52 0.30 0.39 0.43 0.04 0.39 0.39
PF: Chemotherapy phase 1.30 0.57 1.43 0.48 0.00 1.43 1.43
SoC PF: Maintenance phase 0.35 0.22 0.26 0.43 0.04 0.39 0.39
PD 0.52 0.30 0.39 0.43 0.04 0.39 0.39
Unit cost £175.17 £141.52 £2.75 £118.51 £49.00 £30.40 £4.96
NHS PSSRU - Unit
reference Costs of NICE
costs NHS Health and CG 122165 NICE
NHS 2022/23%54; reference Social Care Table A1.10 NG145166
Summary: NHS 202317 GP ) (Inflated
reference costs (Inflated
HRG reference 154. per surgery 2019 to 2023
. costs 2022/23%154: . 2010 to 2023 )
Source for unit cost 154. (RD20A, costs consultation . using
2022/23%%4, 154. | N10AF and . using
; B,C, 2022/23%54; lasting 10 PSSRU
Outpatient N10AN L : PSSRU 117
RD21A, B, DAPSO05 : mins including 117 2023
Care 503 (weighted . 2023 ; !
C, RD22- direct costs ; . inflation
average) inflation —
277) and indices) indices)
weighted qualification
average costs
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Table 80. Total health state cost per monthly cycle, by treatment arm

Health state
Treatment arm PF (Chemotherapy | PF (Maintenance PD
phase) phase)
SoC+D £419.87 £210.60 £203.05
SoC+D+0O £419.87 £210.60 £203.05
SoC £419.87 £159.92 £203.05

B.3.5.3 Adverse reaction unit costs and resource use

The costs of managing treatment-related AEs were calculated based on the frequency of AEs
incurred for each of the primary therapies included in the model (described in Section B.3.4.4),
multiplied by the corresponding aggregated cost of each event. The unit costs associated with the
management of AEs were derived from the NHS Schedule of Reference Costs 2022/2023%%4, and are
presented in Table 81. The total AE cost per treatment arm (Table 82) were applied as a one-off cost
in the first model cycle.

Table 81. Adverse event costs

AE Unit cost Source
NHS reference costs 2022/23; Summary: HRG (SA04G, H, J,
Anaemia £855.09 K, L): Weighted average of Iron Deficiency Anaemia with CC
Score 0-14+
NHS reference costs 2022/23; Summary: HRG (SA08G, H, J):
Neutropenia £1,400.20 Weighted average of other haematological or splenic

disorders with CC Score 0-6+

Neutrophil Count

£941.25 Assumed equal to white cell count decreased
Decreased
Lymphocyte Count £941.25 Assumed equal to neutrophil count decreased
Decreased
White Cell Count NHS reference costs 2022/23; Summary: HRG (RN132)
£941.25 S ; .
Decreased nuclear medicine infection scan or white cell scan
Hypertension £790.94 NHS reference costs 2022/23; Summary: HRG (EB04Z2)

Hypertension

NHS reference costs 2022/23; Summary: HRG (YQ51A, B,
Pulmonary Embolism | £1,110.87 | C,D, E) : Weighted average of Deep Vein Thrombosis with CC
Score 0-12+

NHS reference costs 2022/23; Summary: HRG (KC05G, H, J,
Hypokalaemia £1,845.37 | K, L, M): Weighted average of Fluid or Electrolyte Disorders,
with Interventions, with CC Score 0-10+

Table 82. Total AE cost per treatment arm

Treatment arm Total AE cost (applied as a one-off in first model cycle)
SoC+D £516.38
SoC+D+0O £650.58
SoC £464.79
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B.3.5.4 Miscellaneous unit costs and resource use

B.3.5.4.1. End-of-life costs

The model includes terminal care costs which capture the increase in resource use that typically
occurs towards the end of a patient’s life. These costs are applied as a one-off to the proportion of
patients transitioning to the Dead health state in each model cycle. The cost of end-of-life care was
sourced from the PSSRU (2023).117 Direct costs borne by the healthcare (£8,051.00) and social care
(£4,676.00) sectors are considered, in line with the perspective recommended in the NICE reference
case.1% The total terminal care cost per person transitioning to the Dead health state was £12,727.00.

B.3.5.4.2. Diagnostic test costs

According to BGCS guidelines? and NICE diagnostics guidance DG422%3, it is recommended that all
patients with EC are tested at diagnosis using immunohistochemistry to identify tumours that are for
dMMR/MSI-H. As such, the cost of MMR testing was not included in the base-case model. This was
also supported by UK clinician feedback® which confirmed that MMR tests are conducted as standard
practice for EC patients.

B.3.6 Severity

In line with the NICE 2022 manual,°’ the absolute and proportional QALY shortfall associated with
established clinical management without durvalumab or olaparib was calculated. Within the updated
framework, differential QALY weights may be applied if the absolute or proportional shortfalls
estimated lie within specified cut-off ranges (Table 83).

Table 83. QALY weightings for severity as per the NICE health technology evaluations
manual

QALY weight Proportional QALY shortfall Absolute QALY shortfall
1 Less than 0.85 Less than 12

x1.2 0.851t0 0.95 121018

x1.7 At least 0.95 At least 18

To estimate the shortfall, the Schneider et al. (2021)167 estimator was used, which was cited by NICE
as a potential option for calculating applicability of a severity modifier. This tool uses ONS data from
England to generate the general population survival with various sources of data to inform utility
estimates. The NICE DSU guidance indicates that directly collected EQ-5D-3L using the Health
Survey for England (HSE) 2014 dataset is a preferred method of capturing utility values, therefore the
reference case data source in the Schneider et al. (2021)'" tool which uses directly collected EQ-5D-
3L from the HSE 2014 dataset was used to represent the most recent and robust source for the base
case QALY shortfall calculations.

General population QALY estimates were derived using the patient characteristics considered in this
economic evaluation (Table 84). The expected total QALYs for the general population were calculated
using the Schneider et al. (2021)167 tool reference case for general population utilities (MVH value set
+ HSE 2014 ALDVMM model [Hernandez Alava et al.]).*?8 12° The total expected QALYs for adult
female patients with primary advanced or recurrent dAMMR and pMMR EC treated with SoC was
based on the modelled SoC arm of the Company base case. The total QALYs for the dMMR and
pPMMR populations were then compared to the general population QALYs to calculate the absolute
and proportional shortfall for each population. Summary features of the QALY shortfall analysis are
provided in Table 84. QALY shortfall estimates from TA963%C are presented in Table 85. Utility data
are outlined in Table 86.
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Table 84. Summary features of QALY shortfall analysis

Factor

Value (reference to appropriate
table or figure in submission)

Reference to section in
submission

Sex distribution

100% Female

Aligned with the licensed population

Starting age

63

DUO-E trial* results for the ITT
population - Section B.3.3.1

Table 85. Summary of QALY shortfall from TA963%

Expected total

Expected total
QALYs that people
living with a

TA QALYs for the condition would be QALY shortfall
general population expected to have
with current
treatment
TA963 11.82 3.21 Absolute: 8.61

Proportional: 72.83%

Table 86. Summary of health state benefits and utility values for QALY shortfall analysis

State Utility value: mean (standard error)
PFS [
PD [ ]

Based on the above, the absolute QALY shortfall is estimated to be 9.10 and 8.55 for the dMMR and
pPMMR subgroups, respectively, and the proportional shortfall is estimated to be 76.98% and 72.33%,
respectively (Table 87). The results show that this appraisal does not meet the threshold of a QALY
weight of 1.2 for both absolute and proportional QALY shortfall under the current NICE cut-off
threshold criteria for the dAMMR or pMMR populations (Table 87) and therefore no adjustments to the
QALYs in the CEM were made.

Table 87. Summary of QALY shortfall analysis

General population

Expected total

Total QALYs that
people living with a
condition would be

Alava M, et al.]*28 129

QALY source QALYS for the expected to have QALY shortfall
general population :
with current
treatment

dMMR:
Reference case: MVH Absolute: 9.10
value set + HSE 2014 11.82 dMMR: 2.72 Proportional: 76.98%
ALDVMM [Hernandez ' pMMR: 3.27 pMMR:

Absolute: 8.55
Proportional: 72.33%

Footnotes: *All calculations based on the tool developed by Schneider et al. 2021167
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B.3.7 Uncertainty

There are several key sources of uncertainty to consider in this appraisal. Firstly, OS data from the
DUO-E trial were relatively immature, although uncertainty introduced due to the maturity of OS data
is a common challenge faced in NICE appraisal for oncology products, including those that have been
recommended for EC. In addition, whilst the DUO-E study* was adequately powered to detect
differences in OS between the treatment arms in the ITT population (see Section B.2.4), OS KM data
for the dMMR and pMMR populations are based on a small number of OS events. Because of this,
only independent standard parametric approaches could be considered for OS instead of flexible
models. Flexible models were shown to be more appropriate for the extrapolation of PFS, and
therefore the use of standard parametric models for OS may underestimate the long-term survival
benefits associated with SoC + D and SoC + D + O.

Despite the challenges with the relative immaturity of the OS data, a range of steps were taken to
ensure that the OS extrapolations were clinically plausible, including comparing the modelled
outcomes with advisor landmarks from TA963, other published literature where available (Miller et al.;
Chase et al.) as well as to clinical expert opinion sought as part of the current appraisal. However, it is
important to note that there is no published literature to support comparisons of extrapolations with
landmark OS timepoints for SoC + D + O, nor any previous submissions in the pMMR population that
could be considered. Therefore, conservative assumptions were made to avoid potentially
overestimating the treatment effect, although further data from a future DCO could further support the
selection of appropriate OS extrapolations in the pMMR population. An array of scenario analyses
have also been performed to further explore this uncertainty, with results presented in Section
B.3.11.3.

Finally, it is worth noting that there is some uncertainty surrounding the modelled duration of
durvalumab and olaparib treatment. Whilst other trials for EC have implemented a stopping rule as
part of the trial design, DUO-E did not impose a maximum duration of treatment. This means that
without adjustment, TDT extrapolations from the trial would predict some patients to remain
progression-free and on-treatment for an extended period of time.

Expert opinion was sought from UK clinicians who confirmed that in real-world UK clinical practice,
patients who remain progression-free for a prolonged period whilst receiving the DUO-E regimen are
unlikely to continue therapy indefinitely. The full benefits of treatment are likely to be realised within a
finite duration of treatment, and prolonged treatment is associated with cumulative toxicity concerns.
Therefore, in the base case a three-year maximum treatment duration was assumed for SoC + D and
SoC + D + O, with alternative treatment durations explored via scenario analyses (Section B.3.11.3).

B.3.8 Managed access proposal

SoC + D and SoC + D + O are associated with clear clinical benefits versus SoC in the dMMR and the
pMMR populations, respectively, in the DUO-E trial (Section B.2). As such, the Company’s preference
would be to enter routine commissioning for both populations. However, the Company acknowledge
that it may become relevant for SoC + D and/or SoC + D + O to be considered as candidates for the
Cancer Drugs Fund (CDF), should NICE wish to reduce any perceived uncertainty in the economic
modelling underpinning this appraisal.

To this end, the Company wish to re-iterate that the final OS analysis from the DUO-E trial is expected
in 2026.

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 148 of 198



B.3.9 Summary of base-case analysis inputs and assumptions

B.3.9.1 Summary of base-case analysis inputs

A summary of the base-case analysis inputs is presented in Table 88.
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Table 88. Summary of variables applied in the base-case economic model

_ Reference in
Lower Upper Rl submission
Variable Value Unit SE PP PSA .
bound bound varied b (section and
y page number)
Settings
Time horizon 37.40 Years - - - - Section B.3.2.3
Page 91
tion B.3.2.
Discount rate — outcomes 0.035 Proportion - - - - Section B.3.2.3
Page 91
) . tion B.3.2.
Discount rate — costs 0.035 Proportion - - - - Section B.3.2.3
Page 91
Section B.3.2.3
Model cycle length 1. Month - - - -
odel cycle leng 00 onths Page 91
. tion B.3.3.1
Mean age at baseline 62.60 Years - - - - SectionB.3.3
Page 96
. ion B.3.3.1
Mean body surface area at baseline 1.77 m? - - - - Section B.3.3
Page 96
. Section B.3.3.1
Mean GFR at baseline 125.00 Months - - - - ection
Page 96
Maximum Treatment Duration: SoC + D 36.00 Months - - - - Section B.3.3.5
Page 119
Maximum Treatment Duration: D in SoC + D + 36.00 Months i i i i Section B.3.3.5
@) Page 119
Maximum Treatment Duration: Olaparib in SoC Section B.3.3.5
+D+0 36.00 Months Page 119
Time to initiation of maintenance (in weeks) 18.00 Weeks - - - - section B.3.5.1.1
Page 135
Proportion of patients initiating Olaparib 0.79 Proportion - 0.73 0.85 Beta Section B.3.5.1.1
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Reference in

Lower Upper Rl submission
VEUELIG VELE 1l SI= bound bound F.’SA (section and
varied by
page number)
Page 137
Drug administration costs
Drug administration cost: 1V first attendance 411.99 c 82 .40 279 46 607.38 Logniormal Section B.3.5.2
simple Page 142
Drug administration cost: 1V first attendance 486.10 c 97.22 329.73 716.64 Lognormal Section B.3.5.2
complex Page 142
Drug administration cost: IV subsequent Section B.3.5.2
attendance 393.16 £ 78.63 266.69 579.63 Lognormal Page 142
Healthcare resource unit costs
Outpatient Visit 175.17 £ 3503 | 113.36 25022 | Gamma | “colonB953
Page 145
cT 14152 £ 28.30 91.58 202.15 Gamma | “cctonB3.53
Page 145
Complete Blood Count 2.75 £ 0.55 1.78 3.92 Gamma | “cctonB.3.53
Page 145
Specialist Nurse Visit 118.51 £ 23.70 76.69 169.28 Gamma | “cctonB.3.53
Page 145
GP Visit 49.00 £ 9.80 31.71 6999 Gamma Section B.3.5.3
Page 145
. Section B.3.5.3
Cancer Antigen (CA) — 125 30.40 £ 6.08 19.68 43.43 Gamma ection
Page 145
. . Section B.3.5.3
Thyroid function tests (TSH, T3 and T4) 4.96 £ 0.99 321 7.09 Gamma e‘;z':;ne e

Healthcare resource units per month in initial chemotherapy PF Health State
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Reference in

chemotherapy PF Health State: SoC + D + O

Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
Number of months for which initial Section B.3.5.3
chemotherapy PF health state costs are applied 4.14 Months 083 2.68 591 i Page 145
Outpatient Visit resource units per month in Section B.3.5.3
initial chemotherapy PF Health State: SoC + D 1.30 Frequency 026 0.84 1.86 Gamma Page 145
CT resource units per month in initial Section B.3.5.3
chemotherapy PF Health State: SoC + D 0.57 Frequency 0.11 037 081 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma P
Page 145
SoC +D
Specialist Nurse Visit resource units per month Section B.3.5.3
in initial chemotherapy PF Health State: SoC + 0.48 Frequency | 0.10 0.31 0.68 Gamma D
D Page 145
GP Visit resource units per month in initial Section B.3.5.3
chemotherapy PF Health State: SoC + D 0.00 Frequency 0.00 0.00 0.00 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma o
Page 145
SoC+D
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in initial chemotherapy 1.43 Frequency 0.29 0.93 2.05 Gamma P 145 '
PF Health State: SoC + D age
Outpatient Visit resource units per month in Section B.3.5.3
initial chemotherapy PF Health State: SoC + D 1.30 Frequency | 0.26 0.84 1.86 Gamma P
+0 Page 145
CT resource units per month in initial 057 Frequency 0.11 0.37 0.81 Gamma Section B.3.5.3

Page 145
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Reference in

chemotherapy PF Health State: SoC

Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
Complete Blood Count resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma o
SoC+D+0 Page 145
Specialist Nurse Visit resource units per month Section B.3.5.3
in initial chemotherapy PF Health State: SoC + 0.48 Frequency | 0.10 0.31 0.68 Gamma D
D+0O Page 145
GP Visit resource units per month in initial Section B.3.5.3
chemotherapy PF Health State: SoC + D + O 0.00 Frequency 0.00 0.00 0.00 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma P 145 '
SoC+D+0 age
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in initial chemotherapy 1.43 Frequency | 0.29 0.93 2.05 Gamma P 1'4' '
PF Health State: SoC + D + O age 145
Outpatient Visit resource units per month in Section B.3.5.3
initial chemotherapy PF Health State: SoC 1.30 Frequency 026 0.84 1.86 Gamma Page 145
CT resource units per month in initial Section B.3.5.3
chemotherapy PF Health State: SoC 0.57 Frequency 0.11 037 0.81 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma P
Page 145
SoC
Specialist Nurse Visit resource units per month Section B.3.5.3
in initial chemotherapy PF Health State: SoC 0.48 Frequency 0.10 031 0.68 Gamma Page 145
isi i in initi Section B.3.5.3
GP Visit resource units per month in initial 0.00 Frequency 0.00 0.00 0.00 Gamma ection

Page 145
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Reference in

O

Variable Value Unit SE HoLEy SJEpEs V\Igtsrjﬁlxn Sl
bound bound . (section and
varied by a b
page number)
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in initial chemotherapy PF Health State: 1.43 Frequency | 0.29 0.93 2.05 Gamma s
SoC Page 145
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in initial chemotherapy 1.43 Frequency | 0.29 0.93 2.05 Gamma P 1'4' '
PF Health State: SoC age 145
Healthcare resource units per month in post chemotherapy PF Health State
Outpatient Visit resource units per month in Section B.3.5.3
post chemotherapy PF Health State: SoC + D 0.57 Frequency 0.11 037 0.81 Gamma Page 145
CT resource units per month in post Section B.3.5.3
chemotherapy PF Health State: SoC + D 026 Frequency 0.05 0.17 0.37 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.96 Frequency | 0.19 0.62 1.37 Gamma D
SoC+D Page 145
Specialist Nurse Visit resource units per month Section B.3.5.3
in post chemotherapy PF Health State: SoC + D 030 Frequency 0.06 020 0.43 Gamma Page 145
GP Visit resource units per month in post Section B.3.5.3
chemotherapy PF Health State: SoC + D 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.96 Frequency | 0.19 0.62 1.37 Gamma D
SoC + D Page 145
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in post chemotherapy 0.96 Frequency 0.19 0.62 1.37 Gamma P 145 '
PF Health State: SoC + D age
Outpatient Visit resource units per month in Section B.3.5.3
post chemotherapy PF Health State: SoC + D + 0.57 Frequency 0.11 0.37 0.81 Gamma D

Page 145
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L Reference in
Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
CT resource units per month in post 0.26 Frequenc 0.05 017 037 Gamma Section B.3.5.3
chemotherapy PF Health State: SoC + D + O ' q y ' ' ' Page 145
Complete Blood Count resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.96 Frequency | 0.19 0.62 1.37 Gamma P 145 '
SoC+D+0 age
Specialist Nurse Visit resource units per month Section B.3.5.3
in post chemotherapy PF Health State: SoC + D 0.30 Frequency | 0.06 0.20 0.43 Gamma D
+0 Page 145
GP Visit resource units per month in post Section B.3.5.3
chemotherapy PF Health State: SoC + D+ O 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.96 Frequency | 0.19 0.62 1.37 Gamma P 145 '
SoC+D+0 age
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in post chemotherapy 0.96 Frequency 0.19 0.62 1.37 Gamma P 145 '
PF Health State: SoC + D + O age
Outpatient Visit resource units per month in Section B.3.5.3
post chemotherapy PF Health State: SoC 035 Frequency 0.07 0.23 0.50 Gamma Page 145
CT resource units per month in post Section B.3.5.3
chemotherapy PF Health State: SoC 0.22 Frequency 0.04 0.14 0.31 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.26 Frequency | 0.05 0.17 0.37 Gamma P
SoC Page 145
Specialist Nurse Visit resource units per month 0.43 Frequenc 0.09 0.28 062 Gamma Section B.3.5.3
in post chemotherapy PF Health State: SoC ' q y ' ' ' Page 145
GP Visit resource units per month in post Section B.3.5.3
chemotherapy PF Health State: SoC 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
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Reference in

Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in post chemotherapy PF Health State: 0.39 Frequency | 0.08 0.25 0.56 Gamma o
SoC Page 145
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in post chemotherapy 0.39 Frequency | 0.08 0.25 0.56 Gamma P 1'4' '
PF Health State: SoC age 145
Healthcare resource units per month in PD Health State
Outpatient Visit resource units per month in PD Section B.3.5.3
Health State: SoC + D 0.52 Frequency 0.10 0.34 0.75 Gamma Page 145
CT resource units per month in PD Health Section B.3.5.3
State’ SoC + D 0.30 Frequency 0.06 0.20 0.43 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in PD Health State: SoC + D 0.39 Frequency | 0.08 0.25 0.56 Gamma Page 145
Specialist Nurse Visit resource units per month Section B.3.5.3
in PD Health State: SoC + D 0.43 Frequency 0.09 0.28 0.62 Gamma Page 145
GP Visit resource units per month in PD Health Section B.3.5.3
State’ SoC + D 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in PD Health State: SoC + D 039 Frequency 0.08 0.25 0.56 Gamma Page 145
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in PD Health State: 0.39 Frequency | 0.08 0.25 0.56 Gamma P
Page 145
SoC +D
Outpatient Visit resource units per month in PD Section B.3.5.3
Health State: SoC + D + O 0.52 Frequency 0.10 0.34 0.75 Gamma Page 145
CT resource units per month in PD Health Section B.3.5.3
State' SoC + D + O 0.30 Frequency 0.06 0.20 0.43 Gamma Page 145
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Reference in

SoC

Lower Upper Rl submission

Variable Value Unit SE bound bound PSA (section and
varied by
page number)

Complete Blood Count resource units per Section B.3.5.3
month in PD Health State: SoC + D + O 0.39 Frequency 0.08 0.25 0.56 Gamma Page 145
Specialist Nurse Visit resource units per month Section B.3.5.3
in PD Health State: SoC + D + O 0.43 Frequency 0.09 0.28 0.62 Gamma Page 145
GP Visit resource units per month in PD Health Section B.3.5.3
State: SoC + D + O 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in PD Health State: SoC + D + O 0.39 Frequency | 00.08 0.25 0.56 Gamma Page 145
Thyroid function tests (TSH, T3 and T4) Section B.3.5.3
resource units per month in PD Health State: 0.39 Frequency | 0.08 0.25 0.56 Gamma P 145 '
SoC+D+0 age
Outpatient Visit resource units per month in PD Section B.3.5.3
Health State: SOC 0.52 Frequency 0.10 0.34 0.75 Gamma Page 145
CT resource units per month in PD Health Section B.3.5.3
State: SOC 0.30 Frequency 0.06 0.20 0.43 Gamma Page 145
Complete Blood Count resource units per Section B.3.5.3
month in PD Health State: SoC 0.39 Frequency 0.08 0.25 0.56 Gamma Page 145
Specialist Nurse Visit resource units per month Section B.3.5.3
in PD Health State: SoC 0.43 Frequency 0.09 0.28 0.62 Gamma Page 145
GP Visit resource units per month in PD Health Section B.3.5.3
State: SoC 0.04 Frequency 0.01 0.03 0.06 Gamma Page 145
Cancer Antigen (CA) - 125 resource units per Section B.3.5.3
month in PD Health State: SoC 0.39 Frequency 0.08 0.25 0.56 Gamma Page 145
Thyroid fungtion tests (TS-H, T3 and T4) Section B.3.5.3
resource units per month in PD Health State: 0.39 Frequency 0.08 0.25 0.56 Gamma

Page 145
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- Reference in
Lower Upper Rl submission
Variable Value Unit SE bound bound F_’SA (section and
varied by
page number)
Cost per AE
Anaemia 855.09 £ 171.02 553.37 1221.42 Gamma | SectionB.3.54
Page 146
Neutropenia 1400.20 £ 280.04 906.13 2000.05 Gamma | ScctionB3.54
Page 146
. Section B.3.5.4
Neutrophil count decreased 941.25 £ 188.25 609.13 1344.49 Gamma ection
Page 146
Section B.3.5.4
Lymphocyte count decreased 941.25 £ 188.25 609.13 1344.49 Gamma ection
Page 146
White cells count decreased 941.25 £ 188.25 609.13 1344.49 Gamma | SectionB.3.54
Page 146
. Section B.3.5.4
Hypertension 720.94 £ 144.19 466.55 1029.79 Gamma ection
Page 146
. ion B.3.5.4
Pulmonary embolism 1110.87 £ 222.17 718.90 1586.78 Gamma Section B.3.5
Page 146
. ion B.3.5.4
Hypokalaemia 1845.37 £ 369.07 | 1194.22 2635.93 Gamma | ScctonB3.5
Page 146
Subsequent therapy costs
Proportion of progressed patients receiving . i Section B.3.5.2
subsequent therapy in each cycle: SoC + D . Proportion L L Beta Page 142
Proportion of progressed patients receiving . i Section B.3.5.2
subsequent therapy in each cycle: SoC + D + O . Proportion L L Beta Page 142
Proportion of progressed patients receiving . i Section B.3.5.2
subsequent therapy in each cycle: SoC - Proportion - - Beta Page 142
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Within Refere_nc_e in

Variable Vaue | unt | SE | jower | Upper | Tpg, | submission
VIR (2 page number)

;erna%r;)liirz]:ursngg Ergportion as a subsequent N Proportion i N N Beta Se(s;c;nei.jéS.Z
Er)](;?;e;rl/irir;]e:lbsgg)ﬁogion as a subsequent N Proportion i N N Beta Se(s;cgnei.jéS.Z
i(lifrsl:)cc))cplitig proportion as a subsequent therapy N Proportion i N N Beta Selcjtzi;neBl.jéS.Z
51?2288(? I:p;ropor'[ion as a subsequent therapy N Proportion N N Beta Selcjtzi;neBl.jéS.Z
B ocep | M| Posorion LR
giosgliltig proportion as a subsequent therapy in: N Proportion N N Beta Seg[;(;neBl.jéS.Z
Lonuatntleniaint mesyate poporion 53 | g proporon | om | e | O
'I[:\;]zz(:;%t;uierr]?g;g grip[(;rtion as a subsequent - Proportion - - Beta Secs;c;neEi.jéS.z
;(ZTak:)r;)liiﬁ:urSnsg Ergpfr(t)ion as a subsequent - Proportion - - Beta Secs;c;neEi.jéS.z
%;;e;r}l/irirr]]{?\bsggaogignoas a subsequent N Proportion N N Beta Se(g;(;]neli.j;.z
%?rsbgglitig E)-rooportion as a subsequent therapy N Proportion [ | [ | Beta Seg[;%neli.j;.z
il:]r:slcsliéacxil Igrzp(g)rtion as a subsequent therapy N Proportion N . Beta Secs;%neli.j;.z
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Within Refere_ncg in
Variable Vawe | Umit | SE | power | Upper | “pga | submission
VIR (2 page number)
p[))r(()));)%rrl:iboiﬁig/s[); );?Jgjsbeiziﬂerrlﬂ;nzcrggiﬁﬁ SoC + D [ | Proportion [ ] [ | Beta Section B.3.5.2
+0 Page 142
giosglitig Ergportion as a subsequent therapy in: N Proportion N N Beta Se(I:Dt;ogneBl.jéS.Z
Lo e re o= e | | oporion BT
ey g s esseen | g proporion B
tF;]zTa%r;Iiirz]:ug:g proportion as a subsequent - Proportion - - Beta Seg[;ogneBl.jéS.Z
EZ?L%rS%?t)Sggpomon as a subsequent N Proportion N N Beta Se;t;zneli.jés.z
iCrl;:slrsbé)cplatin proportion as a subsequent therapy - Proportion - - Beta Se(lit;(z;neli.jf.z
iF:]r::lcSIi(t)zgel proportion as a subsequent therapy H Proportion N N Beta Se;t;%neli.j;.z
B e soc | M| Poponon L
(S:Lsglatin proportion as a subsequent therapy in: H Praportion N N Beta Se;t;(;neli.j;.z
Lot et mesyete poporion 52 | g proporon L
EZ?;CSS?;?E% groportion as a subsequent N Proportion N . Beta Secs;c;nei.jés.z
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L Reference in
Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
. ) . Section B.3.5.2
Price per mg: Pembrolizumab 26.30 £ - - - - Page 142
. ) . Section B.3.5.2
Price per mg: Dostarlimab 11.77 £ - - - - Page 142
. ] . Section B.3.5.2
Price per mg: Carboplatin 0.13 £ - - - - Page 142
. ] . Section B.3.5.2
Price per mg: Paclitaxel 0.09 £ - - - - Page 142
Price per mg: Doxorubicin/Doxorubicin 0.39 £ i i i i Section B.3.5.2
hydrochloride ' Page 142
Section B.3.5.2
Pri : Cisplati 2 £ - - - -
rice per mg: Cisplatin 0.29 Page 142
Section B.3.5.2
Pri T L inib/L ini I 4.7 £ - - - -
rice per mg: Lenvatinib/Lenvatinib mesylate 9 Page 142
Section B.3.5.2
No of ini i le: P li 14 F - - - -
o of administrations per cycle: Pembrolizumab 5 requency Page 142
Section B.3.5.2
No of ini i le: D li 14 F - - - -
o of administrations per cycle: Dostarlimab 5 requency Page 142
Section B.3.5.2
No of ini i le: lati 14 F - - - -
o of administrations per cycle: Carboplatin 5 requency Page 142
- : . . Section B.3.5.2
No of administrations per cycle: Paclitaxel 1.45 Frequency - - - - Page 142
No of administrations per cycle: 145 Frequenc i i i i Section B.3.5.2
Doxorubicin/Doxorubicin hydrochloride ' q y Page 142
- : . . Section B.3.5.2
No of administrations per cycle: Cisplatin 1.45 Frequency - - - - Page 142
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L Reference in
Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
No of administrations per cycle: Section B.3.5.2
Lenvatinib/Lenvatinib mesylate 30.44 Frequency ' ' ) ' Page 142
Adjusted dosage in mg per month: i i i i Section B.3.5.2
Pembrolizumab 579.76 Mg Page 142
. . ) . Section B.3.5.2
Adjusted dosage in mg per month: Dostarlimab 724.70 Mg - - - - Page 142
. . ) . Section B.3.5.2
Adjusted dosage in mg per month: Carboplatin 1,087.05 Mg - - - - Page 142
. . ) . Section B.3.5.2
Adjusted dosage in mg per month: Paclitaxel 454.03 Mg - - - - Page 142
Adjusted dosage in mg per month: 155.67 M i i i i Section B.3.5.2
Doxorubicin/Doxorubicin hydrochloride ' g Page 142
Section B.3.5.2
Adj i h: Cisplati 130.4 M - - - -
djusted dosage in mg per month: Cisplatin 30.45 g Page 142
Adjusted dosage in mg per month: 608.75 M i i i i Section B.3.5.2
Lenvatinib/Lenvatinib mesylate ' 9 Page 142
Mean treatment duration for subsequent Section B.3.5.2
therapy: Pembrolizumab 7.20 Months i i i i Page 142
Mean treatment duration for subsequent Section B.3.5.2
therapy: Dostarlimab 8.10 Months i i i i Page 142
Mean treatment duration for subsequent Section B.3.5.2
therapy: Carboplatin .20 Months i i i i Page 142
Mean treatment duration for subsequent Section B.3.5.2
therapy: Paclitaxel 320 Months ) ) ) _ Page 142
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Reference in

Lower Upper Rl submission
VEUELIG VELE unit SI= bound bound F.’SA (section and
varied by
page number)
Mean treatment duration for subsequent 3.20 Months i i i i Section B.3.5.2
therapy: Doxorubicin/Doxorubicin hydrochloride ' Page 142
Mean treatment duration for subsequent Section B.3.5.2
therapy: Cisplatin 3.20 Months i i i _ Page 142
Mean treatment duration for subsequent 720 Months i i i i Section B.3.5.2
therapy: Lenvatinib/Lenvatinib mesylate ' Page 142
Administration cost: Pembrolizumab 399.92 £ - - - - section B.3.5.2
Page 142
Administration cost: Dostarlimab 399.92 £ - - - - Section B.3.5.2
Page 142
Administration cost: Carboplatin 399.92 £ - - - - Section B.3.5.2
Page 142
- . . ion B.3.5.2
Administration cost: Paclitaxel 399.92 £ - - - - Section B.3.5
Page 142
Administration cost: Doxorubicin/Doxorubicin 399 92 c i i i i Section B.3.5.2
hydrochloride ' Page 142
Section B.3.5.2
Admini i : Cisplati .92 £ - - - -
dministration cost: Cisplatin 399.9 Page 142
Administration cost: Lenvatinib/Lenvatinib Section B.3.5.2
0.00 £ - - - -
mesylate Page 142
- . ) . Section B.3.5.2
Administration cost: Radiotherapy 3,672.00 £ - - - - Page 142
Proportion of non-fatal PFS events per monthly 0.92 Proportion i 0.90 0.95 Beta Section B.3.5.2
cycle Page 142

End-of-life costs
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. Reference in
Lower Upper Rl submission
Variable Value Unit SE bound bound F_’SA (section and
varied by
page number)
Total cost of end-of-life care 12,727.00 £ 2545.40 |  8236.24 18179.30 | Gamma | “ectonB.3s.4.l
Page 146
Health state utilities
- Health Section B.3.4.1
Utility for PF state [ status 0.01 [ | [ | Beta Page 130
- Health Section B.3.4.1
Utility for PD state [ status 0.01 [ | [ | Beta Page 130
Age-based disutility Coefficients (Ara et al. [2010]*“® disutility method)
- - . . Section B.3.4.5
Disutility co-efficient (scenario only): Age 0.00 Estimate 0.00 0.00 0.00 Normal ection
Page 133
N - . . Section B.3.4.5
Disutility co-efficient (scenario only): Age? 0.00 Estimate 0.00 0.00 0.00 Normal !
Page 133
- - . . Section B.3.4.5
Disutility co-efficient (scenario only): Male 0.03 Estimate 0.01 0.02 0.04 Normal ection
Page 133
- - . . Section B.3.4.5
Disutility co-efficient (scenario only): Intercept 0.95 Estimate 0.19 0.57 1.32 Normal
Page 133
AE-related utility decrements
: ion B.3.4.4
Anaemia ~0.12 Health | 55 0.08 0.17 Beta Section B.3
status Page 131
. Health Section B.3.4.4
Neutropenia 0.09 Status 0.02 0.06 0.13 Beta Page 131
: ion B.3.4.4
Neutrophil count decreased 0.00 Health 0.00 0.00 0.00 Beta Section B.3
status Page 131
Health Section B.3.4.4
Lymphocyte count decreased 0.00 status 0.00 0.00 0.00 Beta Page 131
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_ Reference in
Lower Upper Rl submission
Variable value unit SE bound bound PSA (section and
varied by
page number)
White cells count decreased 0.00 Health 0.00 0.00 0.00 Beta Section B.3.4.4
status Page 131
. Health Section B.3.4.4
Hypertension 0.02 Status 0.00 0.01 0.03 Beta Page 131
Pulmonary embolism -0.32 Health | g 0.20 0.45 Beta section B.3.4.4
status Page 131
. Health Section B.3.4.4
Hypokalaemia 0.07 status 0.01 0.05 0.11 Beta Page 131
Duration of AE, days
. Section B.3.4.4
Anaemia 7.00 Days 0.02 6.96 7.04 Lognormal Page 131
; Section B.3.4.4
Anaemia 7.00 Days 0.02 6.97 7.03 Lognormal Page 131
Section B.3.4.4
N [ 7. D . 7. 7. L I
eutropenia 00 ays 0.00 00 00 ognorma Page 131
: ion B.3.4.4
Neutrophil count decreased 7.00 Days 0.00 7.00 7.00 Lognormal Section B.3
Page 131
Section B.3.4.4
L h 7. D . 7. 7. L I
ymphocyte count decreased 00 ays 0.00 00 00 ognorma Page 131
. ion B.3.4.4
White cells count decreased 7.00 Days 0.00 7.00 7.00 Lognormal Section B.3
Page 131
Section B.3.4.4
H [ 44 D A2 21 .67 L I
ypertension 30 ays 0 30 30.6 ognorma Page 131
. Section B.3.4.4
Pulmonary embolism 7.00 Days 0.02 6.96 7.04 Lognormal Page 131
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Reference in

Lower Upper Rl submission
Variable \ELE unit =1 bound bound F.’SA (section and
varied by
page number)
Incidence of AEs
. . . Section B.3.4.4
Incidence (%) for Anaemia - SoC + Durvalumab 0.16 Proportion - 0.11 0.21 Beta ection
Page 131
. 0 L :
Incidence (%) for Neutropenia - SoC + 0.09 Proportion i 0.05 012 Beta Section B.3.4.4
Durvalumab Page 131
Incidence (%) for Neutrophil count decreased - . i Section B.3.4.4
SoC + Durvalumab 0.11 Proportion 0.08 0.16 Beta Page 131
Incidence (%) for Lymphocyte count decreased . i Section B.3.4.4
- SoC + Durvalumab 0.02 Proportion 0.01 0.04 Beta Page 131
Incidence (%) for White cell count decreased - . Section B.3.4.4
SoC + Durvalumab 0.04 Proportion - 0.02 0.07 Beta Page 131
i 0 ion - tion B.3.4.4
Incidence (%) for Hypertension - SoC + 0.04 Proportion ) 0.02 0.07 Beta Section B.3
Durvalumab Page 131
: 0 . ;
Incidence (%) for Pulmonary embolism - SoC + 0.02 Proportion i 0.01 004 Beta Section B.3.4.4
Durvalumab Page 131
. N - . ion B.3.4.4
Incidence (%) for Hypokalaemia - SoC + 0.03 Proportion i 0.01 0.05 Beta Section B.3
Durvalumab Page 131
: 0 o ;
Inmdencg (%) for Anaemia - SoC + Durvalumab 0.24 Proportion i 018 0.29 Beta Section B.3.4.4
+ Olaparib Page 131
Incidence (%) for Neutropenia - SoC + . Section B.3.4.4
Durvalumab + Olaparib 0.11 Proportion - 0.08 0.16 Beta Page 131
Incidence (%) for Neutrophil count decreased - . Section B.3.4.4
SoC + Durvalumab + Olaparib 0.13 Proportion - 0.09 0.18 Beta Page 131
Incidence (%) for Lymphocyte count decreased . i Section B.3.4.4
- SoC + Durvalumab + Olaparib 0.01 Proportion 0.00 0.03 Beta Page 131
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Reference in

Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
Incidence (%) for White cell count decreased - . Section B.3.4.4
SoC + Durvalumab + Olaparib 0.04 Proportion - 0.02 0.07 Beta Page 131
Incidence (%) for Hypertension - SoC + . i Section B.3.4.4
Durvalumab + Olaparib 0.04 Proportion 0.02 0.07 Beta Page 131
Incidence (%) for Pulmonary embolism - SoC + . i Section B.3.4.4
Durvalumab + Olaparib 0.03 Proportion 0.01 0.05 Beta Page 131
Incidence (%) for Hypokalaemia - SoC + . i Section B.3.4.4
Durvalumab + Olaparib 0.03 Proportion 0.01 0.05 Beta Page 131
. . . Section B.3.4.4
Incidence (%) for Anaemia - SoC 0.14 Proportion - 0.10 0.19 Beta ection
Page 131
. . . Section B.3.4.4
Incidence (%) for Neutropenia - SoC 0.06 Proportion - 0.03 0.09 Beta ection
Page 131
: 0 . i :
Incidence (%) for Neutrophil count decreased 0.15 Proportion i 011 020 Beta Section B.3.4.4
SoC Page 131
: 0 ;
Incidence (%) for Lymphocyte count decreased 0.02 Proportion i 0.01 004 Beta Section B.3.4.4
- SoC Page 131
: 0 . i :
Incidence (%) for White cell count decreased 0.05 Proportion i 0.02 008 Beta Section B.3.4.4
SoC Page 131
Section B.3.4.4
Inci %) for H ion - . P i - .01 . B
ncidence (%) for Hypertension - SoC 0.03 roportion 0.0 0.05 eta Page 131
. . . Section B.3.4.4
Incidence (%) for Pulmonary embolism - SoC 0.01 Proportion - 0.00 0.03 Beta ection
Page 131
. : . Section B.3.4.4
Incidence (%) for Hypokalaemia - SoC 0.01 Proportion - 0.00 0.02 Beta e;;ne 131

AE-related utility decrements
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Reference in

Lower Upper Rl submission
Variable Value Unit SE bound bound PSA (section and
varied by
page number)
. Health Section B.3.4.4
- : + - - - -
AE-related utility decrement: SoC + D [ | status Page 131
. Health Section B.3.4.4
- : + + - - - -
AE-related utility decrement: SoC + D + O [ ] status Page 131
i . Health Section B.3.4.4
AE-related utility decrement; SoC [ ] status Page 131

Clinical inputs

- Section B.3.3.3.2

pPMMR: PFS (SoC + D + O) Log-logistic - - - -

Page 106
PMMR: PFS (SoC) Log-logistic ) - - _ ) 5802225-1362-3-2
pPMMR: OS (SoC + D + O) Log-logistic - - - ; ; Secg‘;g:fl-g-df-z
PMMR: OS (SoC) Log-logistic ) - - ] ] 5902‘;;5-131-2-4-2
PMMR: TDT (D in SoC + D + O) Log-logistic i - . _ i Secgzg EI)3.l32.i31.5.2
PMMR: TDT (O in SoC + D + O) Log-logistic i - . _ i Secgzg EI)3.l32.i31.5.2
dMMR: PFS (SoC + D) PF%E%ilble - ) _ ) Sectis;gi-gé&&l
dMMR: PFS (SoC) PFﬁiﬁgzble ] ] ] ] Sect::?;glz.gé:%.&l
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o Reference in
Within elerence
Lower Upper submission

PSA .
bound bound . (section and
varied by
page number)

Variable Value Unit SE

dMMR: OS (SoC + D) Log-normal ) - - _ ) 59022;5-131-3-4-1

dMMR: OS (SoC) Log-normal ) - - _ ] Secg‘;gfflgAi

- Section B.3.3.5.1
. " . . ) )
dMMR: TDT (SoC + D) Gamma Page 121
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B.3.9.2 Assumptions

Table 89 details the assumptions that underpin the CEM.

Table 89. Assumptions underpinning the CEM

Category

Assumption

Justification

Population

Adult women in first-line treatment of
primary advanced or recurrent EC who
are candidates for systemic therapy:
dMMR population: adult women with
dMMR status confirmed by a validated
test.
pPMMR population: adult women with
pMMR status confirmed by a validated
test.

Aligned with the decision problem for
this appraisal.

Comparators

dMMR population:

SoC is an appropriate comparator for
SoC+D

pMMR population:

SoC is an appropriate comparator for
SoC+D+0O

Aligned with the decision problem for
this appraisal.

Model
structure and
settings

UK NHS and PSS perspective.

In line with the NICE reference case.1%

Lifetime horizon.

A 37.4-year time horizon was chosen as
the mean age of patients in the ITT
population of DUO-E* was 62.60 years.
A lifetime horizon assuming no patients
survive beyond a mean age of 100
years is sufficient to capture the long-
term clinical and economic impacts of
EC.

The important costs and outcomes
associated with primary or recurrent EC
can be captured by PFS and PD health

states.

A PSM model structure captures the
progressive nature of recurrent and
advanced EC and is considered
standard practice for oncology HTA
assessments in the UK.

Quality of life
inputs

Utilities were derived from DUO-E* EQ-
5D data for treatments. EQ-5D-5L data
from DUO-E* mapped to EQ-5D-3L.

In line with the NICE reference case0®
and described in Section B.3.4.

Utilities do not differ by MMR status.

In line with clinical expert opinion and
the analysis of utilities by treatment arm
using EQ-5D trial data.

Clinical
parameters

PFS, OS and TDT data were sourced
from the DUO-E* trial.

In line with the NICE reference case'®®
and described in Section B.3.3.

Disease progression and long-term
prognosis are anticipated to differ by
MMR status therefore survival analysis
was conducted separately for dAMMR
and pMMR.

There is an increase in understanding
about the importance of molecular
features, such as MMR status, on

baseline prognosis.

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved

Page 170 of 198




Category

Assumption

Justification

Any patients remaining on treatment
after three years were assumed to
discontinue treatment.

UK clinicians highlighted that patients
who remain progression-free for an
extended period of time would not
receive treatment with durvalumab
and/or olaparib indefinitely. The
clinicians highlighted that the full
benefits of treatment would likely be
realised within a finite treatment
duration, while prolonged treatment
would be associated with cumulative
toxicity concerns. Based on clinician
feedback, all patients were assumed to
discontinue treatment after three years,
with alternative durations considered in
scenario analyses (Section B.3.3.5;
Section B.3.11.3)15

Subsequent
treatments

The percentage of patients receiving a
subsequent treatment is the same
regardless of MMR status.

Validated by UK clinical experts.

Immunotherapy re-challenge is not
modelled.

Immunotherapy re-challenge is not
currently permitted under current UK
guidelines for high-cost drugs (Blueteq
criteria), and this was validated by all
five clinicians during clinician interviews.

Cost inputs —
wastage

Drug wastage excluded for IV drugs,
assuming perfect vial sharing.

Excessive wastage is not expected in

clinical practice — vial sharing for high-

cost oncology drugs is expected to be
common to minimise wastage. !’

Cost inputs -
End-of-life

End-of-life costs are sourced from
PSSRU (2023)117 which reports the
costs to the NHS in the last 12 months
of a patients’ life.

The PSSRU is used as the source as it
most accurately captures costs from a
NHS and PSS perspective.

HCRU

HCRU does not differ by MMR status.

Validated by UK clinical experts.

Following treatment discontinuation at 3
years (maximum treatment duration),
SoC HCRU costs are applied in the SoC
+ D + O and SoC + D treatment arms in
the PF health state.

Patients that are not receiving active
treatment, and who remain PF for a
prolonged period, are expected to
require reduced HCRU. Validated by UK
clinical experts.

B.3.10 Base-case results

B.3.10.1 Base-case incremental cost-effectiveness analysis results

B.3.10.1.1. dMMR

The base-case results for the dMMR subgroup are presented using the commercial agreement
(confidential discount of ] described in Section B.3.5.1) for durvalumab in SoC + D.

Total costs, LYs, QALYs, and the ICER for SoC + D versus SoC in the dMMR subgroup are
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presented in Table 90. In the deterministic base-case analysis, SoC + D was associated with ||z
incremental costs and 5.37 incremental QALYs compared to SoC, resulting in an ICER of |l per
QALY gained over a lifetime horizon. Disaggregated base-case results are presented in Appendix J.

Table 90. Base-case results in the dMMR subgroup

Treatment Total Total Total Incr. Incr. Incr. ICER
costs (£) LYG | QALYs | costs(£) | LYG | QALYs (E/IQALY)

SoC + D B | 13 8.10 - - - -

SoC 73,935.99 | 3.69 2.72 Bl | s 5.37 [

B.3.10.1.2. pMMR

As described in Section B.3.5.1, durvalumab and olaparib have confidential discounts of - and
I respectively. The base-case results for the pMMR subgroup are presented using the
commercial agreement for durvalumab and olaparib in SoC + D + O.

Total costs, LYs, QALYS, and the ICER for SoC + D + O versus SoC in the pMMR subgroup are
presented in Table 91. In the deterministic base-case analysis, SoC + D + O was associated with
I cremental costs and 0.67 incremental QALYs compared to SoC, resulting in an ICER of
B <1 QALY gained over a lifetime horizon. Disaggregated base-case results are presented in
Appendix J.

Table 91. Base-case results in the pMMR subgroup

Treatment Total Total Total Incr. Incr. Incr. ICER
costs (£) LYG | QALYs | costs (£) | LYG | QALYs (E/IQALY)

soc+D+0 | N 5.46 3.94 - - - -

SoC 72,158.61 | 4.57 3.27 B os° 0.67 ]

B.3.11 Exploring uncertainty

Probabilistic sensitivity analysis (PSA), deterministic one-way sensitivity analysis (OWSA), and
scenario analyses have been conducted to explore the uncertainty in the model results.

B.3.11.1 Probabilistic sensitivity analysis

Uncertainty in the model was explored through PSA, where each parameter is assigned an
uncertainty distribution, and a value is drawn from these distributions (see Table 88). This is
performed for each parameter simultaneously and the resulting incremental results are recorded,
constituting one ‘iteration’. A total of 5,000 iterations were performed, which gave a distribution of
incremental results, and consequently, an assessment of the robustness of the cost-effectiveness
results. If variance in any inputs was not available, a simplifying assumption was made, whereby it
was assumed that the standard error was 20% of the mean value.

For costs and resource use estimates, a gamma distribution was fitted to prevent any sampling of
values below zero. For utilities and probabilities, a beta distribution was used, to ensure values
remained between 0 and 1. Treatment costs for newly diagnosed advanced or recurrent EC remained
fixed, but treatment costs for subsequent treatments were varied by varying the proportion of patients
receiving each subsequent treatment.

The results of the PSA are presented separately for the dMMR and pMMR population. Results include
mean total costs, LYs, QALYs, and the ICER for SoC + D versus SoC (dMMR) or SoC + D + O versus
SoC (pMMR). Results are also presented through an incremental cost-effectiveness plane (ICEP)
scatter plot, cost-effectiveness acceptability curve (CEAC), and cost-effectiveness acceptability
frontier (CEAF).
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B.3.11.1.1. dMMR probabilistic results

In the probabilistic base-case analysis for the dMMR population, SoC + D was associated with
I incremental costs and 4.89 incremental QALYs compared to SoC alone, which corresponds
to an ICER of [l per QALY gained (Table 92).

The ICEP, CEAC and CEAF for the dMMR population are presented in Figure 38 to Figure 40,
respectively. The probabilistic results are centred around the deterministic results and the CEAC and
CEAF show that at a WTP threshold of £30,000 per QALY, SoC + D has a [ chance of being cost-
effective and at a WTP threshold of £20,000 per QALY, SoC + D has a ] chance of being cost-
effective.

Table 92. PSA base-case results — dMMR

Total Total Total Incr. Incr. Incr. ICER
costs (£) LYG QALYs | costs (£) LYG QALYs | (E/QALY)

SoC + D [ 11.2 8.0 - - - -
SoC 74,136.20 4.2 3.1 [ ] 6.95 4.89 e

Treatment

Figure 38. Incremental cost-effectiveness plane (ICEP) - dMMR

Company evidence submission template for durvalumab with platinum-based chemotherapy,
then with or without olaparib, for newly diagnosed advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved Page 173 of 198




Figure 39. Cost-effectiveness acceptability curve (CEAC) - dMMR

Figure 40. Cost-effectiveness acceptability frontier (CEAF) — dMMR

B.3.11.1.2. pMMR probabilistic results

In the probabilistic base-case analysis for the pMMR population, SoC + D + O was associated with
I incremental costs and 0.66 incremental QALYs compared to SoC alone, corresponding to
an ICER or | Illrer QALY gained (Table 93).

The ICEP, CEAC and CEAF for the pMMR population are presented in Figure 41 to Figure 43,
respectively. The probabilistic results are centred around the deterministic results and the CEAC and
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CEAF show that at a WTP threshold of £30,000 per QALY, SoC + D + O has a [} chance of being
cost-effective and at a WTP threshold of £20,000 per QALY, SoC + D + O has a [JJj chance of being
cost-effective.

Table 93. PSA base-case results — pMMR

Total costs Total Total Incr. Incr. Incr. ICER

Treatment (£) LYG | QALYs | costs (£) | LYG | QALYs | (E/QALY)

SoC+D+0 [ ] 5.47 3.95 - - - ]

SoC 72,458.17 4.59 3.28 e 0.88 0.66 e

Figure 41. Incremental cost-effectiveness plane (ICEP) - pMMR
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Figure 42. Cost-effectiveness acceptability curve (CEAC) - pMMR

Figure 43. Cost-effectiveness acceptability frontier (CEAF) - pMMR

B.3.11.2 Deterministic sensitivity analysis

OWSA was conducted to test parameter uncertainty; individual parameters were set to their upper
and lower limits, whilst all other parameters were maintained at their base case setting. Upper and
lower values were determined by the 95% CI of the pre-specified appropriate distribution assigned to
each parameter.

In the absence of Cl data, a standard error of +/- 20% of the mean for each parameter was assumed
and the lower and upper bounds were estimated by applying the appropriate distribution. Table 88
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presents the mean, standard error, upper bound and lower bound values for each variable.

The OWSA was run separately for the dMMR and pMMR populations. For each, a tornado diagram
was developed to highlight the parameters which have the greatest effect on the ICER.

B.3.11.2.1. dMMR OWSA results

The top ten most sensitive parameters for SoC + D versus SoC are presented in Figure 44, with the
tabulated results presented in Table 94. The model was most sensitive to the pembrolizumab and
dostarlimab proportions as a subsequent therapy for SoC.

Figure 44. OWSA tornado diagram — dMMR

Table 94. Tabulated OWSA results — dMMR

Parameter Lower bound | Upper bound | Difference
ICER (£) ICER (£) (£)

Pembrolizumab proportion as a subsequent
therapy in: SoC

Dostarlimab proportion as a subsequent therapy
in: SoC

Drug administration cost: IV subsequent
attendance

Outpatient Visit: unit cost

Proportion of progressed patients receiving
subsequent therapy in each cycle: SoC

Outpatient Visit resource units per month: PD
Health State: SoC + Durvalumab

Specialist Nurse Visit: unit cost

Total cost of end-of-life care

CT scan: unit cost

Proportion of non-fatal PFS events per monthly
cycle

B.3.11.2.2. pMMR OWSA results

The top ten most sensitive parameters for SoC + D + O versus SoC are presented in Figure 45, with
the tabulated results presented in Table 95. The model was most sensitive to the pembrolizumab
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proportion as subsequent therapy for SoC followed by drug administration cost for IV subsequent
attendance.

Figure 45. OWSA tornado diagram — pMMR

Table 95. Tabulated OWSA results — pMMR

Parameter Lower bound | Upper bound Difference
ICER (£) ICER (£) (E)

Pembrolizumab proportion as a subsequent
therapy in: SoC

Drug administration cost: IV subsequent
attendance

Proportion of progressed patients receiving
subsequent therapy in each cycle: SoC

Outpatient Visit resource units per month: PD
Health State : SoC

Lenvatinib/Lenvatinib mesylate proportion as
a subsequent therapy in: SoC

Outpatient Visit resource units per month: PD
Health State: SoC + Durvalumab + Olaparib

Utility for PF state

Proportion of non-fatal PFS events per
monthly cycle

Specialist Nurse Visit resource units per
month: PD Health State: SoC

Specialist Nurse Visit resource units per
month: PD Health State: SoC + Durvalumab
+ Olaparib

B.3.11.3 Scenario analysis

Scenario analyses were conducted to test structural and parametric uncertainty and have been
outlined throughout Section B.3. The results of these scenarios are summarised below for the dAMMR
and pMMR populations.
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B.3.11.3.1. dMMR scenario analyses results

The results from the scenario analyses presented in Table 96 show that the cost-effectiveness results
are robust to changes in model structure and inputs, with all ICERs remaining significantly below the
WTP threshold of £30,000/QALY gained for SoC + D compared to SoC. The scenarios with the
greatest impact on incremental results are the survival model selected for PFS and OS, and maximum
time on treatment. This demonstrates limited structural and parameter uncertainty in the cost-
effectiveness results in the dMMR population.
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Table 96. Results for scenario analyses explored in the cost-effectiveness analysis — dMMR

No. Category Base-case value Scenario value Inc. costs Inc. QALYs ICER (£/QALY)
Base case - - - [ ] 5.37 [ ]
1 Time horizon Lifetime 25 years [ ] 4.96 [ ]
2 Discount rate 35%:){325;?: and 1.5% for costs and outcomes [ 6.86 [ ]
3 PFS: SoC + D and SoC + D: Spline, k=2 Spline, k=1 [ 5.28 [ |
4 SoC SoC: Spline, k=1 Spline, k = 2 [ ] 5.14 [ ]
5 0S: SoC + D and Log-normal Gamma [ ] 4.12 [ ]
6 SoC Log-logistic [ 4.60 [ ]
Treatment duration 2 years,
7 parametric curve approach for [ 5.37 [ ]
. 1-2 years. Drop to zero at year 2.
Treatment duration 3 :
. Treatment duration 5 years,
TDT (applies to all years, parametric parametric curve approach for
8 treatments) curve approach for 1-3 1-3 years, exponential drop-off - 537 -
years. Drop to zero at
year 3. 3-5 yegrs
Treatment duration 3 years,
9 Weibull distribution for 1-3 [ 5.37 [ ]
years
10 Half cycle correction Included Excluded [ ] 5.36 [ ]
11 jﬂ?ﬁéﬁﬁéol;tﬁi%gs Alava et al. (2022) Ara and Brazier (2010) [ 5.42 [ ]
12 Wastage Excluded Included [ 5.37 [ |
Source for health
13 state utility values DUO-E ITT NICE TA91432 [ 4.93 [ ]
(HSUV)
14 AE disutilities Included Excluded [ ] 5.38 [ ]
30
12 Baseline age 62.6 67.1 (2963) = ggg =
17 End-of-life care cost Included Excluded [ 5.37 [ ]
18 Life tables 2017-19 2020-22 [ ] 5.35 [ ]
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19 Radlotf;grsc’ipy unit £3,672.00 £763.00 I 5.37 o
20 Cafbog'rﬁ:'sn AUC 100% AUC 6 units 100% AUC 5 units ] 5.37 L
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B.3.11.3.2. pMMR scenario analyses results

The results from the scenario analyses presented in Table 97 show that the cost-effectiveness results
are robust to changes in model structure and inputs, with all ICERs remaining within 15% of the base
case results, and 15/21 ICERs remaining within 5% of the base case results. The majority of input
variation does not cause impactful changes to model results. As with dMMR, the scenarios with the
greatest impact on incremental results are the survival models selected for PFS and OS, and
maximum time on treatment. This demonstrates limited structural and parameter uncertainty in the
cost-effectiveness results in the pMMR population.
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Table 97. Results for scenario analyses explored in the cost-effectiveness analysis — pMMR

ICER (E/QALY)

No. Category Base-case value Scenario value Inc. costs Inc. QALYs
Base - - - | 0.67
case
1 Time horizon Lifetime 25 years | 0.65
2 Discount rate 3.5% for costs and 1.5% for costs and outcomes - 0.78
outcomes
3 PFS: SoC + D + Log-logistic Log-normal | 0.67
O and SoC
4 0S:SoC+D+0 Log-logistic Log-normal - 0.96
5 and SoC Gamma B 0.69
6 TDT (applies to Treatment duration 3 Treatment duration 2 years, | 0.67
all treatments) years, parametric parametric curve approach for 1—
curve approach for 1-3 2 years. Drop to zero at year 2.
7 years. Drop t:? zero at Treatment duration 5 years, - 0.67
years. parametric curve approach for 1—-
3 years, exponential drop-off 3-5
years
8 Treatment duration 3 years, - 0.67
Exponential distribution for 1-3
years for both durvalumab and
olaparib
9 Treatment duration 3 years, - 0.67
Gompertz distribution for 1-3
years for both durvalumab and
olaparib
10 Half cycle Included Excluded - 0.67
correction
11 Source for age- Alava et al. (2022) Ara and Brazier (2010) - 0.67
adjusting utilities
12 Wastage Excluded Included - 0.67

19 7 7 1 man

Company evidence submission template for durvalumab with platinum-based chemotherapy, then with or without olaparib, for newly diagnosed
advanced or recurrent EC [ID6317]

© AstraZeneca (2024). All rights reserved

Page 183 of 198



13 Source for HSUV DUO-E ITT NICE TA91412 || 0.62
14 AE disutilities Included Excluded | 0.68
15 Baseline age 62.6 67.1 (TA963)% || 0.65
[ ] 0.67
17 End-of-life care Included Excluded - 0.67
cost
Life tables 2017-19 2020-22 || 0.67
19
20 Radiotherapy unit 3672 763 - 0.67
cost
21 Carboplatin AUC 100% AUC 6 units 100% AUC 5 units | 0.67
units

b
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B.3.12 Subgroup analysis

Other than the dMMR and pMMR populations detailed in this submission, no other subgroup analyses
are relevant to this appraisal.

B.3.13 Benefits not captured in the QALY calculation

Advanced or recurrent EC is associated with a devasting physical and psychological burden.
As treatments with the potential for long-term remission, the introduction of SoC + D and SoC
+ D + O are likely to result in substantial benefits to patients HRQoL, which cannot be fully
captured in the economic analysis

Advanced or recurrent EC has a devastating impact on patients’ quality of life, and is associated with
a substantial physical and psychological burden.3® The Peaches Womb Cancer trust describes how
many women experience ‘diagnosis-induced feelings of terror and fear at having to face one’s own
mortality’, as well as ‘ongoing worry and anxiety about how their diagnosis would impact family
members and children, and how they would cope’. Alongside this, patients face debilitating physical
symptoms, which have a significant impact on every aspect of women’s lives.

As treatments which offer patients the potential to achieve deep and durable responses, and
ultimately, long-term remission, SoC + D and SoC + D + O have the potential to result in significant
improvements in HRQoL compared to SoC alone. However, as a conservative assumption, the
economic model assumes that patients experience the same HRQoL in each of the model health
states, regardless of the treatment that they receive (with the exception of adjustments for AE
disutilities). Further, the EQ-5D-3L data from the DUO-E trial only suggests a small difference in utility
values of - between the progression-free and the progressed disease health states. This is unlikely
to reflect clinical reality, given the worsened symptoms associated with disease progression, as well
as the paucity of effective treatment options following progression.

This therefore means that additional HRQoL benefits associated with the introduction of SoC + D and
SoC + D + O are unlikely to be fully captured in the economic analysis.

The value of hope associated with the introduction of an effective treatment is likely to be
particularly pronounced for patients with pMMR EC, who currently face a critical unmet need
for more effective treatment options

As mentioned in Section B.1.3.6, the RUBY2¢ and NRG-GY018 trials'?® indicated that bringing
immunotherapies into the earlier stages of treatment could delay disease progression. This led to the
approval of the immunotherapy dostarlimab with platinum-based chemotherapy followed by
dostarlimab alone for patients with dMMR or MSI-H disease, and patients in the UK are now able to
access dostarlimab via the Cancer Drugs Fund.

However, there is still a critical unmet need for novel treatment options beyond chemotherapy for
those that are newly diagnosed with pMMR tumours, who constitute for the majority of EC patients.
There are currently no immunotherapy or PARP inhibitors reimbursed for use in the first-line setting
for pMMR patients. The DUO-E trial* demonstrates the efficacy of the immunotherapy durvalumab in
combination with platinum-based chemotherapy followed by durvalumab with or without the PARP
inhibitor olaparib, in both the dMMR and pMMR populations. The importance of introducing additional
effective first-line treatments is demonstrated by retrospective EC studies which show that delaying
disease progression is associated with prolonged survival post-recurrence.8 83

The introduction of SoC + D + O as novel, effective and tolerable treatment option, is therefore likely
to give patients a sense of hope for their future and to lessen the devastating impact of being
diagnosed with a disease with no effective treatment options for patients with pMMR EC. This
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represents a key element of value in this appraisal which cannot be captured in the economic model.

The quality of life benefits associated with SoC + D and SoC + D + O will likely extend to
caregivers and family members, and are also expected to result in a wider societal benefit in
terms of patient and caregiver productivity and presenteeism

Furthermore, the negative impact to HRQoL often extends beyond patients and can impact carer
HRQoL.?° Whilst EC-specific literature on this is limited, evidence from gynaecological cancers more
broadly suggests that caregivers often report a decline in HRQoL.%% 92 These issues are also
highlighted by patient stories from the Peaches womb cancer trust which show that EC patients worry
about their inability to work and the subsequent impact this may have on their finances, as well as the
emotional burden that the disease and treatment has on their friends and family. Being able to delay
or prevent the progression of disease allows patients to continue with their normal daily activities for
longer. Furthermore, offering efficacious alternative treatment options with manageable side effects
will also improve on patients’ ability to maintain a normal daily routine. These wider benefits to
patients’ productivity and the quality of life of informal caregivers are not captured in the current
economic model.

B.3.14 Validation

B.3.14.1 Clinical validation of clinical assumptions

One-to-one clinical interviews were conducted in August and September 2024 to seek UK clinical
expert opinion on the clinical assumptions and inputs used in the model. In total, five clinicians based
in England took part; all five were consultant medical oncologists with direct experience treating
patients with advanced or recurrent EC in UK clinical practice. Questionnaires were completed during
a 75-minute teleconference with each clinician. A report of the questions and responses has been
included as part of the reference pack accompanying this submission.115

B.3.14.2 Independent technical CEM validation

The CEM was quality assured by an independent health economist who reviewed the model codes,
expressions, order of calculations and numbers inputted. The model was also subject to stress testing
of extreme scenarios to test the plausibility of results and identify any technical modelling errors. The
TECH-VER checklist was utilised for validation to ensure the correctness of all programming and logic
related to input parameters, calculations, equations and patient flow.168

B.3.14.3 Face validation

A face validity check on model results was conducted to ensure the results accurately reflect clinical
practice. Results were compared with results from TA963% (dostarlimab with platinum-based
chemotherapy for dAMMR EC) to understand any discrepancies in the results for the dMMR population.

An extreme-value sensitivity analysis was carried out on all relevant model inputs. During this
process, the validator observed the direction and extent of changes for each extreme value tested,
ensuring that this aligned with expected outcomes. The validation process revealed only minor
discrepancies and no significant calculation errors. Feedback from the validation was incorporated
into the model, and the updated post-validation model was used to produce the results presented in
this submission.

B.3.14.4 Internal and external validation

In accordance with established guidelines for good modelling practices, a comprehensive validation
process was implemented whereby PFS, OS and TDT KM data from the DUO-E trial* were compared
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with the PFS, OS and TDT outputs of the model (see Appendix J). The results show that the model
survival projections are consistent with the observed trial data for all outcomes (OS, PFS and TDT),
ensuring the model’s applicability. In addition, extrapolation of TTE data were compared to landmark
survival outcomes from other EC trials.

B.3.15 Interpretation and conclusions of economic evidence

B.3.15.1 Results summary

B.3.15.1.1. dMMR

In the dMMR population, the results from the deterministic base-case analysis show that, over a
lifetime time horizon, SoC + D is associated with higher incremental average costs of || lloer
patient and a QALY gain of 5.37 QALYs per patient, resulting in an ICER of || JJJIQALY. The
sensitivity analyses demonstrated the robustness of the base-case model inputs and assumptions; in
the base-case PSA, SoC + D was associated with an estimated [JJlj and il probability of being
cost-effective versus SoC alone at WTP thresholds of £30,000/QALY and £20,000/QALY,
respectively. In the scenario analyses, all scenarios resulted in ICERs under the WTP threshold of
£30,000/QALY.

Overall, this economic analysis shows that SoC + D may be considered an effective use of NHS
resources for patients with adult patients with newly diagnosed advanced or recurrent dAMMR EC.

B.3.15.1.2. pMMR

In the pMMR population, the results from the deterministic base-case analysis show that, over a
lifetime time horizon, SoC + D + O is associated with higher incremental average costs of |||l
per patient and a QALY gain of 0.67 QALYs per patient, resulting in an ICER of [l QALY. The
sensitivity analyses demonstrated the robustness of the base-case model inputs and assumptions; in
the base-case PSA, SoC + D + O was associated with an estimated oo and [J§o% probability of
being cost-effective versus SoC alone at WTP thresholds of £30,000/QALY and £20,000/QALY,
respectively. In the scenario analyses, 15/21 scenarios resulted in an ICER that was within 15% of the
base case, demonstrating that the economic analysis was robust to uncertainty.

Overall, this economic analysis shows that SoC + D + O may be considered an effective use of NHS
resources for patients with adult patients with newly diagnosed advanced or recurrent pMMR EC (a
bigger EC population affected and higher unmet need in terms of first-line treatment options).

B.3.15.2 Strengths of the cost-effectiveness analysis

There are several strengths associated with this cost-effectiveness analysis. Primarily, the economic
analysis is underpinned by data from the DUO-E trial, which is representative of patients with newly
diagnosed advanced or recurrent dIMMR/pMMR EC in UK clinical practice. DUO-E is a Phase Il
randomised controlled trial which directly addresses the decision problem of relevance to this
submission. DUO-E therefore provides directly relevant evidence for the efficacy and safety of SoC +
D and SoC + D + O in patients with newly diagnosed advanced or recurrent EC.

Another key strength of the economic analysis is the extensive clinical validation conducted to ensure
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that the model is truly reflective of UK clinical practice. All of the clinical assumptions and inputs used
in the model, including the long-term survival predictions, have been validated with five leading UK
clinical experts in two separate rounds of clinical validation exercises. As such, the model is reflective
of UK clinical practice.

Further strengths include the fact that the cost-effectiveness analysis adheres to the NICE reference
case.1% The analysis is conducted from the perspective of the NHS and PSS, costs and outcomes
are discounted at 3.5% and efficacy data are sourced from the pivotal trial (DUO-E). Furthermore,
methods used for the extrapolation of TTE outcomes, estimation of HSUVs and source of cost inputs
align to the NICE guidance.

Finally, the model has undergone an extensive technical review and quality control process, which
has included a validation using the TECH-VER checklist, stress testing of extreme scenarios, and
face validity checks through comparisons with previous appraisals, published literature, as well as the
extensive clinical validation. The results of the model have been extensively tested through a range of
probabilistic and deterministic sensitivity and scenario analyses, the results of which showed that the
model is robust to parameter uncertainty. In some cases, for pMMR in particular, a number of
plausible scenario analyses resulted in notable decreases to the base case ICER, suggesting that the
base case results may be conservative — particularly with regard to long-term OS and the maximum
duration of treatment.

B.3.15.3 Limitations of the cost-effectiveness analysis

As the median follow-up of the DUO-E trial was shorter than the modelled time horizon, long-term
extrapolation of PFS, OS and TDT data was required, which is inevitably associated with uncertainty.
This represents a common limitation in oncology appraisals, where the choice of the most appropriate
extrapolations for each endpoint may be challenging.

To mitigate this uncertainty, an extensive range of extrapolations were explored, including standard
parametric models as well as flexible spline models where there was rationale to suggest that these
may be more appropriate. The selection of the most appropriate survival functions followed the
recommendations outlined by the NICE TSD 14 and 21.197 |n particular, careful consideration was
given to clinician feedback and published estimates of long-term survival to ensure the clinical
plausibility of the chosen extrapolation. For each extrapolation, a range of alternative plausible
scenario analyses were considered which demonstrated that the ICERs were relatively insensitive to
these changes, and in some cases, suggested that the base case results may be conservative.

Similarly, the limited follow-up in the DUO-E trial means that the maximum treatment duration of
durvalumab and olaparib is associated with some uncertainty. The DUO-E study did not impose a
maximum duration of treatment, meaning that the modelled extrapolations would predict some
patients to remain progression-free and on-treatment for several years. This would likely overestimate
the costs associated with SoC + D + O and SoC + D, as clinicians highlighted that patients would not
receive treatment with durvalumab and olaparib indefinitely in clinical practice.

To overcome this limitation, a maximum treatment duration of three years was considered in the base
case economic analysis, based on clinician feedback, with alternative scenario analyses exploring
considering durations of two and five years. In the dMMR population, these scenario analyses

showed that the maximum duration of treatment had a limited impact on the ICER, suggesting that
this does not represent a major source of uncertainty. While the impact of this assumption was greater
in the pMMR population, the clinicians highlighted that prolonged treatment with olaparib was
particularly unlikely, meaning that a maximum treatment duration of three years may be particularly
conservative for patients with pMMR EC.
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B.3.15.4 Conclusions

There is a critical unmet need for novel and effective therapies to be made available for patients with
newly diagnosed advanced or recurrent EC. These patients experience a significant burden on their
HRQoL and face an extremely bleak prognosis, with a median OS of approximately two years for
current SoC, as reported in the DUO-E trial.

For patients with dMMR, modelling estimates suggest that SoC + D could result in an increase of 7.65
LYG and 5.37 QALYs gained, respectively, thereby addressing the current unmet medical and patient
need for novel and effective treatment options which result in deep and durable responses,
improvements in patient HRQoL and prolonged survival. The introduction of SoC + D would also
expand the range of available options for this patient population and potentially provide a more
hopeful outlook for patients diagnosed with newly diagnosed advanced or recurrent EC that is dAMMR.

For the more difficult-to-treat population of patients with pMMR EC, modelling estimates suggest that
the introduction of SoC + D + O could result in an increase of 0.89 LYG and 0.67 QALYs,
respectively. For a patient population who cannot currently access any innovative treatment options in
the first-line setting, the introduction of SoC + D + O would represent a step-change in current UK
clinical practice, providing patients with more time with their loved ones at the end of their lives.
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Summary of Information for Patients (SIP):

The pharmaceutical company perspective

What is the SIP?

The Summary of Information for Patients (SIP) is written by the company who is seeking
approval from NICE for their treatment to be sold to the NHS for use in England. It is a plain
English summary of their submission written for patients participating in the evaluation. It is
not independently checked, although members of the public involvement team at NICE will
have read it to double-check for marketing and promotional content before it is sent to you.

The Summary of Information for Patients template has been adapted for use at NICE
from the Health Technology Assessment International — Patient & Citizens Involvement
Group (HTAIi PCIG). Information about the development is available in an open-access
IJTAHC journal article

SECTION 1: Submission summary

1a) Name of the medicine (generic and brand name):

There are two different medicines that are relevant to this submission. The generic name
and the brand name for each of these medicines is listed below:

1. Generic name: Durvalumab

Brand name: Imfinzi®

2. Generic name: Olaparib

Brand name: Lynparza®

This submission covers two different treatment regimens, which include one or both of
these medicines.

In both regimens, olaparib and/or durvalumab are combined with carboplatin +
paclitaxel. Carboplatin + paclitaxel is the current standard of care (SoC) for newly
diagnosed advanced or recurrent endometrial cancer (see for more
information). Carboplatin + paclitaxel is sometimes called ‘platinum-based chemotherapy’.
The two regimens covered in this submission are:

1. Durvalumab in combination with carboplatin + paclitaxel, followed by
maintenance durvalumab — this is referred to as SoC + D

2. Durvalumab in combination with carboplatin + paclitaxel, followed by maintenance
durvalumab with olaparib — this is referred to as SoC + D + O



https://htai.org/interest-groups/pcig/
https://htai.org/interest-groups/pcig/
https://www.cambridge.org/core/journals/international-journal-of-technology-assessment-in-health-care/article/development-of-an-international-template-to-support-patient-submissions-in-health-technology-assessments/2A17586DB584E6A83EA29E3756C37A14

Please note: Further explanations for the words and phrases highlighted in black bold
text are provided in the glossary ( ). Cross-references to other sections or
documents are highlighted in

1b) Population this treatment will be used by: Please outline the main patient population
that is being appraised by NICE:

SoC + D and SoC + D + O will be used for adult patients that are diagnosed with:

¢ newly diagnosed advanced endometrial cancer or,
e recurrent endometrial cancer.

However, SoC + D and SoC + D + O will be used for different groups of patients with
newly diagnosed advanced or recurrent endometrial cancer:

e SoC + D will be used for patients with deficient mismatch repair (dIMMR)
endometrial cancer

e SoC + D + O will be used for patients with proficient mismatch repair (pPMMR)
endometrial cancer

Further information on pMMR and dMMR is provided in

1c) Authorisation: Please provide marketing authorisation information, date of approval and
link to the regulatory agency approval. If the marketing authorisation is pending, please state
this, and reference the section of the company submission with the anticipated dates for
approval.

Durvalumab

The Medicines and Healthcare products Regulatory Agency (MRHA) is reviewing
whether durvalumab should be approved and granted marketing authorisation as a
treatment for primary advanced or recurrent endometrial cancer. The marketing
authorisation for durvalumab is therefore pending. More information on this can be found
in in

Olaparib

The Medicines and Healthcare products Regulatory Agency (MRHA) is reviewing whether
olaparib should be approved and granted marketing authorisation as a treatment for

primary advanced or recurrent endometrial cancer. The marketing authorisation for
olaparib is therefore pending. More information on this can be found in in




1d) Disclosures. Please be transparent about any existing collaborations (or broader
conflicts of interest) between the pharmaceutical company and patient groups relevant to the
medicine. Please outline the reason and purpose for the engagement/activity and any
financial support provided:

No relevant disclosures.

SECTION 2: Current landscape

2a) The condition — clinical presentation and impact

Please provide a few sentences to describe the condition that is being assessed by NICE and the
number of people who are currently living with this condition in England.

Please outline in general terms how the condition affects the quality of life of patients and their
families/caregivers. Please highlight any mortality/morbidity data relating to the condition if
available. If the company is making a case for the impact of the treatment on carers this should be
clearly stated and explained.

What is endometrial cancer?

Endometrial cancer is cancer that occurs in the lining of the womb (uterus), known as the
endometrium (see Figure 1)." Endometrial cancer is the most common type of womb
cancer. It is also the fourth most common cancer among women in the United Kingdom
(UK), with around 9,700 diagnoses each year.?

Figure 1. Location of the endometrium in the body
Fallopian tube Fallopian tube

Ovary
Myometrium

What is newly diagnosed advanced endometrial cancer?

Newly diagnosed advanced endometrial cancer describes cancer that has never been
treated, and that has spread beyond the uterus to other parts of the body.

Advanced endometrial cancer is more difficult to treat than endometrial cancer that is
diagnosed at an earlier stage ( ).> Advanced cancer is therefore associated
with a worse prognosis than early-stage cancer.*®

What is recurrent endometrial cancer?




Recurrent endometrial cancer describes cancer that has returned after the patient has
experienced a period where the cancer could no longer be detected after their initial
treatment (known as remission).%’

Similar to advanced disease, recurrent endometrial cancer is difficult to treat. Patients
diagnosed with recurrent endometrial cancer therefore also face a worse prognosis than
those diagnosed with cancer at an early stage.*

What is mismatch repair?

Mismatch repair is a system in cells that corrects any mistakes that happen when the
genetic code (DNA) is copied. The copying of DNA is a natural process that occurs so that
the body’s cells have the genetic information that they need to function.

When the mismatch repair system is functioning properly, it known as proficient mismatch
repair (PMMR). When the mismatch repair system is faulty, it is known as deficient
mismatch repair (IMMR).8

The status of a patient’s mismatch repair system can be determined by laboratory testing.
This is done by taking samples of the cancer (known as a biopsy) and running tests in a
laboratory.®

Around 20-30% of patients diagnosed with EC have dMMR, whilst 70%-80% have pMMR
endometrial cancer.

Why is mismatch repair status important?

Determining a patient's MMR status is important because it can help doctors plan
treatment or predict how well the cancer will respond to treatment.'®"® For this submission,
MMR status is particularly important as it determines which regimen a patient receives
(SoC + D or SoC + D + O). This is because a patient’'s MMR status determines which
regimen would work best to treat their endometrial cancer (see for more
information).

Mismatch repair (MMR) vs. microsatellite instability (MSI)

Microsatellites are short, repetitive sections of DNA that are present in all cells. MMR
status is closely related to microsatellite instability. This is because when the MMR
system is not working properly (dAMMR), errors in microsatellites are not corrected. This
is known as microsatellite instability. Patients with dMMR endometrial cancer usually
show high levels of MSI, called MSI-High.

On the other hand, if the MMR system is working (PMMR), errors in microsatellites are
corrected. Tumours with pMMR tumours therefore show low or no MSI. This is called
MSI-Low or microsatellite stable (MSS).

This submission focusses on MMR status rather than MSI status. This is because MMR
status is more commonly tested for in the UK. In addition, the main clinical evidence for




this submission is based on MMR status. Finally, the expected marketing authorisations
for olaparib and durvalumab are dependent on MMR status rather than MSI (

)-

What causes endometrial cancer?

There are various causes of endometrial cancer. One of the most common causes of
endometrial cancer is a high level of the hormone oestrogen. A high level of oestrogen
can occur in patients who:

¢ Have a high body mass index (BMI)

e Take certain types of hormone replacement therapy
e Have never given birth

¢ Have polycystic ovary syndrome (PCOS)

e Went through the menopause after age 55

The risk of developing endometrial cancer can also be increased due to factors such as
diabetes, a family history of bowel, ovarian, or womb cancer, medicines such as
tamoxifen, and receiving radiotherapy on the pelvis.'® Endometrial cancer can also
develop due to Lynch syndrome, as mentioned above.

Women that have gone through menopause are also more likely to develop endometrial
cancer. Endometrial cancer therefore typically occurs in women that are in their 60s.®

How many people have endometrial cancer?

In the UK, endometrial cancer is the fourth most common cancer. It is also the most
common gynaecological cancer. Each year, there are around 9,700 new cases of
endometrial cancer diagnosed in the UK.?

Out of all the women diagnosed with endometrial cancer each year, around 1 in 4 women
are diagnosed with advanced or recurrent disease. Out of these women with advanced or
recurrent disease, approximately 1 in 5 women will be diagnosed with dAMMR endometrial
cancer. The remaining proportion will be diagnosed with pMMR endometrial cancer.

What are the signs and symptoms of advanced or recurrent endometrial
cancer?

The most common symptoms of endometrial cancer are:'%-

e vaginal bleeding that is unusually heavy during a period, or occurring in between
periods

e vaginal discharge that varies in colour from pink and watery, to dark and foul
smelling.

e vaginal bleeding after menopause

Other symptoms include pain in the lower back or pelvic region, blood in the urine,
unintentional weight loss, or a lump or growth in the lower belly. Sometimes, patients




report bloating, feeling full soon after beginning eating, changes in toilet habits, and pain
during sex.'"18

What is the impact of advanced or recurrent endometrial cancer?
Life expectancy

Patients with newly diagnosed advanced or recurrent endometrial cancer face a very poor
prognosis and short life expectancy. Only around 15% of people diagnosed with the most
advanced endometrial cancer (stage 4) will survive for more than 5 years after their
diagnosis.*® For patients with recurrent endometrial cancer, only around 20% of patients
will survive for more than 5 years after their diagnosis.*

Impact on quality of life

Endometrial cancer impacts the lives of patients in many ways. Because of this, people
with advanced or recurrent endometrial cancer usually have a lower quality of life than
the general population.'® Studies show that patients diagnosed with advanced or recurrent
endometrial cancer have a poorer quality of life than people diagnosed with early-stage
endometrial cancer.

One of the main causes of decreased quality of life in patients with endometrial cancer are
the symptoms of the disease. In particular, the symptoms can impact a patients’ ability to
function as normal and carry out day-to day activities. Symptoms usually get worse as the
disease progresses, and their negative impact on patient wellbeing increases.®®

Side effects of treatment can also impact patient quality of life.?%2" Side effects of
treatment can be debilitating for patients, and can include tiredness, vomiting, and hair
loss, which can all impact a patients’ day-to-day functioning. For patients with advanced or
recurrent endometrial cancer, these side effects may therefore outweigh the limited
benefits of current treatment options. Even after a patient finishes treatment, the negative
physical impact can continue to interfere with their ability to lead a normal life. Patients
who have completed treatment report lasting effects, such as sexual dysfunction,?® and an
ongoing lack of stamina and strength.?*

Mental impact

There is a significant mental and emotional impact associated with a diagnosis of
advanced or recurrent endometrial cancer. Patients report increased anxiety and
depression as a result of living with this life-altering disease.?®

As many women living with advanced or recurrent endometrial cancer are in their 60s,
they may worry about their inability to work and support their families. Patients who have
finished treatment also report long-lasting negative mental and emotional effects, such as
fear and worry around their cancer returning.?*

Impact on families and carers of people with endometrial cancer

Advanced or recurrent endometrial cancer can have negative effects on families and
caregivers of people with the disease. There is a physical and mental burden associated




with caring for a patient. Additionally, having a loved one face a difficult diagnosis and
challenging treatment regimen can result in a negative impact on quality of life.?

2b) Diagnosis of the condition (in relation to the medicine being evaluated)

Please briefly explain how the condition is currently diagnosed and how this impacts patients. Are
there any additional diagnostic tests required with the new treatment?

How is endometrial cancer diagnosed?

Endometrial cancer is diagnosed based on an examination by a doctor to assess the
tumour size, location, and whether it has spread to anywhere else in the body.?”-?¢ For
advanced or recurrent endometrial cancer, doctors also take a biopsy to classify the
cancer through testing in the laboratory.

How is endometrial cancer classified?

Once a patient is diagnosed with endometrial cancer, there are various different ways that
it can be classified. Classifying the endometrial cancer helps doctors to determine the best
treatment options and the prognosis of the disease.?®

Staging

Disease staging is used to describe how advanced a patient’s endometrial cancer is.?®*
Staging is based on how much a tumour has spread from its original location to other
tissues or organs in the body. There are 4 stages of endometrial cancer, as described in
Table 1.

Around 80% of patients diagnosed with endometrial cancer have early-stage disease. A
smaller proportion of patients (around 1 in 5) are diagnosed with advanced disease.®'

Table 1. Staging in endometrial cancer

Stage Description

1 Cancer cells are found only in the uterus.

‘Early-stage’

2 The cancer has spread to the cervix (opening of the uterus).

The cancer has spread outside the uterus to the nearby lymph
3 ‘Advanced’ nodes, ovaries, fallopian tubes or vagina. It has not spread to the
bladder, rectum or outside the pelvis.




The cancer has spread to the bladder, rectum, or outside the
pelvis, such as the lungs or stomach.

Tumour histology

Histology is the study of tissues and cells under a microscope. Histological testing is
another way that endometrial cancer can be classified. There are four main subtypes. The
most common is known as ‘endometrioid adenocarcinoma’. The other subtypes are rarer,
and are considered more aggressive cancers.>?

Tumour grade

Grading is a way of dividing cancer cells into groups depending on how much the cells
look like normal cells. This helps to determine how quickly or slowly the cancer might grow
and whether it is likely to spread. There are three grades in endometrial cancer. The lower
the grade, the more normal the cells look. Lower grade cancers grow and spread more
slowly. On the other hand, higher grade cancers grow and spread more quickly.3?

Recurrent endometrial cancer

As described in , recurrent endometrial cancer is when the cancer returns after
a period of remission. Disease recurrence can happen at any disease stage.® In the
maijority of cases, recurrent cancer occurs within three years after treatment. It is
estimated that up to one third of patients diagnosed with endometrial cancer could
experience disease recurrence in their lifetime.>*

Molecular classification

Molecular classification is used to check for certain genes, proteins, or other molecules in
cancer cells. There are four molecular subgroups in endometrial cancer. One of the key
steps for molecular subgrouping is testing for MMR status.

Various methods can be used for molecular classification, but the most common of these
is known as immunohistochemistry. In the UK, immunohistochemistry is used to
determine MMR status in all patients diagnosed with endometrial cancer.®

2c) Current treatment options:

The purpose of this section is to set the scene on how the condition is currently managed:

o What is the treatment pathway for this condition and where in this pathway the medicine is
likely to be used? Please use diagrams to accompany text where possible. Please give
emphasis to the specific setting and condition being considered by NICE in this review. For
example, by referencing current treatment guidelines. It may be relevant to show the
treatments people may have before and after the treatment under consideration in this SIP.

Please also consider:




o if there are multiple treatment options, and data suggest that some are more
commonly used than others in the setting and condition being considered in this
SIP, please report these data.

o are there any drug—drug interactions and/or contraindications that commonly cause
challenges for patient populations? If so, please explain what these are.

How is endometrial cancer treated in the UK?

The treatment pathway for endometrial cancer is complex. Treatment for endometrial
cancer is based on a range of factors including: cancer stage, cancer grade, molecular
classification and patient choice.?®3%3¢ The treatment pathway for endometrial cancer in
the UK is informed by various guidelines, including the:

e British Gynaecological Cancer Society (BGCS)?*®

e European Society of Medical Oncology (ESMO)?°

e European Society of Gynaecological Oncology (ESGO), European Society for
Radiotherapy and Oncology (ESTRO) and European Society of Pathology (ESP).3®

An overview of the treatment pathway is presented in Figure 2. Newly diagnosed
advanced or recurrent endometrial cancer are usually treated the same, as they tend to be
more difficult to treat than early-stage cancer.

Patients with dAMMR and pMMR endometrial cancer are also treated via a similar
treatment pathway, but there are a number of different treatments available, as detailed
below.




Figure 2. Treatment pathway for endometrial cancer
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Footnotes: Please refer to the glossary ( ) for definition of hormone therapy.
Initial management of endometrial cancer

Initial management for early-stage disease usually involves surgery, which is given with
the intention of curing the cancer. For advanced disease, surgery is less common as it
tends to be less successful. However, surgery may sometimes be considered for patients
with advanced cancer before or after chemotherapy if the cancer is operable.?°3¢

First-line treatment for advanced or recurrent endometrial cancer

The standard of care first-line treatment for advanced or recurrent endometrial cancer is
carboplatin + paclitaxel. This treatment became the standard of care based on a 2020
study.®” However, this study also showed that the combination of carboplatin + paclitaxel
was much less effective when only looking at patients with measurable advanced or
recurrent endometrial cancer compared with the overall study population.®”

In some cases, carboplatin + paclitaxel may not be a suitable option as a patient may not
be able to cope with this treatment. These patients may instead be offered carboplatin on
its own, or hormone therapy, as these treatments usually have fewer side effects. Patients
who are unable to tolerate carboplatin + paclitaxel would not be suitable candidates for
SoC + D or SoC + D + O in clinical practice, and were also not included in the main clinical
trial supporting the use of these regimens in endometrial cancer (DUO-E - ).




Hormonal therapy is therefore not considered relevant to compare with the treatments
presented in this submission.

Second-line treatment for advanced or recurrent endometrial cancer

In the second-line, once a patient has progressed after first-line treatment, there is no
standard of care treatment. Patients with advanced or recurrent endometrial cancer may
therefore receive various different options, including:

e another course of chemotherapy,

e immunotherapy with pembrolizumab + lenvatinib or pembrolizumab alone,
e hormonal therapy, or

e enrolmentin a clinical trial.

However, many patients are unable to tolerate second-line treatment. Innovative first-line
treatments are therefore needed in order to allow as many patients as possible to benefit
from improved outcomes.3®

Treatment options for patients with dMMR newly diagnosed advanced or recurrent
endometrial cancer

Patients with advanced or recurrent endometrial cancer that is dIMMR have recently
become eligible for other innovative therapies. However, many of these treatments are
only available through the Cancer Drugs Fund (CDF). This means that these treatments
do not represent standard clinical practice, and are only available on a temporary basis.
Given this, they are not considered relevant to compare with the treatments presented in
this submission.

The treatments that are recommended for patients with dMMR or MSI-High advanced or
recurrent endometrial cancer are:

First-line
e Dostarlimab with carboplatin + paclitaxel (via the CDF)
Second-line

e Dostarlimab alone (via the CDF)
e Pembrolizumab alone

2d) Patient-based evidence (PBE) about living with the condition

Context:

e Patient-based evidence (PBE) is when patients input into scientific research, specifically
to provide experiences of their symptoms, needs, perceptions, quality of life issues or
experiences of the medicine they are currently taking. PBE might also include carer burden
and outputs from patient preference studies, when conducted in order to show what
matters most to patients and carers and where their greatest needs are. Such research can
inform the selection of patient-relevant endpoints in clinical trials.

In this section, please provide a summary of any PBE that has been collected or published to
demonstrate what is understood about patient needs and disease experiences. Please include




the methods used for collecting this evidence. Any such evidence included in the SIP should be
formally referenced wherever possible and references included.

Endometrial cancer from the patient perspective

Endometrial cancer can impact many areas of a patient’s life and can be difficult for
patients to cope with. In particular, the symptoms of the disease and side effects of
treatment can make it hard to carry out day-to-day activities, socialise, and perform at
work. Based on patient stories, there were some key topics that patients mentioned were
particularly challenging. These include:

Coping with treatment

Many patients report that treatment for endometrial cancer is difficult to cope with due to
side effects. One patient even described their treatment as “brutal” and “gruelling”.>®
Ahead of starting treatment, patients speak about feeling emotionally unprepared for the
aggressive treatment they are about to start. After treatment, patients report that they feel
as though their “life isn’t [their] own”.%°

Long-term health impact

Even after treatment finishes, patients who achieve remission report long-term physical
and mental effects that include an ongoing lack of stamina and strength. They may also
feel afraid about their cancer returning.?* Patients also report long-term effects, including
exhaustion.*® Many patients report decreased ability, or even inability, to have or enjoy
sex after surviving endometrial cancer.?® These physical and mental effects can stop
patients from enjoying their lives, even after they have survived endometrial cancer.

Living a limited life

As mentioned in , endometrial cancer has a major impact on patient quality of
life. Patients diagnosed with endometrial cancer describe how the “cancer destroys you. It
ruins your confidence, your self-esteem and makes you feel like less of a person, less of a
woman”.40

Patients receiving treatment may also have to arrange their lives around hospital
appointments. The side effects that can result from this treatment, as described in

, can further limit a patient’s ability to lead a normal life. The mental and emotional
burden of living with endometrial cancer takes a severe toll on patients. This can be seen
even in cases where treatment has finished and they have survived the disease.

SECTION 3: The treatment

3a) How does the new treatment work?

What are the important features of this treatment?

Please outline as clearly as possible important details that you consider relevant to patients relating
to the mechanism of action and how the medicine interacts with the body




Where possible, please describe how you feel the medicine is innovative or novel, and how this
might be important to patients and their communities.

If there are relevant documents which have been produced to support your regulatory submission
such as a summary of product characteristics or patient information leaflet, please provide a link to
these.

About durvalumab and how it works

Durvalumab is an immunotherapy that is known as a checkpoint inhibitor. This means
that durvalumab works by helping the body’s immune system to attack and destroy
cancer cells. It does this by blocking the system that helps cancer cells disguise
themselves and hide from the immune system. 42

More information on durvalumab is provided in the Summary of Project Characteristics
(SmPC): IMEINZI (Durvalumab) SmPC

About olaparib and how it works

Olaparib is a targeted treatment that is known as a poly (ADP-ribose) polymerase (PARP)
inhibitor. This means that olaparib works by blocking the system that cancer cells rely on
to survive and grow. By doing this, olaparib causes cancer cells to become too damaged
to survive.®

More information on olaparib is provided in the Summary of Project Characteristics
(SmPC): LYNPARZA (Olaparib) SmPC

In SoC + D, durvalumab is combined with carboplatin + paclitaxel. In SoC + D + O, both
durvalumab and olaparib are combined with carboplatin + paclitaxel. explains
why the combination of SoC + D is used for dMMR endometrial cancer, whilst SoC + D +
O is used for pMMR endometrial cancer.

3b) Combinations with other medicines

Is the medicine intended to be used in combination with any other medicines?
e Yes/No

If yes, please explain why and how the medicines work together. Please outline the mechanism of
action of those other medicines so it is clear to patients why they are used together.

If yes, please also provide information on the availability of the other medicine(s) as well as the
main side effects.

If this submission is for a combination treatment, please ensure the sections on efficacy
(3e), quality of life (3f) and safety/side effects (3g) focus on data that relate to the
combination, rather than the individual treatments.

As mentioned in , this submission focusses on two different combination
regimens. In the SoC + D and SoC + D + O regimens, durvalumab with or without olaparib
are used in combination with carboplatin + paclitaxel. Carboplatin + paclitaxel is the



https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/lynparza-epar-product-information_en.pdf

current standard of care for newly diagnosed advanced or recurrent endometrial cancer

( ).
About carboplatin + paclitaxel and how it works

Carboplatin is a chemotherapy drug. It works by entering cancer cells and damaging their
DNA. This damage stops them from growing and dividing, which can slow down or stop
the growth of the cancer.*

Paclitaxel is another type of chemotherapy drug. It works by attaching to structures inside
the cancer cells which are essential for cell division. By attaching to these structures,
paclitaxel stops cancer cell division, causing them to die.*

When carboplatin + paclitaxel are used together, they are more powerful against cancer
cells compared to when they are used alone. This is because they affect different aspects
of cancer cell division and growth.

SoC + D for dMMR endometrial cancer

There have been a number of studies which have shown that dMMR endometrial cancer
responds well to checkpoint inhibitors. For instance, studies have showed that patients
with dMMR endometrial cancer respond well to dostarlimab, which is another checkpoint
inhibitor.

In SoC + D, carboplatin + paclitaxel affect aspects of cancer cell division and growth,
whilst durvalumab works to boost the body’s own immune response against cancer cells.
The DUO-E study showed that use of SoC + D is highly effective in dMMR endometrial
cancer (see ).

SoC + D + O for pMMR endometrial cancer

Studies have shown that pMMR endometrial cancers are more difficult to treat with
immunotherapies when compared with dMMR endometrial cancers.*® Because of this,
combining an immunotherapy with other targeted treatments may be particularly beneficial
to these patients.

In SoC + D + O, the addition of olaparib to carboplatin + paclitaxel and durvalumab further
suppresses cancer cells, as olaparib targets an additional aspect of cancer cell survival
( )- Importantly, the DUO-E study showed that patients with pMMR endometrial

cancer benefitted from of the addition of olaparib in the SoC + D + O regimen (see
).47

3c) Administration and dosing

How and where is the treatment given or taken? Please include the dose, how often the treatment
should be given/taken, and how long the treatment should be given/taken for.

How will this administration method or dosing potentially affect patients and caregivers? How does
this differ to existing treatments?




How is durvalumab taken for dMMR endometrial cancer?

For patient with dMMR endometrial cancer, treatment with SoC + D is given in the
following steps:

e Durvalumab is given via a drip into a vein (intravenous infusion) at a dose of
1,120 milligrams (mg) every three weeks.*®

e At the same time, patients are given carboplatin + paclitaxel every three weeks,
also via intravenous infusion. Carboplatin + paclitaxel is given for a minimum of 4
and a maximum of 6 cycles.®®

e Patients stop receiving carboplatin + paclitaxel after 4—6 cycles and are then given
durvalumab as a maintenance therapy. During maintenance, durvalumab is given
via intravenous infusion at a dose of 1,500 mg every four weeks.*®

What is a cycle?

Many cancer treatments are given in cycles. Each cycle is usually split into a period
where patients receive a treatment, followed by a period where the treatment is stopped
to allow their body to recover. The length of each cycle and the split between treatment
and rest periods can depend on the type of treatment and on the patient.

How are durvalumab and olaparib taken for pMMR endometrial cancer?

For patients with pMMR endometrial cancer, treatment is given in the same way as for
those with dMMR cancer, with the addition of olaparib.

e Durvalumab is given via a drip into a vein (intravenous infusion) at a dose of 1,120
milligrams (mg) every three weeks.*

o At the same time, patients are given carboplatin + paclitaxel every three weeks,
also via intravenous infusion. Carboplatin + paclitaxel is given for a minimum of 4
and a maximum of 6 cycles.*®

e Patients stop receiving carboplatin + paclitaxel after 4—6 cycles and are then given
durvalumab and olaparib as a maintenance therapy.

¢ Maintenance durvalumab is given via intravenous infusion at a dose of 1,500 mg
every four weeks.*® Maintenance olaparib is given as a hard capsule by mouth
(orally), twice per day. The recommended dose of olaparib is 600 mg per day.*°

3d) Current clinical trials

Please provide a list of completed or ongoing clinical trials for the treatment. Please provide a brief
top-level summary for each trial, such as title/name, location, population, patient group size,
comparators, key inclusion and exclusion criteria and completion dates etc. Please provide
references to further information about the trials or publications from the trials.




Studies of SoC + D and SoC + D + O in newly diagnosed advanced or
recurrent endometrial cancer

The main clinical evidence that is available for SoC + D and SoC + D + O for the treatment
of patients with newly diagnosed advanced or recurrent endometrial cancer is from the
DUO-E trial.*’

The DUO-E trial was a Phase 3 clinical trial. It looked at how well SoC + D and SoC + D +
O worked to treat endometrial cancer (its efficacy) compared to carboplatin + paclitaxel
alone (SoC). The DUO-E study also assessed the safety and tolerability of SoC + D and
SoC + D + O compared to SoC, and the impact of each regimen on quality of life.*?

Who was included in the DUO-E trial?
Overall population

DUO-E was a global study carried out across 22 countries. It was carried out in patients
with newly diagnosed advanced or recurrent endometrial cancer. The overall study
population included 718 patients. These patients received one of three treatment options,
as described below.

Subgroup analysis

The DUO-E study also looked at the impact of each treatment regimen based on patient
MMR status.*” The results from the dMMR and pMMR populations supported the
marketing authorisation for durvalumab and olaparib in endometrial cancer. They are also
the main source of evidence for this submission.

How was the DUO-E trial carried out?

As DUO-E compared three different regimens, patients were given one of the following
treatments:

1. SoC (carboplatin + paclitaxel)
2. SoC+D
3. SoC+D+0

DUO-E was a double-blind study, which means that neither the patient nor the doctor
knew which treatment regimen that each patient was receiving. This helped to reduce
bias in the study. To keep the patient and doctors blinded, patients were given placebo
durvalumab if they were in the SoC group. Patients were given placebo olaparib if they
were in the SoC + D and SoC group.*’

A summary of the study design of the DUO-E study is shown in Figure 3.




Figure 3. Summary of the DUO-E study design
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3e) Efficacy

Efficacy is the measure of how well a treatment works in treating a specific condition.

In this section, please summarise all data that demonstrate how effective the treatment is
compared with current treatments at treating the condition outlined in section 2a. Are any of the
outcomes more important to patients than others and why? Are there any limitations to the data
which may affect how to interpret the results? Please do not include academic or commercial in
confidence information but where necessary reference the section of the company submission
where this can be found.

How was the efficacy of SoC + D and SoC + D + O measured?

In the DUO-E trial, the main measure that was used to measure the efficacy of the
treatment regimens was progression-free survival (PFS). PFS is the time between the
start of the trial and signs that the cancer has started to grow again (i.e. the length of time
before the disease starts to progress), or death due to any cause.

The other efficacy measures in the DUO-E trial included:

¢ Overall survival (OS): the time between the start of the trial and death due to any
cause

o Objective response rate (ORR): the percentage of patients whose cancer shrinks
(by at least 30%) or disappears completely after treatment

e Duration of response (DoR): the length of time that the tumour responds to
treatment for without the cancer growing or spreading




The section below presents efficacy results for the overall study population. Efficacy
results are then presented for the dMMR population, followed by the pMMR population.

Results from the overall study population
Progression-free survival

In the overall study population, the median PFS was:

e 9.6 months in the SoC group
e 10.2 months in the SoC + D group
¢ 15.1 months in the SoC + D + O group

This shows that both SoC + D and SoC + D + O significantly extended the time that a
patient does not experience their cancer getting worse over patients that receive SoC.#"48

Overall survival

In the overall study population, an improvement was seen in OS for both the SoC + D and
the SoC + D + O arm compared to the SoC arm. This means that both treatment regimens
extended the overall length of time that patients survived compared with SoC.

Other measures of efficacy

Other measures of efficacy showed a similar benefit of SoC + D and SoC + D + O in
patients with advanced or recurrent endometrial cancer compared with SoC.#748

Subgroup analysis

In subgroup analysis by MMR status, both SoC + D and SoC + D + O increased PFS in
patients with dMMR and pMMR endometrial cancer compared with SoC. However, SoC +
D + O did not significantly increase PFS over SoC when compared with the improvement
seen for SoC + D versus SoC in the dMMR population. This suggests that the addition of
olaparib provides limited additional benefit for patients with dMMR endometrial cancer
compared to SoC + D.

On the other hand, SoC + D + O improved PFS compared with SoC more than the
improvement observed for SoC + D versus SoC in patients with pMMR endometrial
cancer. This suggests that the addition of olaparib to durvalumab results in a particular
benefit for the pMMR population.

These findings supported the marketing authorisations for SoC + D in patients with dMMR
endometrial cancer and SoC + D + O in pMMR endometrial cancer. They also informed
the focus of this submission.

Further results for SoC + D in the dMMR population and SoC + D + O in the pMMR
population are provided below.




Results for SoC + D in patients with dMMR endometrial cancer
Progression-free survival

An improvement in PFS was seen in the patients with dMMR endometrial cancer that
received SoC + D. Of these patients, around 68% experienced no cancer growth at 18
months, compared with around one-third of the patients that received SoC only.

Overall survival

OS was also improved by SoC + D compared with SoC alone in the dMMR population. At
12 months, OS was over 90% in dMMR patients receiving SoC + D compared with around
75% of patients in the SoC arm. At 18 months, OS was seen in around 86% of patients in
the dMMR arm compared with around 65% in the SoC arm. This shows a clear benefit in
OS for SoC + D compared with SoC in the dMMR population.4748

Other measures of efficacy

e ORR: SoC + D resulted in a greater number of patients responding to treatment
than SoC in the dMMR population. Over 70% of patients experienced a response
in the SoC + D arm compared with around 40% of patients who were given SoC.

e DoR: SoC + D improved the length of time that patients responded to treatment
compared with SoC. Of patients in the SoC + D arm, around three quarters
maintained a response to treatment at 18 months, compared with around half of
patients who received SoC alone.

e Other measures: SoC + D showed an improvement across all measures of
efficacy when compared with SoC alone.

Results for SoC + D + O in patients with pMMR endometrial cancer
Progression-free survival

The use of SoC + D + O showed an improvement in PFS in the pMMR population, with an
increase of 5.3 months over patients that received SoC. The PFS rate in the SoC+D + O
group was around 42% at 18 months compared with 20% of patients in the SoC group.48

Overall survival

SoC + D + O showed a meaningful improvement in OS in the pMMR population. Overall,
patients who received SoC + D + O had longer OS when compared with patients who
received SoC.4748

Other measures of efficacy

¢ ORR: SoC + D + O resulted in a similar number of patients responding to
treatment than SoC in the pMMR population. There were over 60% of patients with
a response in the SoC + D + O group compared with 59.0% of patients in the SoC
group.

e DoR: SoC + D + O improved the length of time that patients responded to
treatment compared with SoC. Of patients in the SoC + D + O arm, around 50%




maintained a response to treatment at 18 months, compared with just over 10% of
patients who received SoC.

e Other measures: SoC + D + O showed an improvement across all measures of
efficacy when compared to SoC.

3f) Quality of life impact of the medicine and patient preference information

What is the clinical evidence for a potential impact of this medicine on the quality of life of patients
and their families/caregivers? What quality of life instrument was used? If the EuroQol-5D (EQ-5D)
was used does it sufficiently capture quality of life for this condition? Are there other disease
specific quality of life measures that should also be considered as supplementary information?

Please outline in plain language any quality of life related data such as patient reported
outcomes (PROs).

Please include any patient preference information (PPI) relating to the drug profile, for instance
research to understand willingness to accept the risk of side effects given the added benefit of
treatment. Please include all references as required.

How was quality of life measured?

The DUO-E trial measured patient quality of life using various different questionnaires:

¢ EORTC-QLQ-C30: The EORTC-QLQ-C30 is a specific measure for quality of life
in people living with cancer, and was used in the DUO-E trial to assess patient
health status.

e EORTC-QLQ-EN24 The EORTC-QLQ-EN24 questionnaire is specific to
endometrial cancer. This assessed patient health by asking questions relating to
sexual activity. It also included specific questions relating to endometrial cancer
symptoms.

o EQ-5D-5L: This looked at the effect of endometrial cancer on overall quality of life.
This questionnaire assessed topics such as mobility, self-care, usual activities,
pain and discomfort, and anxiety and depression.*®

Quality of life impact of SoC + D and SoC+D + O

The results from the three questionnaires showed the following:

e EORTC-QLQ-C30: There were no meaningful differences in patient health status
in any of the treatment arms in the DUO-E trial.

e EORTC-QLQ-EN24: There were no meaningful differences between the treatment
arms for endometrial cancer-specific symptoms, or sexual interest and activity.

e EQ-5D-5L: There were also no meaningful differences in the results of this
questionnaire in the DUO-E trial.*®

The similar quality-of-life scores between treatment arms show that adding durvalumab
with or without olaparib does not negatively impact patients’ quality of life. This shows that
the treatment benefits of SoC + D and SoC + D + O ( ) do not come at the
expense of patient quality of life.




3g) Safety of the medicine and side effects

When NICE appraises a treatment, it will pay close attention to the balance of the benefits of the
treatment in relation to its potential risks and any side effects. Therefore, please outline the main
side effects (as opposed to a complete list) of this treatment and include details of a benefit/risk
assessment where possible. This will support patient reviewers to consider the potential overall
benefits and side effects that the medicine can offer.

Based on available data, please outline the most common side effects, how frequently they happen
compared with standard treatment, how they could potentially be managed and how many people
had treatment adjustments or stopped treatment. Where it will add value or context for patient
readers, please include references to the Summary of Product Characteristics from regulatory
agencies efc.

Every medicine has the potential to result in side effects, and the same medicine can
produce different effects in different people. Overall, the medicines used in the treatment
regimens presented in this submission showed a manageable safety profile that was in
line with what is already known about each of the individual medicines.*’4

In the DUO-E study, the number of patients who experienced side effects was similar
across the three treatment groups. All side effects that occurred in patients receiving SoC
+ D and SoC + D + O were consistent with what is already known about durvalumab and
olaparib, except for arthralgia (joint pain).*

The rate of patients stopping the study treatments due to side effects was slightly higher
for those that received durvalumab and/or olaparib when compared to those in the SoC
group. However, it is expected that for many patients these side effects will be justified by
the added benefits provided by these regimens.*®

The side effects experienced by the full study population, the dMMR subpopulation, and
the pMMR subpopulation were similar in terms of effect and rate they occurred.*®

A summary of the most common side effects in the DUO-E trial is provided in Table 2.
Further information on other potential side effects for olaparib is available in the Patient
Information Leaflet. Further information on other potential side effects for durvalumab is
available in the Patient Information Leaflet.

Table 2.Summary of the most common side effects experienced by patients during
the DUO-E trial

Side effect Percentage of patients with side effect

SoC SoC +D SoC+D+0
(N=236) (N=235) (N=238)

Low red blood cell count 54.2 47.7 61.8
Hair loss 50.0 50.2 50.8
Tiredness and weakness 44.5 43.0 54.2
Nausea 44.5 40.9 54.6
Low white blood cell count 41.5 35.7 41.6

Constipation 34.3 27.2 32.8



https://www.medicines.org.uk/emc/files/pil.9204.pdf
https://www.medicines.org.uk/emc/files/pil.9204.pdf
https://www.medicines.org.uk/emc/files/pil.9495.pdf

Diarrhoea 28.0 31.5 28.2

Low platelet count 22.0 28.1 29.8

Joint pain 24.6 30.2 24.4

Nerve damage 28.0 26.0 25.2

Tingling due to nerve damage 28.0 25.5 25.2

Vomiting 18.2 20.9 25.6

Decreased appetite 19.5 17.9 23.1

Low white blood cell count 19.1 17.0 20.2

Urinary tract infection 21.2 14.0 20.2
Footnotes: These side effects are the most common side effects experienced by patients in the
overall duration of the DUO-E study (chemotherapy + maintenance phase; ).

3h) Summary of key benefits of treatment for patients

Issues to consider in your response:

e Please outline what you feel are the key benefits of the treatment for patients, caregivers
and their communities when compared with current treatments.

e Please include benefits related to the mode of action, effectiveness, safety and mode of
administration

Overall benefit of SoC + D and SoC + D + O in patients with advanced or
recurrent endometrial cancer

At present, treatment options for people with advanced or recurrent endometrial cancer
are limited. In addition, there are currently no standard of care treatments for patients with
newly diagnosed advanced or recurrent endometrial cancer in the second-line setting,
meaning that the introduction of more effective first-line treatment options is very important
for patients.

SoC + D and SoC + D + O have been shown to improve patient outcomes by:

¢ Increasing the time a patient does not experience worsening of their disease.

e Increasing overall survival of patients.

¢ Increasing the number of patients who respond to treatment for endometrial
cancer.

e Increasing the amount of time that patients are responding to treatment.4’48

Adding durvalumab and/or olaparib to SoC also did not reduce patient quality of life..
There was also a low incidence of unexpected side effects experienced by patients as a
result of combining these treatments. Overall, this provides evidence for the benefit of
these treatments for patients with advanced or recurrent endometrial cancer.




Patients with dMMR advanced or recurrent endometrial cancer will benefit
from a new treatment option

Some patients with dMMR endometrial cancer may receive dostarlimab with carboplatin +
paclitaxel as first-line treatment through the CDF. However, this treatment does not
represent the current standard of care, and is only available on a temporary basis pending
re-appraisal. Patients with newly diagnosed advanced or recurrent endometrial cancer
that is dMMR would therefore benefit from a new and effective treatment that could
expand the range of treatment options.

Patients diagnosed with pMMR advanced or recurrent endometrial cancer
will benefit from the treatment option of SoC + D + O

There are a larger number of patients diagnosed with pMMR endometrial cancer
compared to dMMR endometrial cancer. However, patients with pMMR advanced or
recurrent endometrial cancer have even fewer treatment options than those with dAMMR
cancers as there are no options in the CDF for this population. This is partly due to the
fact that pMMR cancers are harder to treat with existing innovative therapies, such as
dostarlimab. Patients with newly diagnosed advanced or recurrent endometrial cancer that
is dMMR would therefore benefit from an innovative therapy.

The key benefits of SoC + D and SoC + D + O for patients with dMMR or pMMR advanced
or recurrent endometrial cancer, respectively, are presented below.

Overall benefits of SoC + D and SoC + D for dMMR and pMMR endometrial cancer,
respectively:

Improved efficacy compared to SoC
/\ e SoC + D and SoC + D + O help people with experience longer PFS

based on subgroup analysis in the DUO-E trial.

e SoC + D and SoC + D + O improve the length of time that a patient
survives compared with SoC.

e SoC + D and SoC + D + O also improved all other measures of
efficacy in the DUO-E trial compared with SoC, including ORR and
DoR.

Manageable safety profile

|||||
@r

¢ The addition of D and O to SoC only slightly increases the side
effects compared with SoC alone.

e The side effects of SoC + D and SoC + D + O are known side
effects of each medicine that makes up this regimen.

@ No negative impact on quality of life

e The benefits of SoC + D and SoC + D + O were not achieved at the
cost of quality of life in the DUO-E trial.

e There was no meaningful difference in quality of life between SoC +
D and SoC + D + O versus SoC groups in the DUO-E ftrial.

1




Other benefits of SoC + D for patients with dMMR endometrial cancer

C' Expanding the range of innovative options
- o People with newly diagnosed advanced or recurrent endometrial
cancer have limited treatment options.

(—]
e Dostarlimab has recently been recommended in the first-line, but

only in the CDF.
e The introduction of SoC + D would therefore expand the available
options for these patients.

o People with newly diagnosed advanced or recurrent endometrial
cancer that is pMMR have very limited treatment options and are
harder to treat with immunotherapy alone.

e There are no first-line treatments available for patients with pMMR
advanced or recurrent endometrial cancer other than SoC.

e The introduction of SoC + D + O would therefore provide a much-
needed option for these patients.

3i) Summary of key disadvantages of treatment for patients

Issues to consider in your response:

e Please outline what you feel are the key disadvantages of the treatment for patients,
caregivers and their communities when compared with current treatments. Which
disadvantages are most important to patients and carers?

e Please include disadvantages related to the mode of action, effectiveness, side effects and
mode of administration

e What is the impact of any disadvantages highlighted compared with current treatments

Limited treatment response for some patients

The treatment regimens presented within this submission have been proven to be
generally well-tolerated and effective. However, as with all treatments, there is a possibility
that these treatment regimens will not work for everyone, and there is a chance that some
patients may experience limited disease improvement.

Side effects

As with most cancer treatments, patients may experience side effects while receiving
treatment. However, the side effects of SoC + D and SoC + D + O are generally
manageable based on the DUO-E trial. A similar number of patients stopped treatment as
a result of experiencing side effects across all treatment arms.*® As mentioned in

, the increase in side effects as a result of adding D and/or O to SoC is only slight




compared with SoC alone. Therefore, the improved efficacy benefits of SoC + D, and SoC
+ D + O, are likely to outweigh any negative impact of side effects.

Treatment administration

While durvalumab is given to patients the same way as SoC, durvalumab will need to be
given as a maintenance therapy after SoC has stopped. Having to receive treatment for a
longer duration of time may result in an additional burden to patients. However, the
benefits of maintenance treatment for treating endometrial cancer are likely to outweigh
this.

Olaparib is given orally and can be taken at home, which some patients may find more
convenient. However, some patients may prefer taking all their treatments in hospital.

3i) Value and economic considerations

Introduction for patients:

Health services want to get the most value from their budget and therefore need to decide whether
a new treatment provides good value compared with other treatments. To do this they consider the
costs of treating patients and how patients’ health will improve, from feeling better and/or living
longer, compared with the treatments already in use. The drug manufacturer provides this
information, often presented using a health economic model.

In completing your input to the NICE appraisal process for the medicine, you may wish to reflect on:

e The extent to which you agree/disagree with the value arguments presented below (e.g.,
whether you feel these are the relevant health outcomes, addressing the unmet needs and
issues faced by patients; were any improvements that would be important to you missed
out, not tested or not proven?)

e If you feel the benefits or side effects of the medicine, including how and when it is given or
taken, would have positive or negative financial implications for patients or their families
(e.g., travel costs, time-off work)?

e How the condition, taking the new treatment compared with current treatments affects your
quality of life.

Healthcare administrators need to get the best value from their limited budgets. To do this,
they want to know whether a new medicine provides ‘good value for money’ compared to
existing medicines. They will look at the costs of the new medicine and how the health of
patients is likely to improve if they take it. The pharmaceutical company that develops the
medicines provides this information to healthcare administrators using a health economic
model. The pharmaceutical company uses the health economic model to perform an
analysis, which compares the costs and benefits of the new treatment (SoC + D and SoC
+ D + O) with the standard of care (carboplatin + paclitaxel) in the relevant patient
population(s) (dAMMR and pMMR newly diagnosed advanced or recurrent endometrial
cancer).




How the model reflects endometrial cancer

The economic model was designed to reflect the key features of endometrial cancer and
clinical practice in the UK. To do this, a model structure called a partition survival model
was chosen, as this tool is commonly used to model cancer treatments. The model was
used to predict future survival outcomes of patients with endometrial cancer. The model
focusses on two comparisons:

e SoC + D versus SoC in patients with dMMR endometrial cancer, and
e SoC + D + O versus SoC in patients with pMMR endometrial cancer

The economic model includes three health states, with "progression free” being the ‘best’
health state:

e Progression free: the patient’s disease is responding to the treatment and not
actively progressing to more advanced stages

e Progressed: the patient’s cancer has worsened

e Death

Modelling how much SoC + D and SoC + D + O improves clinical outcomes

The results of the DUO-E trial were used to inform the economic model. The main results
from the trials that were used in the model were PFS and OS. These were the main
results used in the model because they was considered relevant to what would be
considered successful outcomes when treating endometrial cancer in clinical practice.
Additional outcomes such as response and duration of response were not explicitly
included in the model.

The results from the most recent data cut-off of the DUO-E trial were used to inform the
model. However, the economic model simulates patients for the rest of their lifetime, a
much longer period of time than the length of the trial. Therefore, the model uses
extrapolations of the DUO-E trial data to predict long-term outcomes for patients, including
OS, PFS and treatment discontinuation.

Modelling how much SoC + D and SoC + D + O improves quality of life

Quality of life data in the model was based on EQ-5D-5L data observed in the DUO-E trial
within the overall study population ( ). The DUO-E trial data from the overall
population represented the best quality of life evidence to inform the model given it was
collected in a larger population of patients than the dMMR and pMMR subgroups.
Importantly, clinicians indicated that they would not expect quality of life data to differ
according to MMR status. These data are also most likely to reflect the quality of life
impact of these treatments in clinical practice, given they were specifically collected from
patients receiving treatment with SoC + D and SoC + D + O.




Modelling how the costs of treatment differ with the new treatment

Various different costs are included in the model to account for the differences between
the costs of the different treatments. These costs include:

e The cost of the medicine itself and how much it costs to administer the medicine

e The cost of starting treatment and the cost of monitoring the patients during
treatment

e The cost of side effects that happen during treatment

e The cost of subsequent treatment(s), including end-of-life treatments

Uncertainty

Although the most recent data from the DUO-E trial was used in the model, there is
uncertainty in how long people would remain alive for each treatment. This is because
data are only available for a certain duration of follow-up and therefore predictions need to
be used to inform decision-making.

Variations in long-term assumptions in the model were tested and the results of these
tests are explained in

Benefits of not captured in the economic analysis

Treatment with SoC + D and SoC + D + O may have many different positive impacts for
people with dMMR and pMMR endometrial cancer, respectively. The model aims to
capture as many of these benefits as possible, but there are other benefits that could not
be fully captured. For example:

¢ By delaying or prevention disease progression, SoC + D and SoC + D + O may
allow patients to continue with their daily activities for longer and maintain their
daily routine.

e SoC + D and SoC + D + O would address an important unmet need for innovative
and tolerable therapies that delay disease progression in the first-line setting when
patients are able to tolerate these treatments.

Conclusions

This section provides an overview of the modelling performed by the Company. However,
the Company's estimation of cost-effectiveness is not the only result considered by NICE.
NICE may prefer some assumptions that are different from the assumptions that the
company used in their model. In addition, some comparator treatments may have
confidential discounts that the Company do not have access to.

Given this, the Company have not presented any specific cost-effectiveness results in this
summary, but it should be noted that the final cost-effectiveness results for this
submission will be discussed in the Committee meeting and will be available on the NICE
website once a final decision is made.




3j) Innovation

NICE considers how innovative a new treatment is when making its recommendations.

If the company considers the new treatment to be innovative please explain how it represents a
‘step change’ in treatment and/ or effectiveness compared with current treatments. Are there any
QALY benefits that have not been captured in the economic model that also need to be considered
(see section 3f)

SoC + D is an innovative treatment for patients with dMMR advanced or
recurrent endometrial cancer

Durvalumab is an innovative treatment that acts by targeting a key element in the
development and growth of dAMMR tumours. If SoC + D was recommended, it would
expand the range of treatment options that are currently available for these patients.
Overall, this would be expected to allow more patients to benefit from effective first-line
treatment, resulting in better prognoses for these patients at diagnosis.

SoC + D + O would represent an important advancement in the treatment of
PMMR advanced or recurrent endometrial cancer

The majority of patients diagnosed with newly diagnosed advanced or recurrent
endometrial cancer have pMMR cancer. However, there have been no advances in the
first-line treatment of pMMR advanced or recurrent endometrial cancer since 2020.%"

SoC + D + O is the first regimen to combine multiple targeted therapies in the first-line
setting. Olaparib and durvalumab are two innovative therapies that target different aspects
of cancer cell survival, leading to greater destruction of cancer cells. SoC + D + O is
particularly beneficial for patients with endometrial cancer that is pMMR, as these patients
are harder to treat.

If recommended, SoC + D + O would be the first regimen recommended by NICE that
combines a PARP inhibitor and immunotherapy for this patient population in the first-line
setting. This would represent a significant treatment advancement, potentially providing
these patients with a more hopeful outlook.

3k) Equalities

Are there any potential equality issues that should be taken into account when considering
this condition and this treatment? Please explain if you think any groups of people with this
condition are particularly disadvantaged.

Equality legislation includes people of a particular age, disability, gender reassignment, marriage
and civil partnership, pregnancy and maternity, race, religion or belief, sex, and sexual orientation
or people with any other shared characteristics

More information on how NICE deals with equalities issues can be found in the NICE equality
scheme




Find more general information about the Equality Act and equalities issues here

Based on recent UK data, there are differences in the number of people diagnosed with
womb cancer in different ethnic groups. Compared to the White ethnic group, there are
higher rates of womb cancer in the Black ethnic group, lower in people of mixed or
multiple ethnicities, and similar in the Asian ethnic group. People belonging to the Black
ethnic group also face higher death rates than in other ethnic groups.®°

Making innovative therapies available for advanced disease may help address these
inequalities in survival outcomes across different ethnicities.

SECTION 4: Further information, glossary and references

4a) Further information

Feedback suggests that patients would appreciate links to other information sources and tools that
can help them easily locate relevant background information and facilitate their effective
contribution to the NICE assessment process. Therefore, please provide links to any relevant
online information that would be useful, for example, published clinical trial data, factual web
content, educational materials etc.

Where possible, please provide open access materials or provide copies that patients can access.

Further information on endometrial cancer:

e A UK based charity dedicated to providing healthcare, information, and financial
support to those affected by cancer. MacMillan Cancer Support.

e A UK based charity organisation dedicated to endometrial cancer research and
awareness. The Eve Appeal — Womb Cancer.

e A UK based charity organisation dedicated to endometrial cancer research and
awareness. Peaches Womb Cancer Trust.

e Cancer Research UK’s information and guidance relating to endometrial cancer.
Cancer Research UK — Womb Cancer.

¢ NHS information and guidance relating to endometrial cancer. Womb Cancer.

e A clinical knowledge summary provided by NICE. NICE CKS -Gynaecological
cancers — recognition and referral.

Further information on NICE and the role of patients:

e Public Involvement at NICE Public involvement | NICE and the public | NICE
Communities | About | NICE

¢ NICE’s guides and templates for patient involvement in HTAs Guides to
developing our guidance | Help us develop guidance | Support for voluntary and
community sector (VCS) organisations | Public involvement | NICE and the public |
NICE Communities | About | NICE



https://www.macmillan.org.uk/cancer-information-and-support/womb-cancer
https://www.macmillan.org.uk/cancer-information-and-support/womb-cancer
https://eveappeal.org.uk/gynaecological-cancers/womb-cancer/
https://peachestrust.org/
https://www.cancerresearchuk.org/about-cancer/womb-cancer
https://www.nhs.uk/conditions/womb-cancer/
https://cks.nice.org.uk/topics/gynaecological-cancers-recognition-referral/
https://cks.nice.org.uk/topics/gynaecological-cancers-recognition-referral/
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance

4b) Glossary of terms

to understand the original terms.

Aggressive (cancer)

Aggressive (treatment)

Arthralgia

Bias

Biopsy

Cancer Drugs Fund (CDF)

Clinical trial/clinical study

This glossary explains terms highlighted in black bold text in this summary of information
for patients. At times, an explanation for a term might mean you need to read other terms

Describes a cancer or disease that forms,
grows, or spreads quickly.

An aggressive treatment is one that is more
severe or intense than usual.

Pain or stiffness in the joints, such as knees,
elbows, or fingers.

In a scientific research study or clinical trial, a
flaw in the study design or the method of
collecting or interpreting information. Biases can
lead to incorrect conclusions about what the
study or clinical trial showed.

A small sample of tissue taken from the body
and examined under a microscope to check
whether disease is present.

A program that funds cancer medicines in
England. When a treatment is recommended for
use in the CDF, this means that the medicine
shows promising results in trials. But there isn't
enough evidence to recommend it at the
moment. There is then more time to collect
evidence about how well it works.

After a period of up to 2 years in the CDF, the
medicine is reconsidered and a final decision is
made whether to recommend it or not.

The aim of the CDF is to give doctors quicker
access to new treatments for their patients.

A type of research study that tests how well new
medical approaches work in people. These
studies test new methods of screening,




Cycles

Deficient mismatch repair (dIMMR)

Deoxyribonucleic Acid (DNA)

Dostarlimab

Double-blind study

prevention, diagnosis or treatment of a disease.
Also called a clinical study.

Many cancer treatments are given in cycles.
Each cycle is often divided into a period where a
patient receives a treatment, followed by a
period of rest from treatment to allow their body
to recover from any side effects. The length of
each cycle and the split between treatment and
rest periods depend on the type of cancer a
patient has, where it is in the body, if it has
spread and where to.

Describes cells that have mutations (changes) in
certain genes that are involved in correcting
mistakes made when DNA is copied in a cell.
Mismatch repair (MMR) deficient cells usually
have many DNA mutations, which may lead to
cancer. Knowing if a tumour is MMR deficient
may help plan treatment or predict how well the
tumour will respond to treatment. Also called
deficient DNA mismatch repair, dAMMR,
mismatch repair deficiency, and MMR
deficiency..

Genetic material in cells that provide instructions
for making proteins.

A drug used alone or with other drugs to treat
certain adults with endometrial cancer or other
solid tumours that have come back or are
advanced and have certain mutations (changes)
in genes involved in DNA repair. It is also being
studied in the treatment of other types of cancer.
Dostarlimab binds to a protein called PD-1,
which is found on T cells. Dostarlimab may
block PD-1 and help the immune system Kill
cancer cells. It is a type of monoclonal antibody
and a type of immune checkpoint inhibitor. Also
called Jemperli®.

A type of clinical trial where neither the patient
nor the doctor knows who is getting the real




Duration of response (DoR)

Early-stage

Efficacy

Endometrium

EORTC-QLQ-EN24

EORTC-QLQ-C30

EQ-5D-5L

First-line

Health economic model

treatment and who is getting a placebo, to
reduce bias.

The length of time a treatment continues to work
and control the disease.

A term used to describe cancer that is early in
its growth, and may not have spread to other
parts of the body. In endometrial cancer, early-
stage cancer refers to cancer that has not
spread beyond the uterus.

The ability of a medicine to produce a desired
positive effect on a disease or iliness in a clinical
trial.

The lining inside the uterus that thickens during
the menstrual cycle and sheds if there is no
pregnancy.

A questionnaire used to assess the quality of life
specifically in cancer patients with endometrial
cancer. This questionnaire asked patients
questions pertaining to sexual activity, pain in
the lower back or pelvis, urological symptoms,
and gastrointestinal symptoms.

A general questionnaire used to measure quality
of life in cancer patients, used in the DUO-E trial
to measure patient health status.

A standard questionnaire that measures patient
overall health and quality of life.

The initial or primary treatment given for a
disease.

A way to predict the costs and effects of a
technology over time or in patient groups not
covered in a clinical trial




Histology

Hormone therapy

Immune system

Immunohistochemistry

Immunotherapy

Intravenous infusion

Lenvatinib

Lynch Syndrome

Maintenance (treatment)

The study of tissues under the microscope to
look for disease.

Treatment that adds, blocks, or removes
hormones to slow or stop the growth of certain
cancers.

A complex network of cells, tissues, organs and
the substances they make that helps the body
fight infections and other diseases.

A laboratory test that uses antibodies to check
for specific proteins in a tissue sample.

A treatment that help the immune system fight
diseases like cancer.

Medicine or fluids given directly into a patient’s
vein through a needle or tube.

A drug used alone or with other drugs to treat
certain types of endometrial cancer, as well as
other cancers. Lenvatinib blocks certain
proteins, which may help keep cancer cells from
growing and may kill them. It may also prevent
the growth of new blood vessels that tumours
need to grow. Lenvatinib also called Lenvatinib
mesylate or Lenvima®.

An inherited disorder that increases the risk of
developing endometrial cancer and many other
types of cancer, often before age 50. Lynch
syndrome is caused by mutations (changes) in
genes that affect mismatch repair. These genes
are MLH1, MSH2, MSH6, PMS2, and EPCAM.
Also called hereditary nonpolyposis colorectal
cancer and HNPCC.

Maintenance treatment that is given to help
keep cancer from coming back after it has
disappeared following the initial therapy. It may




Marketing authorisation

Median

Medicines and Healthcare

products Regulatory Agency

Menopause

Microsatellites

Microsatellite instability

Microsatellite instability high (MSI-
H)

include treatment with drugs, vaccines, or
antibodies that kill cancer cells, and it may be
given for a long time.

The legal approval by a regulatory body that
allows a medicine to be given to patients in a
particular country.

A statistics term. The middle value in a set of
measurements.

The regulatory body that evaluates, approves
and supervises medicines throughout the UK.

The time of life when a woman’s ovaries stop
producing hormones and menstrual periods
stop. Natural menopause usually occurs around
age 50. A woman is said to be in menopause
when she hasn’t had a period for 12 months in a
row. Symptoms of menopause include hot
flashes, mood swings, night sweats, vaginal
dryness, trouble concentrating, and infertility.

Short, repeated sequences of DNA that can be
prone to mutations.

A change that occurs in certain cells (such as
cancer cells) where there are changes in
microsatellites. Microsatellite instability may be
caused by mistakes that don'’t get corrected
when DNA is copied in a cell. It is found most
often in colorectal cancer, gastric cancer, and
endometrial cancer, but it may also be found in
many other types of cancer. Knowing whether a
cancer has microsatellite instability may help
plan the best treatment. Also called MSI.

Describes cancer cells that have a high number
of mutations (changes) within microsatellites.
Microsatellite instability-high cancer cells often
have dMMR. Microsatellite instability is found
most often in colorectal cancer, gastric cancer,
and endometrial cancer, but it may also be




Microsatellite stability (MSS/MSI-
low [L])

Mismatch repair

Objective Response Rate (ORR)

Overall survival (OS)

PARP inhibitor

Partitioned survival model

Pembrolizumab

found in many other types of cancer. Knowing
whether cancer is microsatellite instability-high
may help plan the best treatment. Also called
MSI-H cancer.

Stable or minimal changes in DNA, often
meaning lower risk or presence of cancer.

A system in cells that corrects any mistakes that
happen when the genetic code (DNA) is copied.
The copying of DNA is a natural process that
occurs so that the body’s cells have the genetic
information that they need to function.

The percentage of patients whose cancer
shrinks or disappears after treatment.

The length of time from either the date of
diagnosis or the start of treatment for a disease,
such as cancer, that patients diagnosed with the
disease are still alive. In a clinical trial,
measuring the OS is one way to see how well a
new treatment works.

A substance that blocks an enzyme in cells
called PARP. PARP helps repair DNA when it
becomes damaged. In cancer treatment,
blocking PARP may help keep cancer cells from
repairing their damaged DNA, causing them to
die. PARP inhibitors are a type of targeted
therapy. Also called poly (ADP-ribose)
polymerase inhibitor.

A type of economic model commonly used to
map the life of cancer patients. The model
predicts the probability of patients staying in pre-
specified states of health over a specific time
period

A drug that binds to the protein PD-1 to help
immune cells kill cancer cells better and is used
to treat many different types of cancer. These
include cancers that express the protein PD-L1,




Placebo

Phase 3 (clinical trial)

Polycystic ovary syndrome
(PCOS)

Prognosis

Newly diagnosed advanced

Proficient mismatch repair
(PMMR)

that have certain mutations (changes) in genes
involved in DNA repair, or that have a high
number of tumour mutations. Pembrolizumab is
used alone or with other drugs to treat certain
types of cancer. It is a type of monoclonal
antibody and a type of immune checkpoint
inhibitor. Also called Keytruda®.

A treatment that appears real, but that does not
treat the disease. It is used in clinical trials to
compare treatments to.

A study that tests the safety and how well a new
treatment works compared with a standard
treatment. In most cases, treatments move into
phase 3 clinical trials only after they meet the
goals of phase 1 and phase 2 clinical trials.
Phase 3 clinical trials may include hundreds of
people. Also called phase Il clinical trial.

A condition that may cause infertility, enlarged
ovaries, menstrual problems, high levels of male
hormones, excess hair on the face and body,
acne, and obesity. Women with polycystic ovary
syndrome have an increased risk of diabetes,
high blood pressure, heart disease, and
endometrial cancer.

The likely outcome or course of a disease; the
chance of recovery or recurrence.

‘Advanced’ is used to describe cancer that is
unlikely to be cured or controlled with treatment.
In the case of endometrial cancer, the cancer
may have spread beyond the uterus to other
parts of the body.

Newly diagnosed advanced refers to cancer that
has not previously been treated.

Describes cells that do not have mutations
(changes) in certain genes that are involved in
correcting mistakes made when DNA is copied
in a cell. Mismatch repair (MMR) proficient cells




usually have few DNA mutations. Knowing if a
tumour is MMR proficient may help plan
treatment or predict how well the tumour will
respond to treatment. Also called proficient DNA
mismatch repair, pMMR, mismatch repair
proficiency, and MMR proficiency.

Progression-free survival (PFS) The length of time during and after the treatment
that a patient lives with the disease but it does
not get worse. In a clinical trial, measuring the
PFS is one way to see how well a new treatment
works.

Quality of life The overall enjoyment of life. Many clinical trials
assess the effects of a disease and its treatment
on the quality of life of patients. These studies
measure aspects of a patient’s sense of well-
being and their ability to carry out activities of
daily living.

Recurrent Cancer or disease that has returned after a
period of remission.

Remission A period during which the signs and symptoms
of cancer are reduced or have disappeared.

Safety profile Information about the side effects and risks
associated with a treatment.

Second-line The next treatment given when the initial
treatment doesn’t work or stops working.

Side effects Unwanted effects of a drug or treatment.

Stage The extent of a cancer in the body. Staging is
usually based on the size of the tumour, whether
lymph nodes contain cancer, and whether the
cancer has spread from the original site to other
parts of the body.




Standard of care (SoC) The usual and accepted treatment for a
particular disease. In this submission, standard
of care refers to carboplatin + paclitaxel.

Targeted treatment/therapy A therapy that targets specific genes, proteins,
or the tissue environment that contributes to
cancer growth and survival.

Uterus The hollow, pear-shaped organ in a woman's
pelvis. The uterus is where a baby develops and
grows. Also called womb.
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Section A: Clarification on effectiveness data
DUO-E population

Al. Priority question. Please provide participant flow diagrams for DUO-E
(similar to the one provided for the intention-to-treat [ITT] population in the
company submission [CS] appendix D2 figure 3) for the:

a) mismatch repair deficient (dMMR) subgroup;
b) mismatch repair proficient (pMMR) subgroup.

Participant flow diagrams for each MMR subgroup are not available, but the relevant information has
instead been provided in tabular format (see Table 1 below). The patient disposition for each MMR
subgroup was generally consistent with the ITT population.

It should be noted that similar to the ITT population, the proportion of patients who initiated
olaparib/placebo varied according to treatment arm (with the lowest proportion of SoC patients
receiving olaparib/placebo, and the highest proportion of SoC + D + O patients receiving
olaparib/placebo). However, this effect was particularly pronounced in the dMMR subgroup, where
only ] of SoC patients received olaparib/placebo. The effect is likely to be explained by the fact that
patients in the SoC arm, as well as those with AIMMR disease status, are the most likely group to
experience rapid disease progression before the end of the chemotherapy phase (and hence become
ineligible for the maintenance phase, when olaparib/placebo would have been initiated).

However, it is worth noting that in the economic model, the proportion of patients who ultimately
initiate olaparib in the maintenance phase is only relevant to the pMMR subgroup. As such, only
patients in the pMMR population go on to accrue the acquisition costs for olaparib (whereas patients
with dMMR EC only receive SoC + D, so the acquisition cost of olaparib is not applied). In the
economic model, the company used a value of ] to model the proportion of patients who go on to
receive olaparib in the maintenance phase in the pMMR population, which is sourced from Table 1
below (see value for the pMMR population in the SoC + D + O arm, highlighted yellow). The company
provides further rationale underpinning the use of this value in the economic model as part of our
response to Question B10.
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Table 1. Patient disposition by MMR status

Number (%) of patients

dMMR subgroup PMMR subgroup
SoC SoC +D SoC +D + Total SoC SoC +D SoC+D+ Total
(0] (0]

Patients randomised I B B B I N | e
Full analysis set I B B D I I | e
Patients who received any treatment? I BB BN B N N e e

Patients who received SoC I B B B B N e e

Patients who received I B I I D D I e

durvalumab/placebo

Patients who received olaparib/placebo Il B BN B N b e e
Patients who did not receive any treatment? - - - - - - l -
Patients ongoing carboplatin or substitute at | | | i i i i i
data cut-off®
Patients who discontinued treatment of I B I D I I I | s
carboplatin or substitute®
Patients ongoing paclitaxel or substitute at | | | i i i i i
data cut-off®
Patients who discontinued treatment of B B N N N I | s
paclitaxel or substituteP
Patients ongoing durvalumab/placebo at data - - - - - - - -
cut-offd
Patients who discontinued treatment of Il B B B I D I e
durvalumab/placebao®
Patients ongoing olaparib/placebo at data Il B B B N N EE e
cut-offd
Patients who discontinued treatment of Il B B B I D I e
olaparib/placebaP®
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Patients ongoing any treatment at data cut-
offP

Patients who discontinued all initiated
treatments (carboplatin, paclitaxel,
durvalumab/placebo and olaparib/placebo)?

Patients ongoing study at data cut-off

Patients who terminated study¢

Footnotes: 2 Any of the following treatments: durvalumab/placebo, olaparib/placebo, carboplatin or substitute, or paclitaxel or substitute. ® Percentages are calculated from
number of patients who received the treatment. ¢ Note: Olaparib is to be administered in the maintenance phase only (per the CSP). 9 Represents patients disposition status at
time of discontinuation from study. Some patients subsequently had vital status information collected from publicly available resources (where it is possible to do so under
applicable local laws) for the purpose of the overall survival analysis, as detailed in the CSP.
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A2. Priority question. Please provide a breakdown of the International
Federation of Gynecology and Obstetrics (FIGO) stage at baseline for the

newly diagnosed patients in each arm of DUO-E for the:

a) ITT population;
b) dMMR subgroup; and
c) pPMMR subgroup.

The FIGO stage at baseline for the requested trial arms and populations within the proportion of
patients with newly diagnosed disease is outlined in Table 2.

Within the group of patients with newly diagnosed disease, the proportion with FIGO stage Il and IV
disease is broadly consistent between the MMR subgroups and the ITT population, with the majority
of such patients diagnosed with FIGO stage IV disease. In UK clinical practice, a greater proportion of
patients are diagnosed with FIGO stage Il disease versus FIGO stage IV disease;! 2 however, this
difference is explained by the inclusion criteria for the DUO-E trial, which specifies that those patients
being enrolled with FIGO stage Il disease must have “measurable disease per RECIST 1.1 following
surgery or diagnostic biopsy” (whereas FIGO stage IV patients were enrolled with or without disease
following surgery or biopsy). This eligibility criteria selected for a particularly high-risk group of patients
with FIGO stage Ill EC.

The company suggests that analyses which sub-divide the MMR subgroups according to FIGO stage
at baseline are unlikely to aid decision making or reduce uncertainty in this appraisal, and should not
become a core focus, particularly in the economic evaluation. This is because:

e The DUO-E trial demonstrated statistically significant and clinically meaningful benefit in the ITT
population. Analyses of subgroups-within-subgroups (such as analyses of FIGO stage at baseline
within MMR subgroups) are limited by very small sample sizes, as shown in Table 2, and should
therefore be interpreted with caution.

e The types of patients enrolled in the DUO-E trial (FIGO stage Ill with measurable disease, FIGO
stage IV, and recurrent disease with poor potential for cure by surgery alone or in combination)
are all treated via the same treatment pathway in the UK, as outlined in Section B1.3.4 of the CS.
This has been validated with UK clinicians.® Furthermore, it is anticipated that such patients would
have a similar baseline prognosis, particularly given that the additional eligibility criteria described
above were intended to select for a particularly high-risk cohort of advanced EC patients.

e There has been no indication that FIGO stage of disease at diagnosis is a treatment effect
modifier in newly diagnosed patients. Within the company submission, forest plots were
presented for the ITT for both the SoC + D vs. SoC and the SoC + D + O vs. SoC comparisons
(Figures 8 and 9 in the company submission, respectively), and forest plots specifically within the
dMMR and pMMR subgroups have also been published at SGO (see Figure 1 below).* Although
some analyses (particularly within the dMMR group and the FIGO stage Il group) have not been
possible due to limited sample sizes, none of the presented analyses indicate any meaningful
impact of FIGO stage at baseline on treatment effect.

e In TA963, the topic of efficacy in FIGO stage Ill patients was raised at the committee meeting, as
the EAG queried an apparent lack of efficacy for such patients in the RUBY trial. However, the
clinical expert at the meeting stated that this was “unexpected, and that it may be a statistical
quirk caused by the low number of people in this subgroup”.® As such, this was not considered an
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important issue by the committee and was concluded to not need further consideration; the final
recommendation covered both FIGO stage Ill and IV patients. The DUO-E trial faces a similar
challenge with low sample sizes in the FIGO stage Ill group, and any analyses specifically within
this group would likely be subject to significant statistical uncertainty.
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Table 2: FIGO stage at primary diagnosis for newly diagnosed patients (Full analysis set)

Number (%) of newly diagnosed patients

ITT population

dMMR subgroup

pMMR subgroup

SoC SoC+D | SoC+D Total SoC SoC+D | SoC+D Total SoC SoC+D | SoC+D Total
(N=241) | (N=238) +0 (N=718) | (N=49) (N=46) +0 (N=143) | (N=192) | (N=192) +0 (N=575)
(N=239) (N=48) (N=191)
Newly 12 (5.0) | 17(7.1) | 12(5.0) | 41(5.7) 3(6.1) 6 (13.0) 2 (4.2) 11 (7.7) 9(4.7) 11 (5.7) | 10(5.2) | 30(5.2)
diagnosed —
FIGO stage IlI
Newly 101 96 (40.3) | 99 (41.4) 296 21 (42.9) | 14 (30.4) | 19(39.6) | 54 (37.8) | 80 (41.7) | 82 (42.7) | 80 (41.9) 242
diagnosed — (41.9) (41.2) (42.1)
FIGO stage IV
Recurrent 127 125 127 379 25(51.0) | 26 (56.5) | 26 (54.2) | 77 (53.8) 102 99 (51.6) 101 302
(52.7) (52.5) (53.1) (52.8) (53.1) (52.9) (52.5)

Source: EMA. CHMP assessment report. June 2024.6
Footnotes: Percentages are calculated from number of patients who are newly diagnosed.
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Figure 1. PFS forest plots for dMMR and pMMR subgroups
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A3. Please provide a breakdown of the Eastern Cooperative Oncology Group
(ECOG) performance status at baseline for the newly diagnosed and recurrent
subgroups in each arm of the ITT population from DUO-E.

The breakdown of ECOG performance status in the newly diagnosed and recurrent subgroups has
been provided below in Table 3, and the equivalent data for the ITT population was already provided
in Table 7 in the CS. The proportion of patients in each ECOG status group is highly consistent
between the newly diagnosed/recurrent subgroups and the ITT population and is also consistent
across each arm of the trial.

There was one patient observed in newly diagnosed subgroup in the SoC + D arm who was enrolled
with an ECOG status of 2 (which is outside the DUO-E inclusion criteria which specified that patients
must have an ECOG status of O or 1). This is a known protocol deviation and is captured within the
CSR Table 15. Overall, the number of protocol deviations were balanced across treatment arms and
were not considered to raise concerns about the conduct of the study, nor relevant for decision
making.

The proportions seen in the DUO-E trial also align closely with those seen in other key trials in the
first-line advanced and recurrent EC setting (e.g., in the ITT population of RUBY Part 1, 65% of
patients were ECOG status 0, while 35% were ECOG status 1). The ECOG status of patients was not
considered a key issue for discussion in the TA963 appraisal committee meeting, and therefore would
not be expected to represent a significant uncertainty in this appraisal either.®

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
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Table 3: ECOG status at baseline in the newly diaghosed and recurrent subgroups (FAS)

Number (%) of patients

Newly diagnosed Recurrent
SoC SoC +D SoC +D + Total SoC SoC+D | SoC+D + Total
(N=114) (N=113) o (N=339) (N=127) (N=125) o (N=379)
(N=112) (N=127)

(0) Normal activity Il BB B B BN N N e
(1) Restricted activity Il BB BN B BN N N e
(2) In bed less than or equal to 50% of the time | N i e i i i |
(3) In bed more than 50% of the time | i i i i i | |
(4) 100% bedridden | | | | | | | i
(5) Death | | | | | | | I

Footnotes: Percentages are calculated from number of patients who are newly diagnosed or recurrent for the summaries for newly diagnosed patients or recurrent patients,

respectively.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or without olaparib, for newly diagnosed
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Outcomes

A4. Priority question. It is noted that the data for overall survival (OS) from
DUO-E in the CS are from the first interim analysis using the 12 April 2023
data-cut off. Please clarify when the next OS analysis is expected to be
available, and if already available, please provide the results for OS and PFS
for the ITT population, pMMR subgroup and dMMR subgroup using the latest
data-cut off and update the economic model.

The OS analyses in DUO-E are event-driven; there is therefore uncertainty regarding the date that
these will become available. The second interim analysis of OS is expected to be performed when
approximately [JJ OS events (] of the target number of OS events) have occurred for the
comparison of the SoC + D arm versus the SoC arm, as well as the SoC + D + O arm versus SoC. It
is currently estimated that this could occur around Q4 2025. As outlined in the company submission,
the final OS results would then be anticipated to become available in 2026.

Although the Company believes that the Committee could make a recommendation for routine
commissioning from the evidence base provided in the company submission, it is acknowledged that
NICE may wish to consider this indication for the Cancer Drugs Fund (CDF), to address any
perceived uncertainty in the economic modelling underpinning this appraisal. The company considers
that the timing of either the interim or final OS analysis outlined above could facilitate a period of
managed access, if deemed appropriate by NICE.

AS5. Priority question. Please provide the blinded independent central review
(BICR)-assessed progression-free survival (PFS) Kaplan—-Meier (KM) plots
(including the number of patients at risk, similar to CS document B Figure 4)

for each trial arm from DUO-E for the:

a) dMMR subgroup; and
b) pMMR subgroup.

The BICR-assessed PFS KM plots have been provided below in Figure 2 and

Figure 3. As outlined in the company submission, a sensitivity analysis demonstrated that PFS results
were consistent based on blinded independent central review (BICR) and Investigator assessment for
both comparisons (SoC + D vs. SoC: HR [l 95% C! ll; SoC + D + O vs. SoC: HR [}, 95%

ol )}

The economic model underpinning this submission uses Investigator-assessed PFS rather than
BICR-assessed PFS as Investigator-assessed better represents how progression would be assessed
in clinical practice (i.e., by the treating physician), and is aligned to the primary endpoint in the DUO-E
trial. Furthermore, given the double-blinded nature of the DUO-E study, the company considers that
investigator-assessed PFS should be considered an appropriate endpoint. Given the sensitivity
analysis outlined above this would be expected to have a negligible impact on the economic analyses.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
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Figure 2. BICR-assessed PFS KM plot for the dMMR subgroup

Figure 3. BICR-assessed PFS KM plot for the pMMR subgrou

A6. Please provide the following results from DUO-E for the dMMR and pMMR

subgroups:

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
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a) EQ-5D-5L VAS Score at baseline and change from baseline at 90 weeks
(similar to the ITT results provided in CS document B table 12);

b) EQ-5D-5L health state index at baseline and change from baseline at 90
weeks (similar to the ITT results provided in CS document B table 12).

The requested EQ-5D-5L data has been provided below in Table 4, alongside the ITT data for
comparison (which was already provided in the company submission Table 12). However, it should be
noted that this analysis is highly uncertain given the limited sample sizes for each subgroup, and
particularly for the dMMR population. Furthermore, UK clinical experts consulted by the company all
agreed that MMR status would not be expected to be an independent factor influencing patients’
HRQoL.2 For this reason, the company submission and economic model focussed on HRQoL data
and utilities based on the ITT population, as these provide the most robust and reliable estimate of
HRQoL in this treatment setting.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
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Table 4. EQ-5D-5L at DCO1

at 90 weeks

ITT dMMR pMMR
SoC SoC +D SoC +D + SoC SoC +D SoC +D + SoC SoC +D SoC +D +

O (0] (0]
EQ-5D-5L VAS score
n (Baseline) | __ __ | i __ __ || __
Baseline || H H | H || H H H
n (90 weeks) | | | | | H | || |
Change from baseline . . - - . . . . -
at 90 weeks
EQ-5D-5L health state index
n (Baseline) | __ __ | i __ __ || __
Baseline | I I n I || ] || R
n (90 weeks) | | | | | || | H |
Change from baseline - - - - - . - . -

Clarification questions: durvalumab with platinum-based chemotherapy, then with or without olaparib, for newly diagnosed
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Subsequent treatments

A7. Priority question. Please provide a breakdown of the subsequent
treatments received by patients in each arm of DUO-E including the proportion
of patients receiving each treatment for the:

a) ITT population;
b) dMMR subgroup; and
c) pPMMR subgroup.

The breakdown of subsequent treatments from the DUO-E trial was not provided in the original
company submission as they were not considered by UK clinical experts consulted by the company to
be at all reflective of UK clinical practice. For this reason, the original company submission focussed
on an adapted table of subsequent treatments which was informed by a combination of the DUO-E
data as well as clinical expert opinion. This adapted table is what informed the economic model as
this was considered more relevant to UK clinical practice.

Nevertheless, for completeness, the subsequent treatments observed in the DUO-E trial itself have
now been provided below in Table 5. Given the heterogeneous mix of therapies that were used post-
discontinuation, and to facilitate ease of interpretation, Table 5 focusses on overarching treatment
classes, and within each class has outlined only those individual therapies which were received by at
least 1% of the total (N=718) patients enrolled in the DUO-E trial. The company is happy to provide
full tables upon request. It is important to note that, when interpreting Table 5, all percentages are
presented as a proportion of the total number of patients in each treatment arm (as opposed to as a
proportion of all patients who received a post-discontinuation anti-cancer therapy).

Given that the DUO-E trial was an international trial, the company consulted with five clinical experts
who are experienced in treating EC patients in England. The full reports of these interviews was
provided in the reference pack of the company submission. The clinicians highlighted a number of key
points, including:

e That IO re-challenge is not reimbursed in the UK, and therefore does not constitute current clinical
practice (this is also reflected in the Blueteq criteria for the relevant 2L+ therapies which explicitly
stipulate that 10 rechallenge is not permitted).

e That the total use of 10 therapies in the 2L+ setting for patients who had received chemotherapy
alone in the 1L setting would be expected to be significantly higher than that seen in the DUO-E
trial (~-% in dMMR patients, and ~-% in pMMR patients, as a proportion of all patients who
received a post-discontinuation anti-cancer therapy).

e That 2L+ carboplatin use would be expected to be higher in the UK compared to what was
observed in the DUO-E trial (estimates ~. of all patients who received a post-discontinuation
anti-cancer therapy), while doxorubicin would be lower.

e For some treatments (e.g. radiotherapy) clinicians state that there is little rationale for the use to
differ across treatment arms or by MMR status, and that the variation seen in the DUO-E data is
likely due to limited sample sizes.

These insights were used to inform the subsequent treatments used in the economic model. The
company re-iterates that a robust and methodical approach was used to validate subsequent

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
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treatments with five UK clinical experts, and that it is not appropriate to use the values directly from
the DUO-E trial within the economic model, as they do not reflect the realities of UK clinical practice.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
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Table 5. Post-discontinuation disease-related anticancer therapy (FAS)

Number (%) of patients receiving post-discontinuation disease-related anticancer therapy

ITT population dMMR subgroup pMMR subgroup
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Lenvatinib I I | | ] | I
Lenvatinib Mesilate B e B I I I
Radiotherapy H H | | ] 0 B
Other HE HE | | H N

Footnotes: All percentages are presented as a proportion of the total number of patients in each treatment arm (as opposed to as a proportion of all patients who received a

post-discontinuation anti-cancer therapy)
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Subgroups

A8. Priority question. Please provide forest plots with accompanying hazard
ratios and 95% confidence intervals for PFS for the FIGO stage Il and FIGO
stage IV subgroups of newly diagnosed patients for the ITT population of DUO-
E.

The requested forest plots were already provided within the original company submission (see
B.2.7.1, Figures 8 and 9). It is acknowledged that the original versions of these figures in the company
submission did not explicitly outline the hazard ratios and 95% confidence intervals. Therefore,
updated versions of these figures have also been provided below (see Figure 4 and Figure 5).

As reported within these figures, it is already specified that the FIGO stage forest plots are within the
newly diagnosed subgroup. The efficacy in the FIGO stage IV patients is consistent with the full trial
population (for both the comparison of SoC + D vs. SoC as well as the comparison of SoC + D + O
vs. SoC). The analyses for the FIGO stage Il patients were not feasible to present due to the limited
sample size in this subgroup. However, UK clinical experts consulted by the company did not cite any
concerns relating to the efficacy in this group, and stated that they would still consider treating such
patients with the DUO-E regimen despite the low number of patients enrolled.® Furthermore, the
global interaction test did not indicate a quantitative interaction according to FIGO stage. Similarly, the
global interaction test did not identify any quantitative interaction test relating to newly diagnosed vs.
recurrent disease status, and clinical experts consulted by the company did not cite any concerns
relating to the efficacy in this group.

As outlined in the response to question A2, the company suggests that analyses which sub-divide the
MMR subgroups according to FIGO stage at baseline, or according to newly diagnosed vs. recurrent

disease do not aid decision-making or reduce uncertainty in this appraisal. Therefore, they should not
become a core focus, particularly in the economic evaluation.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
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Figure 4. PFS forest plot by subgroup (SoC + D vs. SoC)

Durvalumab Arm Control Arm HR
n/N (%) n/N (%) (95% CI}
All Patients —a— 139/238 (58.4) 173/241 (71.8) 0.68 (0.55 to 0.86)
Disease status Newly diagnosed —e— 67/113 (59.3) 81/115 (70.4) 0.59 (0.42 to 0.82)
Recurrent disease p—o— 72/125 (57.6) 92/126 (73.0) 0.79 (0.58 to 1.07)
MMR status® Proficient tumors —e— 124/192 (64.6) 1481192 (77.1)  0.77 (0.60 to 0.97)
Deficient tumors } = { 15/46 (32.6) 25/49 (51.0) 0.42 (0.22 to 0.80)
Asia ———a—— 44/68 (64.7) 45/68 (66.2) 0.98 (0.65 to 1.49)
Region®
Non-Asia —e— 95/170 (55.9) 128/173 (74.0) 0.59 (0.45 to 0.76)
<65 —— 66/122 (54.1) 90/124 (72.6) 0.63 (0.46 to 0.87)
Age group, years
>65 _— 73/116 (62.9) 83/117 (70.9) 0.73 (0.53 to 1.00)
White —e— 72/136 (52.9) 102/143 (71.3) 0.59 (0.43 to 0.79)
Black or African American® 11/11 (100.0) 8/10 (80.0) NC (NC to NC)
Race
Asian ——e— 47/72(85.3) 50/73 (68.5) 0.96 (0.65 to 1.44)
Other } | 9/19 (47.4) 13/15 (86.7) 0.38 (0.15 to 0.88)
HRRm [ - | 12/26 (46.2) 23/32 (71.9) 0.57 (0.27 to 1.13)
HRRm status Non-HRRm —e— 85/138 (61.6) 96/132 (72.7) 0.72 (0.54 to 0.97)
Unknown _— 42(74 (56.8) 54/77 (70.1) 0.65 (0.43 to 0.97)
Positive — — 97/170 (57.1) 114/163 (69.9) 0.63 (0.48 to 0.83)
PD-L1 expression Negative ——e—— 38/61 (62.3) 57/75 (76.0) 0.89 (0.59 to 1.34)
Unknown® 4(7 (57.1) 2/3 (66.7) NC {NC to NC)
Endometrioid _ — 71/141 (50.4) 92/139 (66.2) 0.65 (0.47 to 0.88)
Histology® Serous t < { 41/58 (70.7) 43/54 (79.6) 0.71(0.46 to 1.11)
Other _ 27/39 (69.2) 38/48 (79.2) 0.76 (0.46 to 1.25)
0 — — 89/156 (57.1) 112/156 (71.8) 0.71 (0.54 to 0.94)
ECOG performance
1 F——e—— 49/81 (60.5) 61/85 (71.8) 0.60 (0.41 to 0.88)
&
FIGO stage (in newly ™ 5/17 (29.4) 9/13 (69.2) NC {NC to NC)
: ey
diegnosed patients)* g —e—— 62/95 (65.3) 71100 (71.00 070 (0.49 to 0.98)
T T T T T
0.12 0.25 0.5 1 2 4
HR (95% CI)
Favors Durvalumab Favors Control
SE— Arm Arm —
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Figure 5. PFS forest plot by subgroup (SoC + D + O vs. SoC)

Durvalumab + Olaparib Arm Control Arm HR
n/N (%) niN (%) {95% CI)

Al Patients —— 126/239 (52.7) 173/241 (71.8) 0.53 (0.42 10 0.67)
Disease status® Newly diagnosad e — 58/114 (50.9) 81/115 (70.4) 0.47 (0.33 1o 0.66)

Recurrent disease —— 68/125 (54.4) 92/126 (73.0) 0.59 (0.43 to 0.81)
MMR status® Proficient tumors —e—i 108/191 (56.5) 148/182 (77.1) 0.57 (0.44 10 0.73)

Deficient tumars [ | 16/48 (37.5) 25/49 (51.0) 0.41 (0.21 10 0.75)

Asia p—— 37/67 (55.2) 45/68 (66.2) 0.68 (0.44 to 1.06)
Region®

Non-Asia P 89/172 (51.7) 128/173 (74.0) 0.48 (0.36 to 0.63)

<65 —_ 721135 (53.3) 90/124 (72.6) 0.58 (0.42 1o 0.79)
Age group, years

265 —— 54/104 (51.9) 83/117 (70.9) 0.48 (0.34 to 0.67)

White P 67/133 (50.4) 102/143(71.3)  0.48 (0.35 to 0.65)

Black or African American® 7014 (50.00 810 (80.0) NC (NC 1o NC)
Race

Asian —_ 39/70 (55.7) 50/73 (68.5) 0.64 (0.42 to 0.97)

Other I 13/22 (59.1) 13/15 (86.7) 0.47 (0.21 to 1.03)

HRRmM ! » 4 16/39 (41.0) 23/32 (71.9) 0.30 (0.15 to 0.58)
HRRm status Non-HRRm ——y 81/141 (57.4) 96/132 (72.7) 0.59 (0.44 1o 0.80)

Unknown —_— 29/59 (49.2) 54/77 (70.1) 0.57 (0.36 to 0.89)

Positive —— 68/150 (45.3) 114/163 (69.9) 0.42 (0.31 10 0.57)
PD-L1 expression Negative —e— 55/82 (67.1) 57/75 (76.0) 0.80 (0.55 to 1.16)

Unknown® 37 (42.9) 2/3166.7) NC (NC to NC)

Endometrioid p——y 74/152 (48.7) 92/139 (66.2) 0.54 (0.40 to 0.74)
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A9. Please provide forest plots with accompanying hazard ratios and 95%
confidence intervals for PFS for each arm of DUO-E for the PD-L1 subgroups in the:

a) dMMR;and
b) pMMR subgroups.

The requested forest plots have been provided above in Figure 4 and Figure 5 as part of our
response to question A2, and the equivalent forest plots within the ITT population were already
provided as part of the company submission.

It should be highlighted that the analyses within the MMR subgroups are consistent with the trends
seen in the ITT population, whereby the PD-L1 positive has a slightly more favourable hazard ratio, as
well as narrower confidence intervals when compared to the PD-L1 negative group. The broader
confidence intervals are likely to be a result of the smaller sample sizes in the PD-L1 negative group.
However, there remains uncertainty about the extent to which the difference in hazard ratios
according to PD-L1 status reflect a meaningful biological impact on treatment effect.

As outlined in the company submission, PD-L1 status has not yet been demonstrated to be a strong
driver or predictor of response to currently available treatments in EC. Results from different studies
investigating immunotherapies in the first-line advanced or recurrent EC (including NRG-GY018,
RUBY II, and DUO-E) demonstrate conflicting results by PD-L1 status and used different methods to
capture PD-L1 expression. For example, data from the NRG-GY018 study which was presented at
SGO 2024 showed an improved hazard ratio in the PD-L1 negative/pMMR group (HR 0.59, 95% CI
0.43-0.80) in patients with pMMR combined positive score (CPS) 21 vs. HR 0.44, 95% CI 0.26-0.75
in those with pMMR CPS <1, and consistent hazard ratios for the dMMR patients irrespective of PD-
L1 status (HR 0.27, 95% CI 0.16-0.47 in patients with dMMR CPS =1 vs. HR 0.30, 95% CI 0.11-0.83
in those with dMMR CPS<1).7 On the other hand, data from the RUBY part Il trial (which was also
presented at SGO 2024) demonstrated an impact of PD-L1 status that was more similar to the trends
observed in the DUO-E trial (HR in the ITT population for PD-L1 negative patients was 0.67, 95% CI
0.40-1.12 vs. 0.56, 95% CI 0.37-0.83 in the PD-L1 positive population).8

Given the inconsistency in these results, the biological mechanisms behind them require further
exploration before they are used to inform clinical practice. Multiple hypotheses need to be evaluated,
including whether other biomarkers that co-exist with PD-L1 may be confounding the observed results
in each trial. Furthermore, the impact of different PD-L1 scoring systems and thresholds must be
established given the variability in approaches used across recent trials in EC.

Until a robust clinical understanding is established regarding the role of PD-L1 status in EC and its
impact on response to immunotherapies, the company suggest that analyses which sub-divide the
MMR subgroups according to PD-L1 status are unlikely to aid decision-making or reduce uncertainty
in this appraisal. Such analyses would also be subject to significant uncertainty due to the very small
sample sizes associated with such subgroups-within-subgroups.

Furthermore, it is worth re-iterating that the DUO-E trial demonstrated statistically significant benefits
in the ITT population, and clinically meaningful benefits in both MMR subgroups. There is no reason
that the prevalence of PD-L1 status seen in the DUO-E trial would differ to that seen in UK clinical
practice, and therefore the impact of PD-L1 status on efficacy would already be implicit in the cost-
effectiveness analyses presented for each MMR subgroup.
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Adverse events

A10. Priority question. Please clarify if the adverse events from the full
analysis set (FAS) or the safety analysis set (SAS) have been used in the
economic model (company submission, Table 60), and if the FAS has been
used please justify this decision.

The company have reviewed Table 60 of the company submission and can confirm that it is mis-
labelled. The data from this table (which was also used in the economic model) was sourced from the
safety analysis set (SAS) rather than the full analysis set (FAS). However, given that the FAS included
718 patients and the SAS included 709 patients, it is not anticipated that the choice of analysis set to
inform the adverse events would have any meaningful impact on the cost effectiveness analyses.

A1l1l. Priority question. Please clarify why the percentages of adverse events
for hypertension and pulmonary embolism in the SoC + D and SoC +D + O
arms of company submission Table 60 differ from the percentages reported in
Table 48 of the clinical study report for DUO-E and provide a table with the
number of patients with each adverse event (n, N).

The company have reviewed Table 60 of the company submission and have identified that the rows
for hypertension and pulmonary embolism contain typos in the percentages of adverse events. A
corrected version has been provided below in Table 6 (with updated values highlighted in yellow), and
the economic model has been updated accordingly. The impact on the cost-effectiveness estimates is
negligible.

Table 6: Percentage of patients experiencing grade 23 AE by treatment arm (sourced from the
SAS set of DUO-E)

AE SoC+D SoC+D+0O SoC
(N = 235) (N =238) (N = 236)

Anaemia 15.7% 23.50% 14.4%
Neutropenia 8.5% 11.3% 5.9%
Neutrophil Count 11.5% 13.4% 15.3%
Decreased

Lymphocyte Count 2.1% 1.3% 2.1%
Decreased

White Cell Count 3.8% 4.2% 4.7%
Decreased

Hypertension 2.1% 2.5% 3.0%
Pulmonary Embolism 1.7% 2.1% 1.3%
Hypokalaemia 2.6% 2.9% 0.8%
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Biomarkers

Al12. The EAG is aware that NICE has approved olaparib for the maintenance
treatment of BRCA mutation-positive advanced ovarian, fallopian tube or peritoneal
cancer after response to first-line platinum-based chemotherapy (TA962) and after 2
or more courses of platinum-based chemotherapy (TA908). Please can the company
provide a clinical rationale for why BRCA mutation status is not a consideration for
the maintenance treatment with durvalumab and olaparib in the current submission
for newly diagnosed advanced or recurrent endometrial cancer?

Although olaparib has been approved in BRCA mutation positive indications in some ovarian cancer
indications (TA962 based on data from the SOLO-1 trial, and TA908 based on the SOLO-2 trial), it
should be noted that it has also been approved in other indications outside of patients with BRCA
mutations, such as:

e TA946 (based on data from the PAOLA-1 trial): high-grade epithelial ovarian, fallopian tube or
primary peritoneal cancer in adults whose cancer is homologous recombination deficiency (HRD)
positive (a broader biomarker group which includes BRCA mutations as well as other causes of
genomic instability)

e TA951 (based on data from the PROpel trial): untreated hormone-relapsed metastatic prostate
cancer in adults who cannot have or do not want chemotherapy (no biomarker restriction)

Kim DS et al. (2021) provide an overview of how the understanding of the mechanism of action of
PARP inhibitors has evolved over time, and why there is growing acceptance of the therapeutic value
of such treatments in broader patient populations beyond BRCA-mutated (BRCAm) cancers.® It is
highlighted that although early research and development efforts for PARPi focussed on the genetic
concept of synthetic lethality (which was particularly tested in tumours with HRD deficiency and/or
BRCA mutations), there is now a growing understanding that PARPi may have much broader roles
including the regulation of chromatin structure, gene expression, RNA processing, ribosome
biogenesis, and translation in cancer (supported by several pre-clinical and clinical studies).

In the DUO-E regimen, as outlined in the company submission, the effect of olaparib is related to
immune priming. Through inhibition of PARP, olaparib induces DNA damage, which can result in
tumour cell death and enhanced immune priming via activation of proinflammatory signalling. This can
promote a more robust anti-tumour response than durvalumab alone, particularly in pMMR tumours
which are heterogenous with scarce immune cell infiltration.

As well as considering the evolving understanding of the mechanism of action of PARP inhibitors, it is
also worth reflecting on the fact that ovarian and ECs are distinct tumour types, with different risk
factors and drivers of disease. Although the role of BRCAm has long been established in ovarian
cancer, this is not the case for EC; a recent systematic review and meta-analysis by Zakerinasab F et
al. discusses the contradictory results of multiple studies in patient with EC, and the uncertainty as to
the extent to which BRCAm impacts an individual’s risk of developing the disease.'® BRCAmM has also
not been established as a prognostic biomarker in this setting. As a result, patients were randomised
in DUO-E based on MMR status but irrespective of BRCAm status.

Within the DUO-E trial specifically, it should be re-iterated that a statistically significant and clinically
meaningful PFS benefit was observed in the ITT population. However, an exploratory post hoc
analysis was conducted to explore the PFS by BRCAm status; this analysis was presented at ASCO
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2024.11 The results of this analysis are presented below in Figure 6. This descriptive analysis should
be interpreted with caution given the limited sample sizes.

The analysis shows that within the DUO-E trial there was a low prevalence of BRCAm overall (dAMMR:
12.6% BRCAmM, 61.5% non-BRCAmM, 25.9% unknown; pMMR: 4.0% BRCAmM, 65.9% non-BRCAm,
30.1% unknown). The slightly higher proportions of BRCAm patients in the dMMR subgroup
compared to the pMMR subgroup is expected based on published literature linking MMR deficiency
and hypermutation.? The focus of the EAG question is presumably on the pMMR subgroup, where
we anticipate marketing approval for the SoC + D + O regimen. Importantly, the PFS results for the
SoC + D + O vs. SoC in pMMR non-BRCAm patients (HR 0.57, 95% CI 0.42-0.78) were consistent
with the overall pMMR subgroup (HR 0.57, 95% CI 0.44-0.73).

Given this clinical rationale, and the results of the post hoc analysis presented at ASCO, it is not
anticipated that BRCAm status would inform treatment decisions for the use of the SoC + D + O
regimen; as such, the company suggest that this should not be a focus of this appraisal.
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Figure 6: Post-hoc analysis of PFS in the DUO-E trial according to BRCAm status

ITT BRCAmM MNon-BRCAm Unknown
PFS CcP CP+D CP+D+0Q CP CP+D CP+D+0 CcP CP+D CP+D+0Q CcP CP+D CP+D+0
ITT Events, n/N 173/241 1397238 126/239 12/15 5/11 6/15 107/149 92/153 91/165 54777 42/74 29/59
(%) (72) (58) (53) (80) (45) (40) 72) 60) (55) (70) (57) 49)
Median, 9.6 10.2 15.1 9.8 9.7 NR 9.7 11.3 15.1 9.5 9.9 12.4
months
HR (95% CI) 0.71 0.55 NC NC 0.72 0.56 0.65
vs CP* (0.57- (0.43-0.69) (0.54- (0.42— (0.43- 0.57
0.89) 0.95) 0.74) 0.97) (0.36-
0.89)
P value P=0.003 P<0.0001
pMMR Events, n/N 148/192 124/192 108/191 8/10 2/6 4/7 92/118 34/129 77132 48,64 38/57 27/52
(%) (77) (65) (57) (80) (33) (57) (78) (65) (58) (75) (67) (52)
Median, 9.7 9.9 15.0 9.9 NR 15.2 9.7 9.9 15.0 9.5 9.7 12.3
months
HR (95% CI) 037 0.57 NC NC 0.77 0.57 0.83 0.58
vs CP* (0.60- (0.44-0.73) (0.57- (0.42— (0.54- (0.36-
0.97) 1.04) 0.78) 1.26) 0.93)
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Section B: Clarification on cost-effectiveness data

For any scenarios requested in Section B, please ensure these are
implemented as user selectable options in the economic model (“Settings”
tab). If scenarios cannot be implemented as user selectable options, please
supply instructions on how to replicate the scenario. Furthermore, if the
company chooses to update its base case analysis, please ensure that cost-
effectiveness results, sensitivity and scenario analyses incorporating the
revised base case assumptions are provided with the response along with a

log of changes made to the company base case.
Progression-free survival

B1. Please explain why spline odds models were not explored for the mismatch
repair deficient (dAMMR) progression-free survival (PFS) extrapolation? If they were
explored and not reported in the company submission (CS), please provide those

details.

The ‘normal’ spline models were selected for the extrapolation of PFS in the dMMR population
because, beyond the final knot, this model follows a log-normal distribution. This was considered an
advantage as the log-normal curve was considered the better fitting parametric model compared to
the log-logistic distribution (which the ‘odds’ spline models uses beyond the last knot) based on AIC
and long-term clinical plausibility. Moreover, using the normal spline model for PFS (which follows a
log-normal extrapolation beyond the final knot) aligns with log-normal OS extrapolations chosen in the
model.

Importantly, landmark survival for ‘normal’ spline models align more closely to estimates from five UK
clinicians consulted as part of this appraisal compared with ‘odds’ spline models. Specifically, most
clinicians agreed that the ‘normal’ spline models presented (one-knot and two-knot) were the most
representative models. The ‘normal’ spline models also align more closely than the ‘odds’ spline
models with the landmark survival estimates presented by the clinical expert consulted as part of
TA963. In light of this, and the aforementioned considerations for the extrapolations beyond the final
knot, the ‘odds’ spline model was considered inappropriate for decision-making and not considered
further.

B2. Priority question: In Section B.3.3.3.2 (page 109 of the CYS), it states that
spline models were explored for PFS for the mismatch repair proficient
(PMMR) subgroup but details of this are not provided. In Figure 24, there
appears to be a change in the hazard for standard of care (SoC) at around

month 6, which spline models may be better able to capture and extrapolate
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more appropriately than standard parametric models (all models explored
appear to underpredict the observed PFS data from months 6 to 8).

a) As such, please provide details of the spline models explored.
b) Please include the spline models in the economic model and provide
scenario analyses for the best-fitting curve.

To respond to this question, the company will first explore the clinical rationale for the change in
hazards at 6 months, and will then move on to explore the broader rationale for preferring standard
parametric models over spline models in the pMMR subgroup. Despite a preference for standard
parametric models, the company will then present a scenario analysis using spline models for the
PMMR subgroup PFS extrapolations.

Clinical rationale for the observed change in hazards at 6 months

The change in the hazard from 6—8 months, as identified by the EAG, is expected to be due to the
frequency of tumour imaging (scans), used to identify disease progression. As per the DUO-E
protocol, scans occur at 9-week (+1 week) intervals until 18 weeks, and then at 12-week intervals (1
week) thereafter. Therefore, scans would be expected at approximately 2.1 months, 4.1 months and
6.9 months, and then approximately every 3 months thereafter.

The KM curves for PFS on the pMMR subgroup (provided in Figure 14 of the original company
submission) show that recorded progression events are ‘clustered’ around these approximate times,
especially at each 3 month interval following approximately 7 months, giving a ‘step-like’ visual in the
KM curve. The company therefore do not agree that the progression events recorded from 6-8
months in the control arm represents a rapid change in the true underlying hazard of progression.

This interpretation is supported by the empirical hazard functions for PFS in the pMMR population,
presented in Figure 7 below. Whilst the hazards for the SoC arm increase after approximately 6
months, the smoothed hazard functions do not suggest a consistent change in the hazards between 6
and 8 months for the SoC arm. Moreover, the raw hazards functions (piecewise exponential) show
that, from 6 months onwards, the hazards show a consistent trend of having one high and one low
interval, with each interval being approximately 1.5 months. This aligns with the KM curves and scan
frequencies described above, and suggests that most patients will receive a scan at ~6.9 months
(with progression events recorded in that interval), and patients would then not receive their next scan
for approximately 3 months thereafter, resulting in the next 1.5-month interval having few progression
events. This further supports the use of the smoothed hazards to estimate the long-term trend in the
hazard.
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Figure 7. Overlaid raw and smoothed hazards — pMMR PFS

Broader rationale for preferring standard parametric models over spline models in the pMMR
subgroup

The survival analysis used to inform survival extrapolation in the original company base case closely
followed NICE guidelines TSD14 and included the fitting of a series of standard parametric models to
the patient level data. The choice of survival model for the base case was based on goodness-of-fit to
trial data and the clinical plausibility of model extrapolations and landmark survival estimates. The
best fitting standard models (log-logistic) were judged to provide a reasonable fit to the trial data and
to yield plausible long-term extrapolations.

Flexible survival models, including cubic spline models, were explored as part of model development,
recognising that they can provide an improved fit to complex hazard shapes when compared with
standard models. In both arms of DUO-E, the shape of the empirical smoothed hazard for PFS had
followed a relatively simple pattern (as observed in Figure 8). As noted in TSD21, standard models
such as log-logistic, log-normal and generalised gamma can represent hazards that “initially increase
and then decrease (i.e. with one turning point)”. To avoid overfitting to the trial data, standard models
were therefore preferred to cubic splines in the base case. This choice is further supported by the fact
that the selected parametric extrapolation for the SoC curve closely aligns to the empirical smoothed
hazard function observed in the trial, as demonstrated in the Figure 8 below.
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Figure 8. Overlayed empirical smoothed hazard function observed in the DUO-E pMMR SoC
arm alongside the hazards for the log-logistic extrapolation

Given the clinical rationale for the change in hazards from 6 months, as well as the broader
considerations outlined above, the company reiterate that spline models in the pMMR population are
not justified for the PFS endpoint.

Scenario analysis exploring the use of pMMR spline models for PFS

Despite the above rationale outlining the company rationale for preferring the use of standard
parametric models in this subgroup, the company have provided the best fitting spline model for PFS
in the pMMR population for transparency. Since the base case extrapolation follows the log-logistic
extrapolation, spline odds were considered. As per the smoothed hazard plots below (see Figure 9),
there was clear overfitting in both arms for 4 and 5 knot splines. These were also the worst fitting
according to AIC (see Table 7 below) and were therefore not considered further.

Figure 9. Predicted hazards of presented spline models for PFS in the pMMR subgrou
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Table 7. AIC and BIC of presented spline models for PFS in the pMMR subgroup

Model AIC (rank) BIC (rank)
SoC SoC + SoC SoC +
Durvalumab + Durvalumab +

Olaparib Olaparib
Scale=odds (1 I I I I
knots)
Scale=odds (2 I I I I
knots)
Scale=odds (3 I I I I
knots)
Scale=odds (4 I I I I
knots)
Scale=odds (5 I I I I
knots)

Of the spline models with 1-3 knots, the 2-knot and 3-knot models for SoC provide the best fit to the
smoothed hazard function. For SoC + D + O, the 2-knot and 3-knot models provide the best fit to the
smoothed hazard towards the tail; however, the 3-knot model may be overfitting. Overall, the 2-knot
spline odds model was considered to provide the best fit to the data for both SoC and SoC + D + O.

The 2-knot models were overlaid with the KM curves observed in the DUO-E trial, as well as the
standard log-logistic parametric model used in the original company base case (see Figure 10 below).
The model fits and extrapolations for the 2-knot spline are similar to those estimated by the log-logistic
PFS extrapolation used in the original company base case analysis. This further supports that the
spline models provide limited additional benefit above the standard parametric model extrapolations.

Figure 10. Overlay of 2-knot spline, standard parametric models, and DUO-E KM data for the
pMMR subgroup PFS data

A scenario was applied in the model using the 2-knot spline odds model PFS survival extrapolations
for the SoC and SoC + D + O arms in the pMMR subgroup. As shown in Table 8, this had a negligible
impact on the ICERSs (the updated base case ICER in the pMMR population is | QALY so
the use of splines results in | ICER impact).
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Table 8. Cost-effectiveness results for pMMR population for scenario applying 2-knot spline
odds model to PFS extrapolations for SoC and SoC+D + O

Treatment Total Total Total Incr. Incr. Incr. ICER (E/QALY)
costs (£) LYG QALYs | costs (E) | LYG | QALYs

soc+D+0 | IR 5.46 3.94

SoC 54,941.19 | 4.57 3.27 Bl o050 0.67 ]

B3. Priority question: In tab “Survival calculations”, cells J21 and 021, PFS
exceeds overall survival (OS), but the limit in the model is that OS cannot be
less than PFS. As such, the PFS proportion for the model cycle is used (PFS is
the upper limit). Typically in partitioned survival model (PSM) models, the cap
used is that PFS cannot exceed OS, thus in this situation, PFS would be equal
to OS (OS is the upper limit).

a) Please justify the approach used in the model?

b) Please provide a scenario where PFS is capped to OS.

A limit was built into the model to ensure that OS curves do not fall below the PFS curve. This was
performed to avoid a scenario in which a negative proportion would occupy the progressed disease
health state. The model assumes that, if the OS curve is estimated to fall below the PFS curve, the
OS curve follows the trajectory of the PFS curve (i.e. OS curve is equal to PFS). This assumption was
made due to the possibility for patients to experience a long-term PFS response, which aligns to
clinical expectations in this indication; during the clinical validation conducted by the company, it was
noted that endometrial cancer related events were rarely seen after 10 years if still ‘progression free’.?

The company highlight that there is no default structural approach to this assumption (i.e., it is not
necessarily typical to use either PFS or OS as the upper limit; rather, the chosen approach should
reflect the survival data and the disease prognosis). In this case, it was considered preferable to use
PFS as the upper limit (rather than OS as the upper limit), given that the additional maturity of the
PFS curve provides more events to accurately estimate the change in the hazard of progression over
time and, in particular, captures the plateau in the hazard of progression expected. This approach
(OS following the trajectory of PFS) has been accepted in previous NICE appraisals where the risk of
progression shows decreasing hazards over time (e.g. cure models), such as TA962.13

It should also be noted that, in the model, long-term extrapolations of PFS exceed OS only in the
dMMR extrapolations in the SoC + D arm at month 354 (year 29.5) which indicates that capping PFS
to OS will have minimal impact on the results in the model.

Despite the above rationale supporting the approach taken in the original company submission,
scenario analyses have been presented for the dMMR and pMMR populations in Table 9 and Table
10, respectively, where PFS is capped to OS in the model. These results demonstrate that the
approach suggested by the EAG has a minimal impact on the cost-effectiveness results in both
subgroups. Both approaches (capping OS to PFS, or capping PFS to OS) allow for the potential of a
long-term PFS response. However, as mentioned above, the approach taken in the original company
submission is considered more robust, as long-term survival is based on the more mature PFS data
(vs. less mature OS data).
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Table 9. Cost-effectiveness results for dAMMR population for scenario with PFS capped to OS

Treatment | Total costs | Total Total Incr. Incr. Incr. ICER (E/QALY)
(E) LYG QALYs | costs (£) LYG QALYs

SoC + D B | 13 8.11

SoC 60,482.43 | 3.70 2.73 B o 5.38 [ ]

Table 10. Cost-effectiveness results for pMMR population for scenario with PFS capped to OS

Treatment Total Total Total Incr. Incr. Incr. ICER (E/QALY)
costs (£) LYG QALYs | costs (E) | LYG | QALYs

soc+D+0 | IR 5.46 3.94

SoC 54,788.03 | 4.57 3.28 Bl o050 0.66 ]

Progression events

B4. Priority question: The proportion of newly progressed patients per model

cycle in the model is a key driver of costs as a one-off cost of subsequent

treatments is applied to those patients. The Evidence Assessment Group

(EAG) considers that the company’s estimation of newly progressed disease

patients, using a constant proportion of 92.2% (non-fatal progression events

from DUO-E) does not accurately calculate the proportion of newly progressed

patients per cycle.

Additionally, the company’s assumption means that in every model cycle there

will be newly progressed patients, but in reality, there may be periods of time

when the only PFS events are death, especially for patients in long-term

remission. As such, costs of subsequent treatments are likely to be

overestimated in the model.

a) For the dMMR subgroup, please explain why, in tab “Trace SoC” cell

N17, the proportion of newly progressed is equal to the proportion of
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newly dead patients (0.004) when in cell K17, the proportion occupying

the progressed disease (PD) health state is zero?

b) For the pMMR subgroup, please explain why, in tab “Trace SoC” cell
N17, the proportion of newly progressed is 0.005 when in cell K17, the

proportion occupying the PD health state is zero?

c) Please provide the DUO-E time-to-event data for PFS with disease
progression as the only event of interest for SoC and SoC and
durvalumab with or without olaparib (SoC + D [+/-O]) for the dMMR and
pPMMR subgroups separately. Please implement this in the model to

estimate newly progressed patients per cycle.

d) If the scenario requested in B4c is not feasible, please explore in a
scenario the following calculation in the model to estimate newly

progressed patients for all arms of the model.

0S

PDyew = (0S; = PFSyy) = (01 = PFSt-1) * (55—
Across the DUO-E trial, ] of PFS events are recorded at disease progressign, whilst the remaining
- were deaths in the absence of progression. Table 11 shows the percentage of PFS events that
are non-fatal, at 6-month intervals. Overall, the proportion is high throughout, with a marginally lower
proportion of non-fatal progression events (- in the first 6 months. There is therefore no evidence
from the DUO-E trial follow-up to date that supports the EAG hypothesis that the proportion of non-
fatal progression events may reduce over time. However, the company acknowledge that there
remains uncertainty about how these trends will develop with longer follow up.

Table 11. Proportion of non-fatal PFS events observed over time in the DUO-E study

Time from randomisation (months) Percentage of PFS Non-fatal progression
events that are non-fatal events/All progression
events (cumulative)

6 | I
12 | |
18 [ I
>18 (total duration of DUO-E follow-up) [ ] [

Part A and B: The PSM structure does not track individuals in the PD health state, and health state
occupancy is simply the difference between the PFS and OS curves. For any given model cycle, it is
not possible to identify the proportion of progression events which are (non-fatal) disease progression
vs. those which are death events. Attempting to estimate the proportion of progression events that are
non-fatal from changes in the PFS and OS curves, as suggested in part D of this question, is not a
reliable or accurate method to estimate this (the company address this directly below). Instead, the
base case model uses a simple proportion of patients assumed to have a non-fatal progression event
and makes a simplifying assumption that this is constant over time.
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dMMR: Due to the shape of the parametric survival curves, the first model cycle for AMMR population
estimates a PFS higher than OS (]l As such, OS is set equal to PFS, which results in
zero PD health occupancy. Costs are therefore applied based on the simple assumption that a
proportion of progression events are non-fatal. We would like to note that (for dAMMR population) this
is the only cycle in the model (aside from at month 354 for the dMMR extrapolations in the SoC + D
arm which has been discussed in the response to question B3) where PFS exceeds OS, and this is
for the SoC arm only.

pMMR: The same situation occurs in the pMMR population, as described above in the dAMMR
population. Again, PFS does not exceed OS in any cycle other than month 1 in the SoC arm.

Overall — across both dMMR and pMMR populations, the issue identified by the EAG is simply a
nuance of the first cycle estimated by the parametric survival extrapolations.

Part C: since a low proportion of the progression events in DUO-E were fatal, the time to progression
(TTP) curves are likely to closely mirror the PFS curves used in the model. Since a higher proportion
of death events occur early in trial period (rather than the opposite trend hypothesised by the EAG),
using this approach may lead to TTP extrapolations crossing the PFS curve due to the shape of the
extrapolations of the trial data. Whilst structural limits can be placed in the model to avoid this, it would
still assume TTP is equal to PFS, in which instance 100% of progression events would be non-fatal.

Since the DUO-E trial provides no evidence to date (given current duration of follow-up) that the
proportion of PFS events that are fatal increases over time, the company suggest that any scenario
analyses which explore a hypothesised future change in the proportion of fatal/non-fatal progression
events (e.g. when patients experience long-term remission) should be interpreted with caution, given
that these would be entirely arbitrary (rather than evidence-based).

Despite the lack of data from the DUO-E trial to inform such a scenario analysis, the company have
explored the impact of a lower proportion of non-fatal progression events being applied in the model
(75% assumed at 60 months, although it is acknowledged that this is not based on specific data from
the DUO-E trial). The results for this scenario are presented in Table 12 and Table 13 for the dAMMR
and pMMR subgroups, respectively.

Table 12. Cost-effectiveness results for the dMMR population for scenario with reduced
roportion of non-fatal progression events

Treatment | Total costs | Total Total Incr. Incr. Incr. ICER (£/QALY)
(E) LYG QALYs | costs (£) LYG QALYs

SoC + D B | 134 8.10

SoC 60,003.34 | 3.69 2.72 Bl | s 5.37 e

Table 13. Cost-effectiveness results for the pMMR population for scenario with reduced
roportion of non-fatal progression events

Treatment Total Total Total Incr. Incr. Incr. ICER (E/QALY)
costs (£) LYG QALYs | costs (E) | LYG | QALYs

soc+D+0 | IR 5.46 3.94
SoC 54,800.72 | 4.57 3.27 B o050 0.67 ]

As stated in the response to part A and B, the approach taken in the original submission is reflective
of the DUO-E trial and is considered to be an appropriate, evidence-based methodology. However,
the scenario conducted above indicates that applying a lower proportion (75% versus 92.2%) of non-
fatal progression events at 60 months has a minimal impact on the model results for both populations.

Clarification questions: durvalumab with platinum-based chemotherapy, then with or
without olaparib, for newly diagnosed advanced or recurrent endometrial cancer
[ID6317] Page 36 of 73



Part D: the equation to calculate the number of non-fatal progression events at each cycle that is
suggested by the EAG estimates a negative number of progression events between months 55 and
294 in the base case analysis (AMMR, SoC trace), demonstrating that this is not an appropriate
calculation to use.

Moreover, when using this calculation is used for the dMMR population, the model estimates that,
across both treatment arms, 36—44% of progression events are deaths at 30 months (similar to the
DUO-E trial period follow-up). This is far higher than observed trial data (- of progression events
are deaths). For these reasons, we do not believe it is reasonable to implement the calculation
suggested.

Overall survival

B5. Priority question: In TA963, the company’s estimate of incremental quality
adjusted life years (QALYs) associated with dostarlimab for the dMMR/ high
microsatellite instability (MSI-H) population was 4.26 QALYSs, although the
committee recognised this estimate was uncertain because data from RUBY-1
are immature (36 months follow-up, 56% PFS maturity and 26% OS maturity at
the time of the dostarlimab appraisal). Data for the dMMR subgroup from DUO-
E are similarly immature with 32 months follow-up at the April 2023 data cut-
off, 41% PFS maturity and 22% OS maturity. The company base case estimate
of incremental QALYs for durvalumab in the dMMR subgroup is 5.37 QALYSs.

While the EAG appreciates that dostarlimab is not a direct comparator in this
appraisal, the EAG considers it to be a useful benchmark for committee
decision-making due to the same critical issue of immature PFS and OS.
Hazard ratios (HRs) from RUBY-1 and DUO-E are presented in the table below.
Please provide a clinical justification for why durvalumab is estimated to result

in 5.37 incremental QALYs vs 4.26 incremental QALYs associated with

dostarlimab.
Comparison PFS HR (95% CI) | OS HR (95% 