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B.1 Decision problem, description of the technology and

clinical care pathway
B.1.1 Decision problem
A summary of the decision problem is shown in Table 1.

The submission covers the technology’s full anticipated marketing authorisation for

trastuzumab deruxtecan (T-DXd) as a treatment for
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Table 1: The decision problem

Final scope issued by NICE

Decision problem addressed in the company
submission

Rationale if
different from the
final NICE scope

The outcome measures to be considered include:

e Progression-free survival

e Overall survival

e Response rate

e Duration of response

o Adverse effects of treatment
e HRQoL.

Breast01 (the pivotal clinical trial) that are
presented and included in the economic model
are:

e Progression-free survival
e Overall survival

¢ Objective response rate according to ICR
(primary endpoint) (to inform progression-
free, on treatment utility values)

e Adverse effects of treatment.

In addition, data from the following key
secondary endpoints from the DESTINY-
Breast01 trial are also presented:

Key secondary endpoints:
¢ ORR as confirmed by the Investigator

e Disease control rate and clinical benefit rate
as confirmed by ICR

Population People with HER2-positive, unresectable or metastatic breast People with HER2-positive, unresectable or NA
cancer who have received two or more prior anti-HER2 metastatic breast cancer who have received two
therapies. or more prior anti-HER?2 therapies.

e This is in line with the anticipated indication.

Intervention Trastuzumab deruxtecan Trastuzumab deruxtecan (T-DXd) NA

Comparator(s) | ¢ Capecitabine ¢ Capecitabine NA
e Vinorelbine e Vinorelbine

Eribulin (for people who have had 2 or more chemotherapy e Eribulin (or people who have had 2 or more
regimens) chemotherapy regimens)

Outcomes The outcome measures from DESTINY- NA

Company evidence submission template for trastuzumab deruxtecan for treating HER2-positive unresectable or metastatic breast cancer after
2 or more anti-HERZ2 therapies

© Daiichi Sankyo (2020). All rights reserved

Page 11 of 183




¢ Duration of response as confirmed by ICR

e Best percent change in the sum of the
diameter of measurable tumours

¢ Time to response

HRQoL data was not collected in DESTINY-
Breast01; however, alternative sources of
HRQoL data have been used to inform the
economic model.

Economic The reference case stipulates that the cost effectiveness of A cost-utility analysis will be performed, with the | NA
analysis treatments should be expressed in terms of incremental cost key outcome being the incremental cost per
per quality-adjusted life year. QALY gained.

The reference case stipulates that the time horizon for A lifetime time horizon will be used.

estimating clinical and cost effectiveness should be sufficiently | Costs will be considered from an NHS and PSS
long to reflect any differences in costs or outcomes between the | Perspective.

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

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

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

Abbreviations: HER2, human epidermal growth factor 2; HRQoL, health-related quality of life; ICR, independent central review; mBC, metastatic breast cancer; NA, not
applicable; NICE, National Institute for Health and Care Excellence; NHS, National Health Service; ORR, objective response rate; PSS, personal social services; QALY,
quality-adjusted life-year.
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B.1.2 Description of the technology being appraised

A description of T-DXd is presented in Table 2. The draft summary of product characteristics

(SmPC) is provided in Appendix C. The draft European public assessment report (EPAR)

will be provided to NICE once available.

Table 2: Technology being appraised

UK approved name and
brand name

Trastuzumab deruxtecan (T-DXd; ENHERTU®).

Mechanism of action

T-DXd is a HER2-directed ADC. It is composed of three
components 1) a humanised anti-HER2 IgG1 mAb with the same
amino acid sequence as trastuzumab, covalently linked to 2) a
topoisomerase | inhibitor, an exatecan derivative, via 3) a
tetrapeptide-based cleavable linker. Following binding to HER2 on
tumour cells, T-DXd undergoes internalisation and intracellular linker
cleavage by lysosomal enzymes. Upon release, the membrane-
permeable DXd causes DNA damage and apoptotic cell death.

ADCs combine the advantage of antibodies in binding to a specific
target expressed on cancer cells with cytotoxic capability of a
chemotherapeutic drug that is released at the tumour site, thereby
improving the efficacy of the chemotherapy while also reducing
systemic exposure and toxicity

Marketing
authorisation/CE mark
status

T-DXd is beini assessed under the EU centralised procedure,

The EMA dossier was submitted on _
CHMP opinion is anticipated on _

The EC decision is expected by _

Indications and any
restriction(s) as described
in the summary of
product characteristics
(SmPC)

It is anticipated that the licence wording will be in the public domain
oy I
Restrictions

Method of administration
and dosage

T-DXd is administered as an intravenous infusion once every
3 weeks (21-day cycle) until disease progression or unacceptable
toxicity. The recommended dosage is 5.4 mg/kg.

Additional tests or
investigations

No additional tests or investigations are required to determine
eligibility for T-DXd beyond those routinely conducted in NHS
clinical practice.

List price and average
cost of a course of
treatment

List price: | per 100 mg vial
e Cost per cycle: - T
e Cost per course: -i
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Patient access scheme (if | A simple patient access scheme (PAS) in the form of a fixed price
applicable) has been proposed for all licensed indications of T-DXd in the
United Kingdom.

Price with simple PAS: [} per 100 mg vial
e Cost per cycle: -'r
o Cost per course: [
Abbreviations: ADC, antibody drug conjugate; CHMP, Committee for Medicinal Products for Human Use; EC,

European Commission; EMA, European Medicines Agency; EU, European Union; HER2, human epidermal

growth factor 2; mAb, monoclonal antibody; NHS, National Health Service; PAS, patient access scheme; T-DXd,
trastuzumab deruxtecan.

TCost per cycle is calculated using the method of moments assuming a normal distribution around mean weight
from DESTINY-Breast01, assuming no vial sharing.

I Cost per course assuming time to discontinuation as in the cost-effectiveness model; see Section B.3.3.3

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 14 of 183



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

treatment pathway

B.1.3.1 Disease overview

Breast cancer (BC) is the most common cancer in the UK, accounting for 15% of all new
cancer cases, and the 4" most common cause of cancer death."? In the UK, 99% of BC
cases are in females, and 1% are in males.? The vast majority of cases are diagnosed in the
early stages, however a small proportion of cases are diagnosed in the advanced stages,
when the tumour has spread significantly within the breast (locally advanced), or to other
organs of the body (metastatic breast cancer [mBC]).? In addition, a proportion of patients
initially diagnosed with early stage BC will subsequently develop either a local recurrence or

metastases.*®

For the purpose of prognostication and treatment decision-making, BC is classified
according to its type, grade, stage, and the presence of biological markers including
oestrogen receptors (ER) and/or progesterone receptors (PgR) (ER-positive and PgR-
positive) and human epidermal growth factor receptor 2 (HER2) overexpression (HER2-
positive [HER2+]).5°

BC is staged from stage 0 to stage IV using the American Joint Committee on Cancer
(AJCC) tumour (T), node (N), metastasis (M) staging system.'® Unresectable BC (uBC)
(inoperable) and mBC are the most advanced forms of BC. Although treatable, u/mBC is
generally considered an incurable disease.' Symptoms can be severe and debilitating
including cancer-related fatigue, along with other complications relating to the organ(s) to
which the cancer has spread, most commonly the liver, lungs, lymph nodes, brain and/or

bones (Table 3), of which pain is a particularly common and distressing symptom.'24

Table 3: Associated symptoms of metastatic breast cancer

Metastatic site Associated symptoms

General Fatigue, difficulty sleeping, depression

Bone Pain, hypercalcemia, pathologic fracture, loss of mobility

Brain Headache, confusion, weakness, pain, seizure, altered mentation,

cranial nerve palsies, speech impairment

Lymph nodes Brachial plexopathies, pain
Liver Discomfort or pain, nausea, swollen abdomen, loss of appetite, jaundice
Lungs Pain, dyspnea, hemoptysis, cough

Source: Irvin 2011"3; Cancer Research UK 201712

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 15 of 183



HER2 is a member of the HER superfamily that initiates signal transduction via the
PI3K/AKT and RAS/MAPK pathways.'>'® Approximately 13—20% of BC tumours are
HER2+.""

NICE and the UK National Coordinating Committee for Breast Pathology recommend that
HER?2 status should be routinely assessed in all invasive primary breast carcinomas and in
recurrent and metastatic tumours whenever biopsy tissue is available, in order to decide how
best to treat and manage the cancer."”'® Testing involves immunohistochemistry (IHC) with
>10% complete strong membrane staining defining a positive status. In situ hybridisation
(ISH) is used either upfront or in IHC borderline cases to detect the presence of HER2 gene
amplification."” For IHC scoring, samples scoring 3+ are regarded as unequivocally positive,
and those scoring 0/1+ as negative. Borderline scores (2+) are regarded as equivocal and

mandate further assessment using ISH."”

While one of the main risk factors for BC is older age, patients with HER2+ disease tend to
be younger than those with HER2-negative (HER2-) disease.'® In addition, before the
advent of HER2-targeted therapy, HER2+ BCs have historically been associated with more
aggressive disease and worse outcomes compared with HER2— BCs.?°2" However, since
2010, the introduction and expanded use of HER2-targeted treatments (specifically
trastuzumab- and pertuzumab-based regimens), along with other advances in care, have
provided substantial survival gains for patients with HER2+ mBC.?? Despite this
breakthrough however, nearly all patients eventually progress on currently available anti-
HER2 therapies due to de novo or acquired resistance.? There is currently no approved
HER2-targeted therapy in patients with HER2+ u/mBC who have received two or more prior
anti-HER2 therapies,?® and the prognosis in these patients is extremely poor, with a life

expectancy of less than 2 years (Section B.1.3.5. and Section B.2.13.3).

B.1.3.2 Burden on patients, carers and society

Patients with u/mBC face a wide range of medical, practical, and emotional challenges that
impact their quality of life (QoL).?#2° As such, they are also at risk for emotional distress,
including symptoms of depression and anxiety as well as existential distress and

loneliness. 32425

The QoL of patients with mBC is particularly poor due to the incurable nature of the disease
and burdensome symptom profile.?®% In patients with mBC, QoL is lower than those with
early BC and the general population,?®?° and is often adversely affected by a wide range of
physical symptoms, including fatigue, insomnia, lack of concentration, neuropathy, and
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pain.? In a study of 185 HER2+ mBC patients, the symptoms most frequently reported as
being experienced “quite a bit” or “very much” on the Rotterdam Symptom Checklist were:
tiredness (~52%), decreased sexual interest (~52%), lack of energy (~45%), sore muscles
(~36%), worrying (~36%), difficulty sleeping (~33%), and joint pain (~33%).%° In addition,
brain metastases are more common in HER2+ BC than in some of the other subtypes, with
up to 50% of women with HER2+ disease developing brain metastases;*! this further
reduces QoL*? and causes debilitating symptoms such as seizures, stroke and personality

changes.

While increasing survival and progression-free survival (PFS) are priorities for patients with
mBC and their carers,?®* maintaining a good QoL with well-tolerated treatments is also an
important treatment goal.’"?5 Disease progression in patients with mBC has a significant
negative impact on QoL, emphasising the relevance of delaying progression in order to

maintain QoL.3436

There is also a large carer burden associated with mBC; caregivers themselves have
persistent unmet needs, based on their reduced physical and psychological well-being, with
negative effects on sleep habits, relationships and social life, hobbies and personal time, and

financial stability.>’

mBC is also associated with a substantial economic burden to society and healthcare
systems, as well as to individual patients and their families.?3° 253740 |n England, it was
estimated that BC costed £504 million to the health system in 2010 due to hospital care, with
a higher clinical stage associated with higher costs.*® The mean 15-month cumulative
health-care costs for BC cases in England were estimated to be £12,595 per-patient, with

clinical stage being the most important predictor of costs.*®

B.1.3.3 Epidemiology
Around 46,109 people were newly diagnosed with BC in England in 2017." According to the

National Cancer Registration and Analysis Service there were approximately 2,309 cases of
BC in stage IV in the UK in 2016, and 3,881 in stage IIl.*! Further to this, it is estimated that
approximately 13-20% people with BC will have HER2+ tumours."” The indication for T-Dxd
is anticipated to predominantly cover patients with stage IV HER2+ BC; some patients with

stage Il HER2+ BC may have locally advanced BC that is unresectable, although they may

receive neoadjuvant treatment to make the tumour operable.
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According to the eribulin NICE appraisal, which is the only previous NICE appraisal in third-
line u/mBC (TA423)*243, the prevalence of mBC is 7.39% (from the Cancer Mpact database,
Kantar Health) (3,407 patients), with 34.41% of mBC patients receiving third-line therapy
(from: Cancer Mpact database, Kantar Health) (1,173 patients). According to the updated
UK recommendations for HER2 assessment in BC, data indicate that the frequency of HER2
positivity is between 13% and 20%;"” therefore, using a conservative value of 20% of the
patients having HER2+ disease, an estimated 235 patients would potentially be eligible for

treatment with T-DXd (see the Budget Impact Model for more details).

B.1.34 Trastuzumab deruxtecan

Mechanism of action of T-DXd

Antibody-drug conjugates (ADCs) are molecules consisting of a recombinant monoclonal
antibody (mAb) covalently bound to a cytotoxic drug (called drug payload or warheads) via a
synthetic linker.**45 ADCs combine the advantage of antibodies in binding to a specific target
expressed on cancer cells with cytotoxic capability of a chemotherapeutic drug that is
released at the tumour site, thereby improving the efficacy of the chemotherapy while also
reducing systemic exposure and toxicity. A stable linker between the antibody and the
cytotoxic drug is crucial for the ADC integrity in circulation. After antibody binding to the
specific antigen on the (cancer) cell surface, the ADC is internalised and the cytotoxic drug
released intracellularly where it can exert its effect. ADCs can also be designed to promote
drug release from the target cell to the extracellular space. Thereby, neighbouring tumour
cells, which may or may not express the ADC target antigen, can be affected by taking up
the cytotoxic drug. This is independent of the targeting effect of the antibody and so does not

require all of the cancer cells to express the relevant antigen.

T-DXd is a HER2-targeted ADC designed to deliver optimal antitumour effect. T-DXd is
composed of a humanised mAb specifically targeting HER2, with the same amino acid
sequence as trastuzumab, covalently linked to a topoisomerase | inhibitor payload, an
exatecan derivative, via a tetrapeptide-based cleavable linker. Specifically, deruxtecan is
composed of the linker and the topoisomerase | inhibitor payload (an exatecan derivative
[DXd]).

T-DXd was rationally designed with seven key attributes to overcome the efficacy and
toxicity limitations of earlier ADCs*°. Figure 1 presents the structure of T-DXd, highlighting
the specific parts of the drug responsible for each of the seven key attributes.

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 18 of 183



Figure 1: Structure of T-DXd

Humanized anti-HER2 Deruxtecan
lgG1 mAb 1

\
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Topoisomerase | Inhibitor payload
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Payload MOA: topoisomerase | inhibitor @ Stable linker payload

Highly potent payload @ Tumor-selective cleavaple linker

Short systemic half-life of payload ® High and homogeneous DAR
Cytotoxic bystander effect

Abbreviations: DAR, drug-antibody ratio; HER2, human epidermal growth factor receptor 2; mAB, monoclonal
antibody; MOA, mechanism of action.
Source: Adapted from Nakada 201946

The seven key attributes include:

o Payload mechanism of action (MOA): DXd is a novel analogue of the active metabolite
irinotecan, a topoisomerase | inhibitor, that was developed for conjugation with
trastuzumab and has a distinct proposed MOA from currently used payloads*®

¢ High potency of payload: 10-fold higher potency than the active metabolite (SN-38) of
irinotecan*648

¢ High homogeneous drug-antibody ratio (DAR): The GGFG tetrapeptide—based linker
of T-DXd allows for a high DAR of =8, with reduced hydrophobicity*¢:4
— High DAR facilitates delivery of more payload molecules to target cells compared

with currently approved ADCs*6:48
— The homogeneous? DAR results in improved pharmacokinetic (PK) attributes and
lower toxicity*®

¢ Payload with short systemic half-life: Payload is expected to have a short half-life
based on in vivo studies*6:48
— tiz of = 1.37 hours in systemic circulation®'

o Stable linker payload: The GGFG tetrapeptide—based linker reduces the
hydrophobicity of T-DXd, resulting in an ADC that is highly stable in plasma with low
levels of clearance®

e Tumour-selective cleavable linker: The GGFG tetrapeptide—based linker is an
enzymatically cleavable peptide and is cleaved by lysosomal proteases once in tumour

cells, thus, ensuring stability in systemic circulation and limiting systemic toxicity46:48
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o Membrane permeable payload: preclinical research demonstrates that DXd has a
high-cell membrane permeability that enables elimination of both target tumour cells
and the neighbouring tumour cells*43
— Cytotoxic effect of topoisomerase | inhibitor was detected in the tumour

microenvironment only.*®
Figure 2 presents an overview of the MOA of T-DXd.

Figure 2: Mechanism of action of T-DXd
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HER2, human epidermal growth factor receptor 2; £ ' i
HER2+, HER2 positive. (§ 1, 9

Abbreviations: HER2, human epidermal growth factor receptor 2.
The proposed 5-step MOA of T-DXd allows for efficient delivery and release of the

topoisomerase | inhibitor at the tumour site:

. Step 1: the monoclonal antibody component selectively binds to HER2 expressed on
the tumour cell surface*

. Step 2: T-DXd is internalised by the cell and intracellular lysosomal enzymes
upregulated in tumour cells cleave the tetrapeptide-based linker

. Step 3: the topoisomerase | inhibitor payload is released into the cytoplasm of the cell

. Step 4: the released payload enters the tumour cell nucleus and causes damage to the
tumour cell’s DNA.* Because the payload is membrane permeable, it penetrates
neighboring tumour cells, enabling the destruction of tumour cells adjacent to those
targeted, regardless of HER2 status

« Step 5: the DNA damage caused by payload release results in tumour cell death.46:48.52

B.1.3.5 Current treatment pathway and the position of T-DXd

Current pathway of care
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NICE has issued a clinical pathway for the management of HER2+ advanced BC, which
encompasses relevant technology appraisals.>® Recommendations for the management and
treatment of advanced BC are also provided by the NICE clinical guideline for advanced BC
(CG81).5* The 4th European School of Oncology (ESO) — European Society of Medical
Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer also
provide clinical guidelines relevant to this submission. A summary of clinical guidelines

relevant to this submission is presented in Appendix L.
First and second-line treatment for HER2+ advanced BC

As per the NICE pathway, pertuzumab in combination with trastuzumab and docetaxel is
recommended for treating HER2+ metastatic or locally recurrent unresectable BC, in adults
who have not had previous anti-HER2 therapy or chemotherapy for their metastatic
disease.%*% Trastuzumab in combination with paclitaxel (combination trastuzumab is
currently only licensed for use with paclitaxel) is also recommended as an option for people
with tumours expressing HER2 scored at levels of 3+ who have not received chemotherapy
for mBC and in whom anthracycline treatment is inappropriate.>*°¢ For second-line
treatment, trastuzumab emtansine (T-DM1) is recommended as an option for treating
HER2+ uBC, locally advanced BC or mBC in adults who previously received trastuzumab
and a taxane, separately or in combination; patients should have either received prior
therapy for locally advanced or metastatic disease or developed disease recurrence during

or within 6 months of completing adjuvant therapy.%°7

The ESO/ESMO guideline for advanced BC states that for HER2+ disease the standard first-
line therapy for patients previously untreated with anti-HERZ2 therapy is the combination of
chemotherapy + trastuzumab and pertuzumab, because it has proven to be superior to
chemotherapy + trastuzumab in terms of overall survival (OS) in this population.'" After first-
line trastuzumab-based therapy, T-DM1 provides superior efficacy relative to other HER2-
based therapies in the second line (versus lapatinib + capecitabine) ‘and beyond’ (versus

treatment of physician’s choice).
Third-line treatment for HER2+ advanced BC

Eribulin is the only treatment recommended at this point in the NICE pathway as an option
for treating locally advanced BC or mBC in adults only when it has progressed after at least
two chemotherapy regimens (which may include an anthracycline or a taxane, and
capecitabine).*>?3 In addition, NICE clinical guideline (CG81) recommends that patients may

receive treatment with non-targeted chemotherapies such as capecitabine or vinorelbine for
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the treatment of advanced BC in general.>* Recommendations for use of eribulin,
capecitabine and vinorelbine are not specific to HER2+ patients. Of note, there is a paucity
of evidence specific to HER2+ u/mBC for these third-line agents (see the clinical SLR in
Appendix D, and Section B.2.9)

The ESO/ESMO guideline offers no specific recommendations for standard-of-care for third-
line treatment.™ It states that in case of progression on trastuzumab-based therapy, the
combination of trastuzumab + lapatinib is a reasonable treatment option for some patients,
however, there are no data on the use of this combination after progression on pertuzumab
or T-DM1. In addition, for later lines of therapy, trastuzumab can be administered with
several chemotherapy agents, including but not limited to, vinorelbine (if not given in first
line), taxanes (if not given in first line), capecitabine, eribulin, liposomal anthracyclines,
platinum, gemcitabine or metronomic CM (cyclophosphamide [C] and methotrexate [M]). The
decision should be individualised and take into account different toxicity profiles, previous
exposure, patient preferences and country availability. With respect to country availability,
some of the ESO/ESMO options are not available on the NHS in England, including
trastuzumab + lapatinib and lapatinib + capecitabine, which are not reimbursed in the third-

line u/mBC setting.%8

To understand the current management of HER2+ u/mBC in clinical practice in England, an
advisory board was conducted in August 2020, involving 4 UK clinical experts in BC and 4
health economics experts.* Clinicians agreed that capecitabine was the most frequently
used third-line intervention, followed very closely by vinorelbine, with a much smaller
proportion of patients treated with eribulin (~10%). In addition, the clinical experts agreed
that patients receiving T-DXd are expected to have received at least two or more prior
chemotherapy regimens, and so eribulin is a relevant comparator for the full considered

population’.
Proposed position of T-DXd

The current treatment pathway and the proposed position of T-DXd is shown in Figure 3. T-
DXd is anticipated to be indicated for patients who have received two or more anti-HER2

therapies (i.e. in the third-line setting). Based on the recommended clinical pathway

"In the final scope issued by NICE, eribulin was listed as a comparator in patients who have received
two or more prior chemotherapy regimens.
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described above and in Figure 3, it is anticipated that this would be the majority of HER2+

u/mBC patients at third-line.

Figure 3: Current treatment pathway and the position of T-DXd

First-line Second-line Third-line

Pertuzumab with
trastuzumab and
docetaxel’

» Trastuzumab emtansine’ » Eribulin

Current pathway
Trastuzumab*

Single-agent capecitabine or

vinorelbine

White box= from NICE pathway for managing HER2+ advanced breast cancer>®; Dark grey box = from NICE
clinical guideline (CG81): Advanced breast cancer®*

T NICE [TA509]: Pertuzumab, in combination with trastuzumab and docetaxel is recommended for treating HER2-
positive metastatic or locally recurrent unresectable breast cancer, in adults who have not had previous anti-
HER2 therapy or chemotherapy for their metastatic disease?5; ¥ NICE [TA34]: Trastuzumab in combination with
paclitaxel is recommended as an option for people with tumours expressing human epidermal growth factor
receptor 2 (HER2) scored at levels of 3+ who have not received chemotherapy for metastatic breast cancer and
in whom anthracycline treatment is inappropriate®; T NICE [TA458]: Trastuzumab emtansine is recommended as
an option for treating human epidermal growth factor receptor 2 (HER2)-positive, unresectable, locally advanced
or metastatic breast cancer in adults who previously received trastuzumab and a taxane, separately or in
combination®”; § NICE [TA423]: Eribulin is recommended as an option for treating locally advanced or metastatic
breast cancer in adults, only when it has progressed after at least 2 chemotherapy regimens (which may include
an anthracycline or a taxane, and capecitabine).*?

Unmet need

There are no treatments available on the NHS in England that have a modern evidence base
in HER2+ patients with u/mBC who have progressed on two or more prior HER2 targeted
therapies, and capecitabine, vinorelbine and eribulin remain the only options. While eribulin
is the only treatment recommended at this point in the NICE pathway, there is a lack robust
efficacy data in HER2+ patients with u/mBC in the third-line setting, and indeed feedback
from clinicians suggests that only 10% of these patients receive eribulin, also suggesting a
lack of efficacy.®® Overall, currently available treatments offer BC patients in the third-line
metastatic setting limited overall survival (OS) (less than 2 years) and PFS benefit (median
PFS of ~3-6 months)**€°, with patients ultimately progressing and dying of the disease.
Patients with HER2+ u/mBC who have progressed on two or more prior HER2 targeted
therapies are particularly difficult to treat; as well as having a high symptom burden, they

have built up treatment resistance through multiple previous lines of therapy. Overall, there
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is a substantial unmet need for a therapy with demonstrated efficacy and tolerability in these

patients, with novel mechanisms that can help overcome the treatment resistance.

B.1.4 Equality considerations

No equity or equality issues are anticipated for the appraisal of T-DXd. However, feedback
from an advisory board meeting has suggested that some patients with HER2+ u/mBC who
have progressed on two or more prior HER2 targeted therapies are able to access
treatments through clinical trials or expanded access programmes in some regions in
England, but not others.®' This suggests that the current lack of a standard of care for this
patient population may lead to variability in patient outcomes due to a lack of equity in

access to treatment.
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B.2 Clinical effectiveness

Summary of clinical systematic literature review (SLR)

¢ An SLR was conducted to identify relevant clinical evidence describing the efficacy
and safety of T-DXd and all currently available (as per NICE scope for T-DXd) and
investigational therapies used to treat patients with advanced BC or mBC presenting
with either HER2+ status, mixed HER2 status, or an unknown HER2 status, who
have received two or more prior therapies in a uBC/mBC setting.

¢ The patient population in the SLR was broad as there are few published data
available for currently available treatments solely in HER2+ patients; using these
broad criteria 185 relevant publications across 108 studies were identified.

e The SLR identified two key trials for T-DXd in patients with HER2+ uBC or mBC who
have received two or more prior anti-HERZ2 therapies: the pivotal Phase || DESTINY-
Breast01 trial (key evidence) and the Phase | DS8201-A-J101 trial (supportive

evidence).

Summary of clinical effectiveness of T-DXd
DESTINY-Breast01 (NCT03248492)
DESTINY-Breast01 is a two-part, open-label, single-group, multicentre, Phase Il study,
evaluating T-DXd in adults with pathologically documented HER2+ uBC or mBC who had
received previous treatment with T-DM1. The efficacy and safety of T-DXd were evaluated
at the recommended dose of 5.4mg/kg (N=184).
At a data-cut of 1 August 2019 (median duration of follow-up 11.1 months [range, 0.7 to
19.9]) T-DXd demonstrated a consistent high level of clinical activity across a range of
endpoints:
e Median PFS was 16.4 months (95% CI: 12.7, not evaluable [NE])
e Median OS had not been reached
— Estimated OS was 93.9% (95% ClI: 89.3, 96.6) at 6 months and 86.2% (95% CI:
79.8, 90.7) at 12 months
¢ Response to therapy was reported in 112 patients (60.9%; 95% confidence interval
[CI]: 3.4, 68.0) based on independent central review (ICR)
e Complete response (CR) was reported in 11 (6%) patients and partial response [PR]
in 101 (54.9%) patients
e Most patients had a reduction in tumour size while on treatment
e Prespecified subgroup analyses showed consistent responses across demographic

and prognostic subgroups including patients who had received previous pertuzumab
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therapy, hormone receptor status, receipt of T-DXd immediately after initial T-DM1

therapy, number of prior regimens, and those who had CNS metastases at baseline

— Patients achieved a confirmed objective response rate (ORR) >50% regardless of
the number of prior lines of systemic therapy they received; however, the highest
ORR was observed in those who had received only two prior lines
e Durable activity was demonstrated with a median duration of response (DoR) of 14.8
months (95% CI: 13.8, 16.9)
¢ Disease control rate (DCR) was 97.3% (95% CI: 93.8, 99.1)
¢ Clinical benefit rate (CBR) was 76.1% (95% CI: 69.3, 82.1)
¢ Median time to response (TTR) was 1.6 months (95% CI: 1.4, 2.6)
e T-DXd demonstrated efficacy in patients who had a history of CNS metastases at
baseline (n=24) that was similar to the overall population: ORR: 58.3% (95% CI:
36.6, 77.9); median PFS: 18.1 months (95% CI: 6.7, 18.1).
Study DS8201-A-J101 (NCT02564900)
Study DS8201-A-J101 is a two-part (dose-escalation and dose-expansion), first-in-human,
non-randomised, open-label, Phase | study. The safety, tolerability, and activity of T-DXd
at the recommended doses for expansion (5.4 mg/kg and 6.4 mg/kg every 3 weeks) were
assessed in cohorts of different solid tumours including a large of cohort of HER2+ uBC or
mBC after T-DM1 (N=115).
Of the 115 patients, 111 (97%) were evaluable for confirmed response.
At a median follow-up of 9.9 months:
e ORR was 59.5% (95% CI: 49.7, 68.7)
e Median PFS was 22.1 months (95% CI: NE)
e Median OS had not been reached
e DCR was 93.7% (95% CI: 87.4, 97.4)
e Median DoR was 20.7 months (95% CI: NE)
e Median TTR was 1.6 months (95% Cl: 1.4, 2.8).

Summary of matching-adjusted indirect comparisons (MAICs)

e DESTINY-Breast01 is a single group trial; a series of unanchored MAICs were
therefore performed to assess the comparative effectiveness of T-DXd vs the
comparators listed in the NICE final scope (eribulin, capecitabine and vinorelbine)

e MAICS were conducted for four studies identified for eribulin, two identified for

capecitabine and one for vinorelbine; outcomes considered were OS, PFS and

response
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¢ All results show T-DXd to be associated with significant improvement in OS, PFS

and response.

Comparator Study Hazard ratio for T-DXd Odds ratio for T-DXd vs.
vs. comparator comparator
0os PFS ORR DCR CBR
Eribulin Barni 2019 | M || Il B
Cortes 2010 | [l [ || | |
Cortes 2011 | [l [ || | ||
Gamucci - - - - -
204
Capecitabine | Fumoleau - - - - -
2004
Bum 2001 | | Il B
Vinorelbine | Sim2019 | I || || || |

Summary of safety of T-DXd
DESTINY-Breast01 (NCT03248492)
¢ The most common treatment-emergent adverse events (TEAEs) were
gastrointestinal and haematologic in nature
o 22.8% had serious TEAESs; 35.3% and 23.4% had a dose interruption or dose
reduction, respectively, and 15.2% discontinued treatment due to TEAEs
¢ No events of cardiac failure with left ventricular ejection fraction (LVEF) decline were
reported
— No patients had an LVEF of <40% or a decrease of 220% at any timepoint
¢ Interstitial lung disease (ILD) was observed in a subgroup of patients and requires
attention to pulmonary symptoms and careful monitoring
— ILD events were independently adjudicated and actively managed by patient
monitoring, dose modification, and adherence to the ILD management guidelines
— ILD related to T-DXd was observed in 25 patients (13.6%), primarily grade 1 or 2
(10.9%). Four deaths (2.2%) were attributed to ILD
o There were 9 (4.9%) TEAE-associated deaths (respiratory failure, acute respiratory
failure, disease progression, general physical health deterioration, lymphangitis,
pneumonia, pneumonitis, shock haemorrhagic; 1 patient had two TEAEs associated

with death: acute kidney injury and acute hepatic failure).

Study DS8201-A-J101 (NCT02564900)
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The safety profile of DESTINY-BreastO1 was consistent with the results from the Phase
| DS8201-A-J101 study:

The most common TEAEs were gastrointestinal and haematologic in nature

All patients experienced 21 TEAE of any grade, 19% experienced 21 serious TEAE,
and 50% had a TEAE of 2 Grade 3

No events of cardiac failure with LVEF decline were reported

Drug-related TEAEs leading to discontinuation occurred in 11% of patients, which

included nine cases of ILD/pneumonitis.

Summary of innovation

T-DXd is a novel therapy that represents a step-change in the treatment of HER2+ mBC:

For HER2+ u/mBC patients who have progressed on or after two anti-HER?2

therapies, currently available therapies offer little benefit, with patients ultimately

progressing and dying of the disease.

These patients, who have built up treatment resistance through multiple previous

lines of therapy, are particularly difficult to treat, requiring novel therapeutic

strategies .

T-DXd is a newer ADC designed to deliver optimal antitumour effects

— It has distinct pharmaceutical properties which may contribute to it retaining
efficacy in heavily pre-treated patients, such as the potent topoisomerase |
inhibitor payload instead of a microtubule inhibitor, an increased DAR ratio
(approximately 8 with T-DXd vs. approximately 3.5 with T-DM1), and the high
membrane permeability of the released payload that enables elimination of both
target tumour cells and the neighbouring tumour cells.

Overall, T-DXd, with its novel features designed to overcome resistance

mechanisms, represents a step-change in the treatment of HER2+ mBC.

The innovative nature of T-DXd in an area of high unmet need has been recognised

at the regulatory level by [N

— T-DXd has been approved in the US and in Japan, where it was assessed under
the US Food and Drug Administration’s (FDA’s) Breakthrough Therapy and

Priority Review programme and Japan’s conditional early approval system.

End-of-life

NICE end-of-life status applies for the current appraisal as:

T-DXd is indicated for patients with a short life expectancy and high unmet need,
with evidence demonstrating that the life expectancy in patients with HER2+ mBC is

normally less than 24 months; and
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e T-DXd has the prospect of offering an extension to life of more than 3 months versus

current treatment in the NHS.

Conclusion

e T-DXd is a novel, innovative, targeted monotherapy with a high level of clinical
activity and a manageable safety profile, that is expected to result in significant and
substantial improvements in health-related benefits for patients.

¢ Daiichi Sankyo considers T-DXd for the treatment of adult patients with HER2+
u/mBC who have received two or more prior anti-HERZ2 therapies to be a candidate
for the Cancer Drugs Fund (CDF).

¢ Itis anticipated that the CDF would provide the opportunity to address the clinical
uncertainty, with additional evidence from the Phase IIl active-controlled randomised
controlled trial (RCT), while providing timely, managed patient access to an

innovative and efficacious treatment in this disease area of high unmet need.

B.2.1 Identification and selection of relevant studies

See Appendix D1 for full details of the process and methods used to identify and select the
clinical evidence relevant to the technology being appraised. A systematic literature review
(SLR) was conducted to identify the existing clinical evidence detailing the efficacy, safety,
and QoL for currently available and investigational therapies used to treat patients with
advanced or mBC presenting with either HER2+ status, mixed HER2 status, or an unknown
HER?2 status, who have received two or more prior therapies in a u/mBC setting. Please note
that the population is broader than the population in the NICE decision problem with regard
to HER2+ status; this is because the relevant comparator treatments were not developed
specifically for HER2+ BC, and as such there was concern that evidence from these
comparators would not be captured if the population was restricted to HER2+ patients. The
SLR was conducted in April 2019 (referred to as the original SLR), that was subsequently
updated in Jan 2020 (referred to as the first SLR update) and June 2020 (referred to as the
second SLR update).

In total, the SLR identified 375 publications; as some studies were associated with multiple
publications, secondary publications were combined; this resulted in 174 unique studies
identified from the 375 publications. Of these, 190 publications from 66 studies were not
relevant for this submission because they did not investigate comparators of interest.

Therefore, there were a total of 185 relevant publications across 108 studies.
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There were 3 studies from 16 publications that were identified for T-DXd: DESTINY-
Breast01, study DS8201-A-J101 and a Phase | study to evaluate the effect of T-DXd on the
QT/QTc Interval in HER2-expressing breast cancer (NCT03366428); the latter is not

presented in this submission. For the relevant comparators there were 57 studies (109

publications) evaluating eribulin, 23 studies (28 publications) evaluating capecitabine and 25

studies (32 publications) evaluating vinorelbine.

B.2.2 List of relevant clinical effectiveness evidence

The SLR for clinical evidence identified two studies evaluating the efficacy and safety of T-

DXd in patients with HER2+, uBC or mBC who had received previous treatment with T-DM1.

This submission focuses primarily on the key evidence from the Phase Il study, DESTINY-

Breast01. A Phase | study (DS8201-A-J101) is provided as supporting evidence. The results
of DS8201-A-J101 support the results of DESTINY-Breast01, however, it is not included in

the economic model due to the availability of data from the Phase Il study. Both studies are

summarised in Table 4.

Table 4: Clinical effectiveness evidence

who had received previous
treatment with trastuzumab
emtansine

Study DESTINY-Breast01 Study DS8201-A-J101
(NCT03248492) (NCT02564900)

Study design Phase I, two-part, multicentre, Phase |, open-label, dose-escalation
open-label, single-group study and dose-expansion study

Population Adults with HER2+ uBC or mBC Adults with HER2+, uBC or mBC who

had received previous treatment with
trastuzumab emtansine

Intervention(s)

T-DXd was evaluated at a dose of
5.4 mg/kg (N=184)

T-DXd was evaluated at a dose of
5.4 mg/kg (N=49) or 6.4 mg/kg (N=66)
(Overall N=115)

Comparator(s)

No comparator

No comparator

Indicate if trial
supports
application for
marketing
authorisation

Yes | X | Indicate Yes | X Yes X Indicate Yes
if if

No trial used No No trial used No | X
in the in the
economic economic
model model

Rationale for
use/non-use in

Pivotal study supporting this

Phase | study supporting this

indication indication
the model
Reported e PFS e PFS
outcomes
oS oS
specified in the * *
decision e ORR e ORR
problem e AEs e DoR
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Study DESTINY-Breast01 Study DS8201-A-J101
(NCT03248492) (NCT02564900)
° DoR e AEs
All other e DCR e DCR
reported e CBR e TTR
outcomes .
e TTR e Best percent change in the sum of
e Best percent change in the sum diameters of measurable tumours
of diameters of measurable
tumours
Key publication | Modi 202062 Tamura 201983
Secondary Jerusalem 202064 -
sources Modi 202065
Daiichi-Sankyo, Inc., 2019 (CSR)%
Clinicaltrials.gov (NCT03248492)57

Abbreviations: AE, adverse event; CBR, clinical benefit rate; CSR, clinical study report; DCR, disease control
rate; DoR, duration of response; HER, human epidermal growth factor receptor 2; mBC, metastatic breast
cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab
deruxtecan; T-DM1, trastuzumab emtansine; TTR, time to response; uBC, unresectable breast cancer.
Bold=outcomes that are incorporated in the model.

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Key trial: DESTINY-Breast01

B.2.3.1.1 Study design

The Phase || DESTINY-Breast01 trial (NCT03248492) is an on-going, two-part, open-label,
single group, multicentre, study of T-DXd in adults with pathologically documented HER2+,
uBC or mBC who had received previous treatment with T-DM1. Positivity for HER2 was
defined as a score of 3+ on IHC analysis or as positive results on ISH, as centrally confirmed

on archival tissue.

Part 1 of the study consisted of two sequential stages: PKs and dose finding (Figure 4). In
the PK stage, patients were randomly assigned in a 1:1:1 ratio to receive T-DXd at a dose of

5.4 mg/kg, 6.4 mg/kg, or 7.4 mg/kg administered by intravenous infusion every 3 weeks.
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Figure 4: DESTINY-Breast01 study design

T —— BT

PK Stage Dose-Finding Continuation
(n =60) Stage (n = 60) Stage (n=110)
T-DM1 5.4 mg/kg
Resistant/Refractory (n =20)
Dose 1
f 4 ma (n = 30) Part 2a
Archived sample 6(" ?gé()g q RP2D
HER2 positive (central) Dose 2 (n = 100)
7.4 mg/kg D)
T-DM1 -1: =20 Part 2be
Infolerant > RP2D
(n =XX)

Abbreviations: HER2, human epidermal growth factor receptor 2; PK, pharmacokinetics; RP2D, recommended
Part 2 dose; T-DM1, trastuzumab emtansine.

The n values shown in the figure are the planned enrolment numbers. Randomisation for the dose finding stage
was based on pharmacokinetics. @ Approximately 10 to 15 patients were expected to enrol in Part 2b.

Source: Modi 2020 (Supplementary Figure S1)8?

On the basis of the PK analysis, two doses were identified for evaluation in the dose-finding
stage, in which newly enrolled patients were randomly assigned in a 1:1 ratio (Figure 4). The
recommended dose was identified using a predicted benefit-risk profile modelled from
exposure-response, exposure-safety, and PK analyses as well as clinical data from this
study and from the Phase | DS8201-A-J101 study (see Appendix D1.2 for the justification of

the recommended dose).5?

In part 2 of the study, the efficacy and safety of the recommended dose of T-DXd

(5.4 mg/kg) was evaluated. Part 2 consisted of two cohorts: one involved patients who had
tumour progression during or after the previous administration of T-DM1 and one involved
patients who had discontinued T-DM1 for reasons other than progressive disease (e.g.
toxicity). Treatment continued until disease progression, the occurrence of unacceptable

toxic effects, or withdrawal of consent.

This submission focuses on data from the 5.4 mg/kg cohort from part 1 (n=50) and part 2
(part 2a: n=130; 2b: n=4), which corresponds to the recommended dose of T-DXd (n=184).

Table 5 shows a summary of the methodology of DESTINY-Breast01.

Table 5: Summary of DESTINY-Breast01 methodology

Trial design Phase I, two-part, open-label, single group, multicentre study.

Location 72 sites in eight countries in Europe (Belgium, France, ltaly, Spain, UK),
North America (US) and Asia (Japan, South Korea).

Eligibility criteria Inclusion criteria

for participants e Men or women 218 years old, with the exception of Japan and South
Korea (=20 years old)
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Pathologically documented BC that:
— Is unresectable or metastatic

— Has confirmed HER2+ expression (ER/PR positive patients may be
enrolled if they are HER2+) according to ASCO-CAP guidelines®®
evaluated at a central laboratory

— Patient must have BC that is resistant or refractory to T-DM1 with
documented clinical or radiographic progression of disease during or
after treatment with T-DM1

— For Part 2b, patients must have discontinued treatment with T-DM1 for
reasons other than resistant or refractory disease

— Presence of at least one measurable lesion as per RECIST Version
1.1

LVEF 250%
ECOGPSO0or1

Adequate bone marrow function, defined as ANC 21.5 x 109/L, platelet
count 2100 x 10%L, and haemoglobin level 29.0 g/dL

Adequate renal function, defined as creatinine clearance 230 mL/min*

Adequate hepatic function, including mild—-moderate hepatic impairment,
defined as total bilirubin <3 x ULN (including patients with documented
Gilbert’s Syndrome or liver metastases or other aetiologies) and
AST/ALT <5 x ULN

Adequate blood clotting function, defined as international normalised
ratio and activated partial thromboplastin time <1.5 x ULN

Male and female subjects of reproductive/childbearing potential had to
agree to use a highly effective form of contraception or avoid intercourse
during and upon completion of the study and for at least 4.5 months after
the last dose of study drug

Exclusion criteria

Myocardial infarction < 6 months before registration, symptomatic CHF
(New York Heart Association Class Il to 1V), unstable angina, or serious
cardiac arrhythmia requiring treatment

Corrected QT interval prolongation to >470 ms (women) or >450 ms
(men)

History of (noninfectious) ILD/pneumonitis that required steroids, current
ILD/pneumonitis, or suspected ILD/pneumonitis that cannot be ruled out
by imaging at screening

Brain metastases that are untreated, symptomatic, or require therapy to
control symptoms

Clinically significant corneal disease in the opinion of the investigator

Prior treatment with an ADC consisting of an exatecan derivative that is
a topoisomerase | inhibitor

Unresolved toxicities from previous anticancer therapy

Current treatment with CYP3A4 strong inhibitors (washout period of =3
elimination half-lives of the inhibitor is required)

Settings and
locations where
the data were
collected

A total of 253 subjects were enrolled and treated at one of 72 study sites in
the following countries: US (24 study sites), Japan (10), France (9), Spain
(8), South Korea (7), Belgium (5), UK (5), and ltaly (4).

Enrolment was proportional across geographic regions: Asia, 56 (22.1%)
subjects in Japan and 40 (15.8%) subjects in South Korea; US, 77 (30.4%)
subjects; and Europe: 80 (31.6%) subjects.t
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Trial drugs (the
interventions for
each group with
sufficient details
to allow
replication,
including how and
when they were
administered)
Intervention(s)
(n=[x]) and
comparator(s)

(n=[x])

T-DXd was administered as an IV infusion once every 3 weeks, on Day 1 of
each 21 day cycle.

¢ In the part 1 PK stage, subjects were randomised to receive 1 of 3 doses:
5.4 mg/kg, 6.4 mg/kg, or 7.4 mg/kg.

¢ In the part 1 dose finding stage, subjects were randomised to receive 1 of
the 2 doses selected in the PK stage (identified as 5.4 mg/kg and
6.4 mg/kg).

Once assigned, subjects remained on study in their treatment group and did
not change dose groups.

e In part 2, all subjects received 5.4 mg/kg, which was determined to be the
RP2D.

The first dose of T-DXd was to be administered over 90 minutes (x 10
minutes). If there was no infusion-related reaction after the first dose,
subsequent doses were to be administered over 30 minutes (£ 5 minutes).

Permitted and
disallowed
concomitant
medication

The following medications, treatments, and procedures were prohibited
during the treatment period:

e Other anticancer therapy, including cytotoxic, targeted agents,
immunotherapy, antibody, retinoid, or anticancer hormonal treatment.
o Other investigational therapeutic agents.

¢ Radiotherapy (except for palliative radiation to known metastatic sites, as
long as it did not affect assessment of response or interrupt treatment for
more than the maximum time

o Radiotherapy to the thorax.

¢ Concomitant use of chronic systemic (IV or oral) corticosteroids or other
immunosuppressive medications (inhaled steroids or intra-articular steroid
injections were permitted).

— Subjects with bronchopulmonary disorders who required intermittent
use of bronchodilators (such as albuterol) were not excluded from this
study.

o CYP3A4 strong inhibitors
o OATP1B inhibitors
e Foods or beverages containing grapefruit

Hematopoietic growth factors could be used for prophylaxis or treatment
based on the clinical judgment of the investigator.

Prophylactic or supportive treatment of study-drug induced AEs were
otherwise to be as per investigator’s discretion and institutional guidelines.

Concomitant use of dietary supplements, medications not prescribed by the
investigator, and alternative/complementary treatments was discouraged, but
not prohibited.

Primary outcomes
(including scoring
methods and
timings of
assessments)

ORR (CR plus PR; RECIST version1.1) according to ICR (see Section
B.2.3.1.2. for further details of outcomes)

Other outcomes
used in the
economic
model/specified in
the scope

PFS
oS
AEs

Other outcomes
of interest

ORR according to the investigator, ICR-assessed DCR, CBR, DoR, TTR,
and best percent change in the sum of diameters of measurable tumours
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Pre-planned Subgroups were examined for the primary endpoint of ORR and secondary
subgroups endpoint of DoR to assess homogeneity of estimate of treatment effect."
Demographic and prognostic subgroups were pre-defined, including previous
receipt of pertuzumab, hormone receptor status and receipt of T-DXd
immediately after initial T-DM1 therapy.

Abbreviations: ADC, antibody-drug conjugate; AE, adverse event; ALT, alanine transaminase; ANC, absolute
neutrophil count; ASCO-CAP, American Society of Clinical Oncology — College of American Pathologists; AST,
aspartate transaminase; CHF, congestive heart failure; CR, complete response; DCR, disease control rate; DoR,
duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, oestrogen
receptor; HER2, human epidermal growth factor receptor 2; ICR, independent central review; ILD, interstitial lung
disease; IV, intravenous; LVEF, left ventricular ejection fraction; ORR, objective response rate; OS, overall
survival; PFS, progression-free survival; PK, pharmacokinetics; PR, partial response; PR, progesterone receptor;
RECIST, Response Evaluation Criteria In Solid Tumors; RP2D, recommended part 2 dose; T-DM1, trastuzumab
emtansine; T-DXd, trastuzumab deruxtecan; TTR, time to response; QTc, corrected QT interval; ULN, upper limit
of normal.

Source: Modi 202082; Clinical Study Protocol publically available from Clinicaltrials.gov (NCT03248492)57; *From
Daiichi-Sankyo, Inc., 2019 (CSR)¢

B.2.3.1.2 Outcomes reported

Trial endpoints, their definitions, and censoring rules are outlined in Table 6.
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Table 6: Summary of DESTINY-Breast01 endpoints

Endpoint/assessment

Details

Censoring rules?

Primary endpoint

ORR assessed by
independent central imaging
facility review

Defined as the proportion of subjects who achieved a best
overall response of CR or PR, based on RECIST 1.1.

Secondary endpoints

PFS

Defined as the time interval between the date of
randomisation/registration and the first documentation of
disease progression or death due to any cause. Disease
progression was determined through an ICR of tumour
scans using RECIST 1.1. Clinical progression without
objective documentation of disease progression per RECIST
1.1 was not considered to be progression while deriving the
PFS endpoint.”

e Subjects known to not have progressed or died at the
data cut-off date were to be censored at the date of last
evaluable tumour assessment.

e Subjects who discontinue from the study prior to first post-
baseline evaluable tumour assessment for a reason other
than death were to be censored at the date of
randomisation (the date of registration for not randomised
subjects).

e Subjects who start other anti-cancer therapy prior to
disease progression or death were to be censored at the
date of last tumour evaluable assessment prior to starting
new anti-cancer therapy.

e Subjects who have progressive disease or die after
missing =2 consecutive scheduled tumour assessments
(i.e., more than 14 weeks, allowing for 2 weeks visit
window) were to be censored at the date of last evaluable
tumour assessment prior to progression.

e Subjects without baseline evaluable tumour assessment
were to be censored at the date of randomisation or
registration, except death within first 2 scheduled tumour
assessments (i.e., 14 weeks) were to be considered as a
PFS event.
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Endpoint/assessment

Details

Censoring rules?

0s

Defined as the time interval between the date of
randomisation/registration and the date of death due to any
cause. If the analysis subject was not known to have died
prior to the data cut-off date, OS was censored at the last
contact date at which the subject was known to be alive.
Based on ICR."

If analysis patient is not known to have died prior to the data
cut-off date, OS was to be censored at the last

contact date at which the subject was known to be alive.

The last contact date was defined as the last date the
subject was known to be alive up-to the data cut-off date.
The date was to be the latest date among the dates below.
Only assessments up-to the data cut-off date were to be
considered in deriving the last contact date.

e Last non-missing assessment/onset date captured in the
following eCRF pages (or if a date of assessment/onset is
not available the “date of visit” for the eCRF page could
be used): adverse events, vital signs, physical
examination, ECOG PS, ECG, clinical laboratory test,
tumour assessment, and PK/biomarker/other specimen
sample collection date.

¢ Last dosing date of study drug, last date of concomitant
medications, and last date of nondrug
treatments/procedures.

o Last date of subsequent anti-cancer therapy administered
after study treatment discontinuation.

¢ Date of last contact collected on the survival follow up
page of the eCRF.

DoR

Defined as the time interval between the date of first
documentation of objective response (CR or PR) and the
date of the first objective documentation of disease
progression or death due to any cause; based on ICR."

e Subjects who are not known to have progressed or died
at the data cut-off date were to be censored at the date of
last evaluable tumour assessment. An evaluable tumour
assessment was defined as an assessment where the
overall tumour response was not “Inevaluable (NE)”.

e Subjects who start other anti-cancer therapy prior to
disease progression or death were to be censored at the
date of the last tumour evaluable assessment prior to
starting new anticancer therapy.

e Subjects who progress or die after missing =2
consecutive scheduled tumour assessments were to be
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Endpoint/assessment

Details

Censoring rules?

censored at the date of the last evaluable tumour
evaluation prior to progression or death. In this study,
tumour assessment was performed every 6 weeks (£7
days), therefore, progression or death after missing =2
consecutive scheduled tumour assessments was defined
as progression or death that occurs after more than

14 weeks (two tumour assessment visits plus 2 weeks
visit window). This definition was to be applied throughout
the study period.

Best percent change in the
sum of the diameter of
measurable tumours

Defined as the percent change in the smallest sum of
diameters from all post-baseline tumour assessments,
taking as reference the baseline sum of diameters, based on
RECIST Version 1.1; based on ICR."

overall response of CR or PR or more than 6 months of SD;
based on ICR."

DCR Defined as the proportion of subjects who achieved a best -
overall response of CR, PR or SD; based on ICR."
CBR Defined as the proportion of subjects who achieved a best -

ORR based on investigator
assessment

Defined as the proportion of subjects who achieved a best
overall response of CR or PR based on local
radiologists/investigators' tumour assessments using
RECIST 1.1.7

Exploratory endpoints

Duration of SD

Defined as the time from the date of randomisation/
registration to the date of first documentation of PD or death
due to any cause in subjects with a best overall response of
SD.*

Censoring rules were the same as described above for DoR.

TTR Defined as the time from the date of randomisation/ -
registration to the date of the first documentation of objective
response (CR or PR) in responding subjects.”

Safety
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Endpoint/assessment Details Censoring rules?

Assessment of AEs and Safety endpoints include SAEs, TEAEs, physical -
SAEs examination findings (including ECOG PS), vital sign
measurements, standard clinical laboratory parameters,
ECG parameters, Echo/MUGA findings, ophthalmologic
findings, and ADAs.

All AEs were categorised using the MedDRA. AEs and
abnormal laboratory test results, if applicable, were graded
using NCI-CTCAE Version 4.03.7

Abbreviations: ADA, anti-drug antibody; AE, adverse event; CBR, clinical benefit rate; CR, complete response; CTCAE, Common Terminology Criteria for Adverse Events;
DCR, disease control rate; DoR, duration of response; Echo, echocardiogram; ECG, electrocardiogram; ECOG, Eastern Cooperative Oncology Group; eCRF, electronic case
report from; ICR, independent central review; MedDRA, Medical Dictionary for Regulatory Activities; MUGA, multigated acquisition scan; NCI, National Cancer Institute; ORR,
overall response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetics PR, partial response; PS, performance status;
RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse event; SD, stable disease; TEAE, treatment-emergent adverse event; TTR, time to response.
Source: Modi 202082; *From Clinical Study Protocol publically available from Clinicaltrials.gov (NCT03248492)87; # From Daiichi-Sankyo, Inc., 2019 (SAP)®
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Enrolment and treatment decisions were made by investigators based on local review of
radiographic exams.®® All on-study images required per protocol were collected by the study
sites and submitted to an independent central facility as soon as possible after the scans
were performed.®® A blinded independent central review (ICR) of patient radiographic
studies with assessment of response using modified RECIST 1.1 was conducted on an
ongoing basis by two independent radiologists, with adjudication as needed by a third

independent radiologist.®®

All lesions (target and non-target) were to be assessed by the investigator at screening.®®
Tumour assessments, based on sites of disease identified at screening and any additional
newly suspected sites of progressive disease (PD), were to be conducted every 6 weeks

(x 7 days) from Cycle 1 Day 1, independent of treatment cycle. Computed tomography (CT)
or magnetic resonance imaging (MRI) scans of the suspected sites of disease in the chest,
abdomen, and pelvis were mandatory. CT and/or MRI (spiral CT or MRI with <5 mm cuts) of
chest, abdomen, and pelvis were to be used for tumour assessment unless another modality
of disease assessment was necessary for the lesions. The same assessment modality was
to be used throughout the study for all assessments for each patient unless prior approval
was obtained from the sponsor or its designee. Unscheduled tumour assessments could be

performed if progression was suspected.

A CT or MRI of the brain was mandatory for all patients included with baseline stable brain
metastases. Patients without brain metastases did not need additional brain scans for

tumour assessment unless clinically indicated.

Patients were also assessed every 3 months (+ 14 days) from the date of the 40-day follow-
up visit for survival and subsequent anticancer therapy until death, withdrawal of consent,

loss to follow-up, or study closure, whichever occurred first.

B.2.3.1.3 Baseline characteristics

The baseline characteristics of patients who received the recommended dose of 5.4 mg/kg
T-DXd is shown in Table 7.

Among the patients who received the recommended dose of 5.4 mg/kg T-DXd, the median

age was 55 years (range, 28 to 96); 76% of the patients were younger than 65 years of age.
Of the 184 patients, 97 (52.7%) had hormone receptor—positive tumours. All but one subject
had an Eastern Cooperative Oncology Group performance status (ECOG PS) of either 0 or
1 as the most recent PS prior to dosing. The patient who had an ECOG of 2 at baseline had

originally had an ECOG PS of 1 at screening but then had an ECOG PS of 2 at Cycle 1 Day
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1.%6 Per inclusion criteria, as the patient had an ECOG PS of 1 at screening, she was

eligible for the study.

Most patients (93.5%) had metastatic disease. Most patients were heavily pretreated; the
median number of previous lines of therapy for locally advanced BC or mBC excluding
hormone therapy was 6 (range, 2 to 27). All 184 patients had received prior T-DM1, as per
protocol. All patients had also received prior trastuzumab, 65.8% of subjects had received
prior pertuzumab (this was a global study and pertuzumab was not available in all countries
recruiting into the trial), and 54.3% had received additional anti-HER2 therapy (not including
trastuzumab, pertuzumab, or T-DM1). The best response to prior T-DM1 (CR or PR) was
21.7%, and 35.9% of patients had PD.

Table 7: DESTINY-Breast01: Baseline characteristics of patients who received
5.4 mg/kg T-DXd (enrolled analysis set)

Characteristic T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
Age
Age, median (range), years 55.0 (28.0-96.0)
<65 years 140 (76.1)
265 years 44 (23.9)
Female, n (%) 184 (100)
Race, n (%)
Asian 70 (38.0)
White 101 (54.9)
Other 9 (4.9)
Missing data 4(2.2)
Region, n (%)
Europe 68 (37.0)
Asia 63 (34.2)
North America 53 (28.8)
ECOG performance-status score, n (%)
0 102 (55.4)
1 81 (44.0)
2 1(0.5)
Hormone-receptor status, n (%)
Positive 97 (52.7)
Negative 83 (45.1)
Unknown 4(2.2)

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 41 of 183



Characteristic T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)

HER2 expression, n (%)
IHC 3+ 154 (83.7)
IHC 1+ or 2+, ISH-positive 28 (15.2)
Missing data* 2(1.1)

Median sum of diameters of target lesions (range), cm 5.5(1.2-24.5)

Subjects with following metastases’, n (%)

Yes 172 (93.5)
Brain 24 (13.0)
Bone 53 (28.8)
Lung 105 (57.1)
Liver 56 (30.4)
Visceral 169 (91.8)

Median no. of previous cancer regimens (range) 6 (2-27)

(excluding hormone therapy)

Previous systemic cancer therapy, n (%)
Trastuzumab 184 (100)
T-DMA1 184 (100)
Pertuzumab 121 (65.8)
Other anti-HER2 therapy 100 (54.3)
Hormone therapy 90 (48.9)
Other systemic therapy 183 (99.5)

Best response to T-DM1 therapy, n (%)
CR/PR' 40 (21.7)
SD’ 39 (21.2)
CR/PR/SD 79 (42.9)
PD 66 (35.9)
Could not be evaluated 39 (21.2)

Abbreviations: CR, complete response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal
growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridisation; PD, progressive disease; PR,
partial response; SD, stable disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

+*HER2 expression was centrally confirmed by analysis of the most recent archival tissue, according to the
ASCO-CAP guidelines.?® According to these guidelines, HER2 positivity was defined as a HER2 IHC analysis
score of 1+ (IHC negative) or 2+ (IHC borderline) and positive results on ISH or a score of 3+ (IHC positive). Data
for patients with an IHC score indicated as 1+ or 2+ include data for patients for whom the result was equivocal or
could not be evaluated. Data regarding HER2 status were missing for a patient who had an IHC 2+ result with
equivocal results on ISH and for another patient who had conflicting IHC results during evaluations in 2017 and
2018.

Source: Modi 202082; *From Daiichi-Sankyo, Inc., 2019 (CSR)®
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B.2.4 Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

B.2.4.1 Analysis sets

The main analysis population sets in the DESTINY-Breast01 trial are defined in Table 8,

together with the number and percentage of patients in each analysis set.

Table 8: DESTINY-Breast01: Analysis sets

Analysis set Definition T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
n (%)
Enrolled analysis set (EAS) All subjects who signed an ICF 184 (100.0)
(intent-to-treat analysis set) and were randomised in part 1 or

registered in part 2.

Safety analysis set All subjects enrolled in part 1 or 184 (100.0)
part 2 who received at least
1 dose of study drug. The safety
Analysis Set is identical to the
Full Analysis Set.

Response evaluable set (RES) All subjects enrolled in part 1 or 170 (92.4)"
part 2 who received at least
1 dose of study drug and had
measurable tumours assessed
by ICR at baseline.

Abbreviations: ICF, informed consent form; ICR, independent central review; T-DXd. trastuzumab deruxtecan.
TA total of 18 patients were excluded from the RES due to no measurable target lesion at baseline per ICR (used
for sensitivity analysis).

Source: Daiichi-Sankyo, Inc., 2019 (CSR)f® and Daiichi-Sankyo, Inc., 2019 (data on file 90-day update)”®

The primary endpoint was performed on the enrolled analysis set (EAS, which was the same
as the intent-to-treat [ITT] analysis set) and the response evaluable set (RES), and the
secondary endpoints were performed on the EAS.% Safety analyses were to be performed
using the safety analysis set. All other exploratory analyses were to be performed based on

the EAS and availability of assessment.

B.2.4.2 Statistical analyses

A summary of the statistical methods used in the DESTINY-Breast01 trial are presented in
Table 9.
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Table 9: DESTINY-Breast01: Summary of statistical analyses

Hypothesis The study hypothesis was that T-DXd will confer a significant benefit in ORR
objective in subjects with HER2+ BC who are resistant or refractory to T-DM1."

Statistical analysis | The estimate of ORR (with CR plus PR confirmation) was calculated with
the 2-sided 95% exact Cl using the Clopper-Pearson method.

PFS, OS and DOR were estimated using the Kaplan—Meier method;
corresponding two-sided 95% Cls were calculated with the Brookmeyer and
Crowley methods.”"

Sample size, It was calculated that a sample of approximately 230 patients would result in
power calculation | approximately 150 patients being treated at the RP2D of T-DXd in both parts
of the study, which would provide a 95% CI within 10% of the ORR.
Enrolment was designed to continue until at least 100 patients who had
received previous treatment with pertuzumab were enrolled at the
recommended dose.* With 150 patients, the probability that the lower
boundary of the 95% CI would be more than 20% was 0.982, and the
probability that the estimated response rate would be 30% or more was
0.916, according to the anticipated response rate of 35%.

Data management, | In general, missing or dropout data were not to be imputed for the purpose

patient of data analysis, unless otherwise specified.

withdrawals The rules for censored data for DoR, PFS, and OS are defined in Table 6.
Data-cuts and The primary analysis was performed after all the patients who had received
statistical analysis | the recommended dose of T-DXd had at least 6 months of follow-up or had
timepoints discontinued their participation in the study (data cut-off 21 March 2019).

90-day update data-cut was 1 August 2019, corresponding to minimum
10 months of follow-up after last subject enrolled.

Abbreviations: BC, breast cancer; Cl, confidence interval; CR, complete response; DoR, duration of response;
HER2, human epidermal growth factor receptor 2; ORR, objective response rate; OS, overall survival; PFS,
progression-free survival; PR, partial response; RP2D, recommended part 2 dose; T-DM1, trastuzumab
emtansine; T-DXd, trastuzumab deruxtecan.

*In 2016, US prescribing patterns indicated that a large majority of subjects with HER2-positive BC received
pertuzumab in the first- or second-line setting. Slightly lower rates were reported in Europe and Japan. The
DESTINY-Breast01 study design attempted to replicate this rate of approximately two-thirds of subjects having
received pertuzumab by setting a minimum on the number of such subjects enrolled.%

Source: Modi 202082; *From Daiichi-Sankyo, Inc., 2019 (CSR)%

The primary data cut-off date was 21 March 2019, corresponding to minimum 6 months of
follow-up after last subject enrolled; these data are reported in the CSR. A 90-day update
data-cut was performed on 1 August 2019, corresponding to a minimum of 10 months of
follow-up after last subject enrolled; the latter data have been reported by Modi 2020°2; they
are not included in the CSR, but are summarised in data-on-file documents.”®’? The
submission, including the data used in the economic analysis, primarily focuses on the most

mature data from the 1 August 2019 data-cut.

B.2.4.3 Participant flow
For full details of the participant flow in the DESTINY-Breast01 trial see Appendix D. Overall,

253 patients were enrolled and received at least one dose of T-DXd; 184 patients received

the recommended dose of 5.4 mg/kg dose, which is the focus of this submission as this
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corresponds to the indicated recommended dosage (i.e. both part 2a and 2b). The dose

justification is documented in Appendix D.

At the time of the data cut-off (1 August 2019), 79 of 184 patients (42.9%) who had received
the recommended dose were continuing to receive T-DXd. The primary reasons for
discontinuation included PD according to RECIST, version 1.1 (28.8%), and treatment-
emergent adverse events (TEAESs) (15.2%). The median treatment duration was 10.0
months (range, 0.7 to 20.5), and the median duration of follow-up was 11.1 months (range,
0.7 to 19.9); 128 patients (69.6%) continued to receive T-DXd for more than 6 months.

B.2.4.4 Supportive trial: Study DS8201-A-J101

Study DS8201-A-J101 was an open-label, dose-escalation and dose-expansion Phase | trial
conducted at eight hospitals and clinics in the USA and six in Japan.®® Eligible patients were
at least 18 years old in the USA and at least 20 years of age in Japan and had advanced
solid tumours (regardless of HER2 expression in dose escalation or HER2 expression or

mutation in dose expansion).

In the dose-expansion part (part 2) of the study, the safety, tolerability, and activity of T-DXd
at the recommended doses for expansion (5.4 mg/kg and 6.4 mg/kg every 3 weeks) were
assessed in five patient cohorts (Parts 2a-e), with parts 2a and 2e including a large cohort of
patients with advanced, HER2+ uBC or mBC after T-DM1 (defined as IHC 3+ or ISH
positive). Data from part 2a and 2e in this patient cohort at the recommended doses for

expansion analysed together are presented in this submission.

This study was not used to inform the economic model due to the availability of data from the
Phase Il study at the recommended dose of 5.4 mg/kg. Nevertheless, it is presented here as
a supportive study, to demonstrate the clinical activity and the manageable safety profile of

T-DXd in patients with uBC or mBC and previous treatment with T-DM1.

A summary of the study methodology is shown in Table 12, with more details provided in
Appendix M, including the patient disposition and patient demographics and baseline

characteristics.

Table 10: Summary of the Phase | study DS8201-A-J101

Trial design A two-part (dose-escalation and dose-expansion), first-in-human, non-
randomised, open-label, Phase | study; in the dose-expansion part (part 2) of
the study, the safety, tolerability, and activity of T-DXd at the recommended
doses for expansion (5.4 mg/kg and 6.4 mg/kg every 3 weeks) were assessed.
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Population Advanced, uBC, or mBC HER2+ after T-DM1 (defined as IHC 3+ or ISH-
positive).

Outcomes The primary endpoints of the study were safety and preliminary activity.

Primary efficacy endpoint: Proportion of patients who achieved an objective
response (defined as patients who achieved a complete response or partial
response) as assessed by the investigators.

Other efficacy endpoints: OS, PFS, DCR, percentage change of the sum of
target lesion diameters, DoR, TTR, duration of stable disease, time on therapy
for T-DXd, and growth modulation index ratio.

Activity endpoints were not centrally reviewed for this analysis. A retrospective,
blinded, independent review is ongoing.

Abbreviations: ClI, confidence interval; DCR, disease control rate; DoR, duration of response; HER2, IHC,
immunohistochemistry; ISH, in-situ hybridisation; mBC, metastatic breast cancer; ORR, objective response rate;
OS, overall survival; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab
deruxtecan; TTR, time to response; uBC, unresectable breast cancer.

Source: Tamura 201953

B.2.5 Quality assessment of the relevant clinical effectiveness
evidence
The quality assessment of the non-RCTs was performed by two independent reviewers

using a checklist by Downs and Black.5%"?

A summary of the quality assessments performed for DESTINY-Breast01 (non-RCT for part 2)
and DS8201-A-J101 (non-RCT) are provided in Table 11.

Table 11: Overview of quality assessments for Study DESTINY-Breast01 and DS8201-A-
J101

Questions DESTINY- DSSStzu(;ixA_
B:‘:‘Sjm J101
odi
62 (Tamura
2020%?) 20195%)
Is the hypothesis/aim/objective of the study clearly described? Y Y
Are the main outcomes to be measured clearly described in the
. ; . Y Y
introduction or methods section?
Are the characteristics of the patients included in the study clearly
. Y Y
described?
Are the interventions of interest clearly described? Y Y
Are the distributions of principal confounders in each group of
. . Y Y
patients to be compared clearly described?
Are the main findings of the study clearly described? Y Y
Does the study provide estimates of the random variability in the data y Y
for the main outcomes?
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Questions DESTINY- Dssi;tzu(ﬂyA
B';:;’sdtm J101
odi
- (Tamura
2020%2) 20195%)
Have all important adverse events that may be a consequence of the
. . Y Y
intervention been reported?
Have the characteristics of patients lost to follow-up been described? Y N
Have actual probability values been reported (e.g. 0.035 rather than
<0.05) for the main outcomes except where the probability value is Y N
less than 0.0017?
Were the subjects asked to participate in the study representative of
) ; : . Y Y
the entire population from which they were recruited?
Were those subjects who were prepared to participate representative y Y
of the entire population from which they were recruited?
Were the staff, places, and facilities where the patients were treated
. g . : Y UTD
representative of the treatment the majority of patients receive?
Was an attempt made to blind study subjects to the intervention they N N
have received?
Was an attempt made to blind those measuring the main outcomes of N N
the intervention?
If any of the results of the study were based on ‘data dredging’, was N Y
this made clear?
In trials and cohort studies, do the analyses adjust for different
lengths of follow-up of patients, or in case-control studies, is the time
> . . NA Y
period between the intervention and outcome the same for cases and
controls?
Were the statistical tests used to assess the main outcomes y Y
appropriate?
Was compliance with the intervention(s) reliable? Y
Were the main outcome measures used accurate (valid and reliable)? Y
Were the patients in different intervention groups (trials and cohort
studies) or were the cases and controls (case-control studies) Y NA
recruited from the same population?
Were study subjects in different intervention groups (trials and cohort
studies) or were the cases and controls (case-control studies) Y NA
recruited over the same period of time?
Were study subjects randomised to intervention groups? Y NA
Was the randomised intervention assignment concealed from both
patients and health care staff until recruitment was complete and Y NA
irrevocable?
Was there adequate adjustment for confounding in the analyses from
. AL Y N
which the main findings were drawn?
Were losses of patients to follow-up taken into account? Y Y
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Questions DESTINY- DS%?&YA
B:‘:;“;W J101
odi
- (Tamura
20202) 20195%)
Did the study have sufficient power to detect a clinically important
effect where the probability value for a difference being due to chance N Y
is less than 5%7?

Abbreviations: N, No; NA, not applicable; UTD, unable to determine; Y, Yes.

B.2.6 Clinical effectiveness results of the relevant trials

B.2.6.1 Key trial: DESTINY-Breast01

B.2.6.1.1 Primary efficacy outcome: objective response rate

The efficacy results for the primary outcome of ICR-assessed ORR in the DESTINY-
Breast01 trial at the data-cuts of 21 March 2019 (primary analysis) and 1 August 2019 (90-
day update) are presented in Table 12. Among the 184 patients who received T-DXd at the
recommended dose of 5.4 mg/kg (data-cut of 1 August 2019), the confirmed ORR on ICR
was 60.9% (95% ClI, 53.4, 68.0); of these 11 patients (6.0%) had a CR, and 101 patients
(54.9%) had a PR. Another 3 patients (1.6%) had PD, and 2 (1.1%) could not be evaluated.

Patients achieved a confirmed ORR >50% regardless of the number of prior lines of
systemic therapy they received; however, the highest ORR was observed in those who had
received only two prior lines (Appendix E). Five patients with a CR had had two prior lines of
systemic therapy, three had had four prior lines and three had had five prior lines (Appendix
E).

The confirmed ORR based on investigator assessment (secondary endpoint) in the primary
5.4 mg/kg dose cohort was 66.8% (95% ClI: 59.5, 73.6), with 8% having a CR and 62.5%
having a PR.

Table 12: DESTINY-Breast01: Primary efficacy outcome — ORR by ICR (EAS)

T-DXd 5.4 mg/kg

Primary endpoint

T-DXd 5.4 mg/kg
(Part 1+2a+2b)

T-DXd 5.4 mg/kg
(Part 1+2a+2b)

(Part 1+2a+2b)

(N=184) (N=184) (N=184)
Data-cut: 21 March Data-cut: 1 August Data-cut: 1 August
2019 (ICR)t* 2019 (ICR)" 2019 (INV)s
ORR, n (% [95% CI]) 111 (60.3 [52.9, 67.5]) | 112 (60.9 [53.4, 68.0]) | 123 (66.8 [59.5, 73.6])
CR, n (%) 8 (4.3) 11 (6.0) 8 (4.3)
PR, n (%) 103 (56.0) 101 (54.9) 115 (62.5)
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Primary endpoint

T-DXd 5.4 mg/kg
(Part 1+2a+2b)

T-DXd 5.4 mg/kg
(Part 1+2a+2b)

T-DXd 5.4 mg/kg
(Part 1+2a+2b)

(N=184) (N=184) (N=184)
Data-cut: 21 March Data-cut: 1 August Data-cut: 1 August
2019 (ICR)™* 2019 (ICR)T 2019 (INV)s
SD, n (%) 68 (37.0) 67 (36.4) 56 (30.4)
PD, n (%) 3(1.6) 3(1.6) 4 (2.2)
NE, n (%) 2(1.1) 2(1.1) 1(0.5)

Abbreviations: Cl, confidence interval; CR, complete response; EAS, enrolled analysis set; ICR, independent
central review; INV, investigator; NE, not evaluable; ORR, overall response rate; PD, progressive disease; PR,
partial response; SD, stable disease; T-DXd, trastuzumab deruxtecan

* The data-cut-off for the primary analysis occurred on 21 March 2019 when all subjects had at least 6 months of

follow-up or had discontinued from the study. At data-cut-off, the median study duration across all doses was

7.8 months (range, 0.7 to 17.2)

1 A second data-cut occurred on 13t August 2019 corresponding to minimum >10 months of follow-up after last
subject enrolled; the median duration of follow-up in the 5.4 mg/kg dose cohort was 11.1 months (range, 0.7 to

19.9)

§ Key secondary endpoint was ORR based on investigator assessment
Source: Modi 202082; *From Daiichi-Sankyo, Inc., 2019 (CSR)®

Most of the patients for whom both baseline and postbaseline data were available had a

reduction in tumour size (Figure 5).

Figure 5: DESTINY-Breast01: Waterfall plot of change from baseline in tumour size for

the 5.4 mg/kg dose of T-DXd, as measured by ICR (EAS)

100+
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Abbreviations: ICR, independent central review.

Data-cut: August 1, 2019

Of the patients in the 5.4 mg/kg cohort (n = 184), 168 patients had both baseline and post-baseline target legion

Patients (N=168)

assessments by ICR. The upper dashed horizontal line indicates a 20% increase in tumour size in the patients
who had disease progression, and the lower dashed line indicates a 30% decrease in tumour size (partial

response).
Source: Modi 202082
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B.2.6.1.2 Key secondary outcomes

Progression-free survival

Of the 184 patients receiving the recommended dose of 5.4 mg/kg (data-cut of 1 August
2019), there were 58 PFS events and the median PFS for these patients was 16.4 months
(95% CI: 12.7, NE) (Table 13). Of the 184 patients, 48 had PD and 10 had died by 20

months.

Table 13: DESTINY-Breast01: PFS as assessed by ICR (EAS)

PFS T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
Median PFS, months (95% CI) 16.4 (12.7, NE)
PFS events, n (%) 58 (31.5)
Progressive disease, n (%) 48 (26.1)
Death, n (%) 10 (5.4)
Censored, n (%) 126 (68.5)

Abbreviations: Cl, confidence interval; EAS, Enrolled Analysis Set; ICR, independent central review; ITT, Intent-
to-Treat; NE, not evaluable; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Data-cut: August 1, 2019

Source: Modi 202092

Figure 6 presents a Kaplan—Meier (KM) curve of PFS for the 5.4 mg/kg dose in Part 1, Part
2a and Part 2b.
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Figure 6: DESTINY-Breast01: Kaplan—Meier plot of PFS for the 5.4 mg/kg dose of T-

DXd, assessed by ICR (EAS)
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Abbreviations: EAS, Enrolled Analysis Set; ICR, independent central review; PFS, progression-free survival; T-
DXd, trastuzumab deruxtecan

Data-cut: August 1, 2019

Data for 126 patients were censored, as indicated by tick marks. Disease progression was assessed with the use
of the modified RECIST version 1.1. The dashed lines indicate the 95% CI.

Source: Modi 202092

Overall survival

The OS data are immature, and the median OS was not reached as of the data-cut of 1
August 2019. Estimated OS was 93.9% (95% ClI, 89.3 to 96.6) at 6 months and 86.2% (95%
Cl, 79.8 t0 90.7) at 12 months. Figure 7 presents a KM curve of OS for the 5.4 mg/kg dose in
Part 1, Part 2a and Part 2b. As of the data cut-off, 25 of 184 patients (13.6%) had died and

159 were censored for the OS analysis.
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Figure 7: DESTINY-Breast01: Kaplan—Meier plot of OS for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS)
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Data-cut: August 1, 2019

Data for 159 patients were censored, as indicated by tick marks. The dashed lines indicate the 95% CI.
Source: Modi 2020 (Supplementary Figure S2)82

Other secondary endpoints

A summary of the results for other secondary efficacy outcomes assessed in the DESTINY-

Breast01 trial are presented in Table 14.

Table 14: DESTINY-Breast01: Summary of other secondary efficacy endpoints as
assessed by ICR (EAS)

Secondary endpoints T-DXd 5.4 mg/kg
(Part 1+2a+2b)

(N=184)

Censored, n (%) 83 (74.1)

DCR, n (% [95% CI]) 179 (97.3 [93.8, 99.1])

CBR, n (% [95% CI]) 140 (76.1 [69.3, 82.1])

Median DoR, months (95% CI) 14.8 (13.8, 16.9)

Median TTR, months (95% ClI) 1.6 (1.4,2.6)

Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; DCR, disease control rate; DoR, duration of
response; EAS, Enrolled Analysis Set; ICR, independent central review; TTR, time to response; T-DXd,
trastuzumab deruxtecan

Data-cut: August 1, 2019

Source: Modi 202092
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The DCR and CBR for patients receiving the 5.4 mg/kg dose was 97.3% (95% CI: 93.8,
99.1) and 76.1% (69.3, 82.1), respectively. For the 112 patients who achieved a response
with the 5.4 mg/kg dose, the median DoR was 14.8 months (95% CI: 13.8, 16.9), and the
median TTR was 1.6 months (95% CI: 1.4, 2.6). A KM curve of DoR is presented in Figure 8.

Figure 8: DESTINY-Breast01: Kaplan—Meier plot of DoR for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS)
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DoR is shown for the 112 patients who had a complete or partial response among the 184 patients treated with
the recommended dose of 5.4 mg/kg T-DXd

Data-cut: August 1, 2019
Source: Modi 202092

B.2.6.2 Supportive trial: Study DS8201-A-J101

A summary of anti-tumour activity outcomes in study DS8201-A-J101 is tabulated in
Appendix M. Of the 115 patients, 111 (97%) were evaluable for confirmed response. Of
these, 66 (59.5%) achieved a confirmed objective response and 104 (93.7%) achieved
confirmed disease control, with a median follow-up of 9.9 months. The median TTR was 1.6
months and the median DoR was 20.7 months. The median PFS was 22.1 months, and the
median OS has not been reached. Tumour shrinkage was observed in 102 (93%) of 110
patients with measurable lesions who had at least one postbaseline scan. Of these, 91

(89%) had tumour shrinkage by the first 6-week postbaseline tumour assessment.

B.2.6.3 Efficacy discussion and conclusions

In the key trial, DESTINY-Breast01, T-DXd (at a dose of 5.4 mg/kg) demonstrated robust

anti-tumour activity in patients with HER2+ uBC and mBC who had undergone extensive
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previous treatment, with a confirmed ORR of 60.9%, a median duration of PFS of 16.4

months, and a median response duration of 14.8 months.

T-DXd demonstrated efficacy in a heavily pre-treated population, including patients who had
progressed on T-DM1. While the exact mechanisms of resistance to T-DM1 are unknown,
overcoming these processes can be challenging.?*¢? T-DXd has distinct pharmaceutical
properties which may contribute to it retaining efficacy in these patients, such as the potent
topoisomerase | inhibitor payload instead of a microtubule inhibitor, an increased DAR
(approximately 8 with T-DXd vs. approximately 3.5 with T-DM1), and the high membrane
permeability of the released payload that enables elimination of both target tumour cells and

the surrounding tumour cells (Section B.1.3.4).5?

Efficacy results were consistent across key subgroups (Section B.2.7), including patients
who had received previous pertuzumab therapy, which is important as pertuzumab (in
combination chemotherapy and trastuzumab) is generally the standard-of-care for first-line
HER2+ advanced BC. Although only a small subgroup (n=24), T-DXd showed efficacy in
patients who had stable, treated brain (CNS) metastases at baseline (Section B.2.7); CNS
metastasis is a common and devastating complication of HER2+ mBC that can be

challenging to treat.”

These results validate earlier observations from the Phase | study, which showed a

response of 59.5% (95% CI, 49.7 to 68.7) in a similar patient population.

Overall, the efficacy observed with T-DXd is expected to substantially exceed those of
currently available treatments in this difficult to treat population with a high unmet need
(Section B.2.9).

B.2.7 Subgroup analysis

The methods and results of subgroup analyses in the DESTINY-Breast01 study are
presented in Appendix E. Overall, T-DXd demonstrated consistent effectiveness across
clinically relevant subgroups including previous receipt of pertuzumab, hormone receptor
status, receipt of T-DXd immediately after initial T-DM1 therapy, number of prior regimens
(=3 and <3 prior regimens, excluding hormone therapy) and in patients with CNS (brain)
metastases at baseline.®2455 Patients achieved a confirmed ORR >50% regardless of the
number of prior lines of systemic therapy they received; however, the highest ORR was

observed in those who had received only two prior lines.%®
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B.2.8 Meta-analysis

A meta-analysis to pool the Phase || DESTINY-Breast01 study and the Phase | DS8201-A-

J101 study has not been conducted; DS8201-A-J101 evaluated the recommended doses for
expansion (5.4 mg/kg and 6.4 mg/kg), as opposed to the recommended Phase Il dose of 5.4
mg/kg in the DESTINY-Breast01 study. Therefore, pooling the studies would potentially add

more complexity without additional benefit.

B.2.9 Indirect and mixed treatment comparisons

The SLR reported in Section B.2.1 and Appendix D identified studies for eribulin, vinorelbine,
and capecitabine (the comparators listed in the NICE final scope). However, as DESTINY -
Breast01 is a single group study, there was no connected network to enable a network meta-
analysis (NMA) or a Bucher indirect comparison. To assess the comparative effectiveness of
T-DXd vs comparators and inform the cost-effectiveness model, indirect comparisons for
efficacy outcomes (OS, PFS and response outcomes) were made using an unanchored
matching-adjusted indirect comparison (MAIC) approach. It was not possible to make
comparisons of time to discontinuation (TTD), as Kaplan-Meier (KM) data for TTD were not
available for the comparator studies. The MAIC analyses are described in summary below

and further details are provided in Appendix D.

B.2.9.1 Brief description of the approach

MAIC is a non-parametric likelihood reweighting method that allows a propensity score
logistic regression model to be estimated without individual patient data (IPD) in one of the
treatment arms. In this case, individual T-DXd-treated patients are assigned statistical
weights that adjust for their over- or underrepresentation relative to that observed in each

comparative evidence source.”

The premise of MAIC is to adjust for between-trial differences in baseline characteristics.
When a common treatment comparator or ‘linked network’ is unavailable (known as an
unanchored comparison), a MAIC assumes that differences between absolute outcomes that
would be observed in each trial are entirely explained by imbalances in prognostic variables
and treatment effect modifiers.”® Under this assumption, every prognostic variable and
treatment effect modifier that is imbalanced between the two studies must be available and
included in a propensity score logistic regression model. The MAIC method differs from
other indirect comparison approaches in that it utilises patient-level data for the treatment of

interest along with published aggregate trial level data for the comparator. For the
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comparison of T-DXd vs relevant comparators a series of seven MAICs were undertaken to
target the key efficacy outcomes of OS, PFS and response (ORR, DCR and CBR):

e Four MAICs for T-DXd vs eribulin
¢ Two MAICS for T-DXd vs capecitabine
¢ One MAIC for T-DXd vs vinorelbine.

Estimation of the efficacy of T-DXd vs comparators was conducted using patient-level
clinical trial data for T-DXd (from DESTINY-Breast01) along with published, aggregate-level

data for other comparators.

All analyses were consistent with NICE Decision Support Unit (DSU) Technical Support
Document (TSD) 18 and Phillippo et al.””"8

B.2.9.2 Data sources

The percentage of OS and PFS over time was extracted from the published KM curves,
using Engauge Digitizer 10.4, and pseudo individual patient-level data were reconstructed
from this (supplemented by the number of patients at risk over time, if reported) using the
algorithm published by Guyot et al. 2012.7® Appendix D provides an additional summary of
the available median OS and PFS reported for each included study.

Response data (ORR, DCR and CBR) were extracted from each of the published studies in
the form of number of patients with an event, total number of patients in the relevant
treatment arm and the percentage of patients with an event (where reported). If the number
of patients with a response event was not available, this was calculated from the percentage

and the total number in the treatment arm.

B.2.9.2.1 T-DXd

Patient-level data for T-DXd were obtained from DESTINY-Breast01 to provide evidence for
T-DXd vs comparators in patients with HER2+ uBC or mBC who have received two or more

prior anti-HER2 therapies.

B.2.9.2.2 Comparators

A summary of the reasons for exclusion from the MAIC analyses for the studies identified by
the SLR is presented in Appendix D. Table 15 summarises the study characteristics of the

seven studies included for the MAICs. A summary of the reasons for exclusion from the MAIC
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analyses for the studies identified by the SLR is presented in Appendix D. The quality of
two®81 of the studies was limited by their study designs, being retrospective chart
review/observational studies. Of the remaining five trials, two were randomised and three were
single arm prospective studies. The population of interest was HER2+, however only two of

the identified studies reported outcome data (OS, PFS and response) for this group of

patients.80.82

Table 15: Summary of studies included in the MAIC analyses

Cortes (2011)84

Phase lll, randomised
controlled, open-label

Comparator | Author (Year) Study design Aim of study
Barni (2019)8 Multicentre, Efficacy of eribulin in patients with mBC in
retrospective cohort a real-world setting, with HER2+
subgroup data for OS and PFS
Cortes (2010)8 | Phase Il, single-arm, Safety and efficacy of eribulin mesylate in
open-label patients with locally advanced or mBC
who were previously treated with
anthracycline, a taxane and capecitabine
Eribulin

To compare eribulin mesylate and
treatment of physician’s choice amongst
patients with locally recurrent or mBC who
had previous chemotherapies

Gamucci
(2014)8

Multi-centre
observational

Safety and efficacy of eribulin in real-
world patients with advanced breast
cancer who have been previously treated
by no less than 2 lines of chemotherapy

Capecitabine

Blum (2001)85

Multicentre, Phase I
single-arm

Efficacy and safety of capecitabine in
patients with mBC who failed taxane
therapy

Fumoleau
(2004)88

Multicentre, Phase ||
single-arm

To evaluate the capecitabine
monotherapy in mBC patients who
previously were treated with anthracycline
and taxane

Vinorelbine

Sim (2019)82

Phase Il, randomised
controlled, open-label

To compare lapatinib + vinorelbine vs.
vinorelbine alone in patients with HER2 +
mBC who progressed on both
trastuzumab and lapatinib

Abbreviations: mBC: metastatic breast cancer; HER2+, human epidermal growth factor 2 overexpression

(positive).

A summary of the baseline characteristics for the included studies is provided in Appendix D.

B.2.9.3 Identification of prognostic factors and treatment effect modifiers

Prognostic variables and treatment-effect modifiers were required for use as covariates in the
matching process. These baseline characteristics must be available in the IPD of DESTINY-

Breast01, and reported for the comparator studies.

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 57 of 183



The following list of matching variables was identified based on published evidence of the

variable being a prognostic factor in uBC or mBC:

e Prior pertuzumab treatment®-*°
e Number of lines of prior therapy®'2
e Hormone receptor status.%*%
Additional matching factors were identified through discussion with the Daiichi Sankyo medical

team:

e Visceral disease

o Age

e ECOG-PS

e Brain metastases.
These seven factors were presented to a UK clinical expert (a medical oncologist who
specialises in breast cancer). The clinical expert confirmed that the current list of matching

variables is appropriate, and suggested the following additions:

o HERZ2 status

e Number of metastatic sites

e Prior trastuzumab treatment

o Comorbidities (including prior respiratory disease)

o Prior endocrine therapy.

It was also recommended that number of lines of prior therapy be separated into
chemotherapy, HER2-targeted therapy, and hormone therapy wherever possible. However,
on review of the available data, it would not be possible to match based on prior HER2-
targeted therapy, given that all patients in DESTINY-BreastO1 had received prior HER2-
targeted therapy. The overall number of prior lines of therapy was therefore used; where no
other data were available, prior lines of chemotherapy was used as a proxy for the total number

of prior lines.

It was not possible to include several of the proposed matching factors (comorbidities, number

of metastatic sites, HER2 status, prior trastuzumab treatment) for the following reasons:

o Comorbidities were not reported for any of the seven comparator studies
¢ Number of metastatic sites was not collected in DESTINY-Breast01
o 100% of patients in DESTINY-Breast01 were HER2+
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¢ 100% of patients in DESTINY-BreastO1 had received prior trastuzumab treatment.

Table 16 summarises the included prognostic factors and treatment effect modifiers, and the

studies in which these factors were reported.

At an advisory board conducted in August 2020,% it was discussed that age may not be a

reliable matching factor, given that both extremes of young and old age are associated with

worse prognosis in mBC. Removing age from the matching variables was tested in the two

study comparisons with the most extreme ages (Sim 2019 and Gamucci 2014) — these studies

also resulted in the smallest effective sample sizes (ESS) from the DESTINY-Breast01 study

when age was included. Given that the ESS increased in the weighted comparison with Sim

2019, and that there was no impact on ESS for the Gamucci 2014 comparison when age was

removed, age was excluded permanently for the Sim 2019 comparison but retained in the

matching variables for Gamucci 2014.

Baseline characteristics for all studies are presented in Appendix D.

Table 16: Summary of prognostic factors and treatment effect modifiers

Factor

Prognostic factor or treatment
effect modifier

Comparator studies in which factor
is reported

Prior treatment
with pertuzumab
(yes/no)

e Treatment effect modifier

e Sim 2019

Number of lines of
prior therapy (<3,
23)

e Treatment effect modifier

e Cortes 2010

e Cortes 2011

e Gamucci 2014
e Barni 2019

e Fumoleau 2004
e Blum 2001

e Sim 2019

Hormone receptor

e Prognostic factor

e Cortes 2010

(HR) status « Cortes 2011
(positive/negative) ,
e Gamucci 2014
e Sim 2019
Presence of ¢ Prognostic factor e Barni 2019
visceral disease e Blum 2001
(yes/no) )
e Gamucci 2014
e Sim 2019

Age

Prognostic factor

e Cortes 2010
e Cortes 2011
e Gamucci 2014
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Factor Prognostic factor or treatment Comparator studies in which factor
effect modifier is reported

Barni 2019
Fumoleau 2004
Blum 2001

Sim 2019

ECOG-PS (0/1+) | e Prognostic factor .

Barni 2019
Cortes 2010
Cortes 2011
Fumoleau 2004
Sim 2019

Brain metastases | ¢ Treatment effect modifer .
(yes/no)

Barni 2019

Prior endocrine ¢ Prognostic factor o
therapy (yes/no)

Gamucci 2014
Blum 2001

Abbreviations: HR: hormone receptor; T-DM1: Trastuzumab emtansine;

epidermal growth factor 2; mBC: metastatic breast cancer.

BC: breast cancer; HER2: Human

B.2.9.4 Data extraction and variable generation

Individual patient-level data were obtained from DESTINY-Breast01, and relevant

characteristics and outcomes were abstracted for the analysis dataset. This included the

baseline characteristics that were also available in the comparator studies of interest and

their eligibility criteria.

Table 17 shows the baseline characteristics of studies used in the MAICs.
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Table 17: Comparison of baseline characteristics used in MAIC

T-DXd unadjusted | Barni 2019 Blum 2001 Cortes 2010 Cortes 2011 Fumoleau 2004 Gamucci Sim 2019
(DESTINY- (eribulin) s (eribulin) (EMBRACE) (capecitabine) 2014 (vinorelbine)
Breast01) (capecitabine) (eribulin) (eribulin)
N 184 95 74 269 508 126 133 74
Age
Mean/ median 56.0 59.5 52.5 56 55 54 62 52
<55 years (%) 47.8 - - - - - - -
ECOG-PS =0 (%) 55.4 40.97 - 37.2 427t 43.71 - 25.7
Prior pertuzumab 65.8 - - - - - - -
treatment = yes
(%)
Prior hormone 48.9 - 70.2 - 85.0 - 69.2 -
therapy = yes (%)
Prior treatment
lines
Mean prior lines 6.6 - - - - - - -
Prior lines 23 (%) 91.8 - - - - - - 100
Treatment lines 18.5 - - - - - - -
prior to T-DM1 <2
(%)
Prior chemo lines - 64.6 66.2 89.6 87.0 45.2 50.4 -
23 (%)
HR + ¥ (%) 52.7t - - 71.0 64.41 - 84.0 45.9
Visceral disease = 91.8 59.4 79.7 - - - 80.5 50.0
yes (%)
Brain metastases 13.0 1 - - - - - -
= yes (%)
Other comments - - - - - - - 100% prior
trastuzumab

Abbreviations: ECOG-PS, Eastern Cooperative Oncology Group Performance Status; ESS, effective sample size; N, sample size; T-DM1, trastuzumab emtansine; T-DXd,
trastuzumab deruxtecan; HR+, hormone recptor positive %.
" missing data counted as no/negative in calculation of %

*oestrogen receptor positive and/or progesterone receptor positive (does not include HER2+/OR-ve/PgR -ve patients)
11.2% had brain metastases only, which does not match the variable from DESTINY which includes any brain metastases.
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B.2.9.5 Matching average baseline characteristics between T-DXd and

comparators

The MAIC approach was applied separately for the comparisons of T-DXd vs each
comparator, by study. Average baseline characteristics were matched for the T-DXd patients
and trial populations from each relevant comparator study. Individual patients in the
DESTINY-Breast01 trial were assigned weights such that a) their weighted mean baseline
characteristics match those reported for patients in the comparator trial; b) each individual
patients’ weight was equal to one’s estimated odds of being in the given trial of comparator
of interest vs DESTINY-Breast01. Weights were obtained from a logistic regression model,
with baseline characteristics used for matching included as predictors in the model. A
method of moments was utilised to allow a propensity score logistic regression model to be
estimated without IPD for the comparative trial. For each MAIC analysis, outcomes were
compared post-matching between T-DXd and the comparator study of interest. The
robustness of the analyses was also considered by approximating the effective sample size
(ESS). For a weighted estimate, the ESS is the number of independent non-weighted
individuals that would be required to give an estimate with the same precision as the
weighted sample estimate.”” A small ESS is an indication that the weights are highly variable

due to a lack of population overlap, and that the estimate may be unstable.

To account for the fact that weights are estimated rather than fixed and known, standard

errors for the MAIC estimates were calculated using a bootstrap estimator.””

The use of a bootstrap estimator is intuitively appealing; weights are estimated and subject
to sampling uncertainty, and bootstrapping can quantify this. Bootstrapping was performed

using the following algorithm:
o T-DXd treated patients were sampled with replacement (a bootstrap dataset)

e For each bootstrap dataset, a set of weights was derived using the methodology

described as above

e For each bootstrap dataset and corresponding set of weights, the relative treatment
effect was estimated using a Cox proportional hazards model to estimate a weighted

hazard ratio (HR) for T-DXd relative to comparator treatments.

This procedure was repeated a sufficiently large number of times to obtain a distribution of
estimates for which the 2.5th and 97.5th percentile was used to generate the limits of a

confidence interval.
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B.2.9.6 Results from MAIC analyses

B.2.9.6.1 T-DXd vs eribulin

Four separate MAIC comparisons were made to compare T-DXd with eribulin.
Cortes 2011

To compare T-DXd with eribulin, weights were estimated relative to the Cortes 2011
population baseline characteristics. Table 18 presents the DESTINY-Breast01 (unadjusted
and weighted) and Cortes 2011 baseline characteristics for the five matching variables.
Matching was based on mean age, ECOG-PS, prior treatment lines (<3/23), percentage of
prior hormone therapy and percentage of hormone receptor positive. The ESS after
matching was [JJl|. This is a moderate ESS compared with the original sample size of 184.
Patients from the DESTINY-Breast01 trial had similar mean age, higher proportion of ECOG-
PS 0 status, a higher number of prior lines, lower percentage of prior hormone therapy and
lower proportion with hormone receptor positive status compared with the Cortes 2011

study.

Table 18: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
eribulin (Cortes 2011)

Treatment N/ ESS Mean/ Percent Percent Percent Percent
(study) median ECOG=0 prior prior line hormone
age hormone 23 receptor
therapy positive
T-DXd 184.0 55.96 55.4 48.9 91.8 52.7
unadjusted
(DESTINY-
Breast01)
7-DXd weighted | [l I I I I I
(DESTINY-
Breast01)
Eribulin (Cortes 508.0 55.00 42.7 85.0 87.0 64.4
2011)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESS, effective sample size; N, sample size; T-DXd,
trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 9. The KM plots show that

weighting has resulted in only a very small improvement in OS outcomes for the T-DXd arm;
the median OS is not reached for the weighted T-DXd arm (Table 19). Table 20 presents the
weighted HR results, alongside unadjusted naive HRs for comparison. The weighted
patients receiving T-DXd demonstrated significantly greater improvements in OS compared

with patients receiving eribulin (weighted HR [l
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Figure 9: KM plot of OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan

Table 19: KM summary of OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) |  184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) [ ] [ ] N
Eribulin (Cortes 2011) 508.0 274 13.10 (12.10 to 14.60)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 20: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Method Comparison Hazard ratio (95% Cl)
Unadjusted T-DXd vs eribulin [
Weighted standard Cl T-DXd vs eribulin [
Weighted bootstrapped ClI T-DXd vs eribulin [

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Unadjusted and weighted KM plots of PFS are shown in Figure 10. The KM plots show that
weighting has not resulted in improved PFS outcomes for the T-DXd arm, the median
survival time did not change before and after weighting (Table 21). Table 22 presents the
weighted HR results, alongside unadjusted naive HRs for comparison. The proportional
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hazard assumption was violated for the matching PFS curves (see Schoenfeld test and
residuals plot in Appendix D). The weighted patients receiving T-DXd demonstrated
significantly greater improvements in PFS compared with patients receiving eribulin
(weighted HR: ).

Figure 10: KM plot of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 21: KM summary of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY- 184.0 58 16.36 (15.21 to 18.07)
Breast01)

T-DXd weighted (DESTINY- [ [ [
Breast01)
Eribulin (Cortes 2011) 508.0 357 3.66 (3.26 t0 3.81)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 22: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2011)

Method Comparison Hazard ratio (95% Cl)
Unadjusted T-DXd vs eribulin [
Weighted standard Cl T-DXd vs eribulin [
Weighted bootstrapped ClI T-DXd vs eribulin [
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Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.
Table 23 presents the unadjusted and weighted OR results for the response outcomes. The

ESS is the same as that outlined in Table 18. T-DXd demonstrates significantly improved

outcomes for response compared with eribulin.

Table 23: Odds ratio for ORR, DCR and CBR — T-DXd (DESTINY-Breast01) vs eribulin

(Cortes 2011)
Outcome Method Comparison Odds ratio
(95% Cl)

ORR Unadjusted T-DXd vs eribulin [
Weighted GLM model T-DXd vs eribulin [
Weighted sandwich T-DXd vs eribulin [

estimator
DCR Unadjusted T-DXd vs eribulin [
Weighted GLM model T-DXd vs eribulin [
Weighted sandwich T-DXd vs eribulin [

estimator
CBR Unadjusted T-DXd vs eribulin [
Weighted GLM model T-DXd vs eribulin [
Weighted sandwich T-DXd vs eribulin [

estimator

Abbreviations: CBR, clinical benefit rate; DCR, disease control rate; GLM, generalised linear model; ORR,
objective response rate; T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Barni 2019

To compare T-DXd with eribulin, weights were estimated relative to the Barni 2019
population baseline characteristics. Table 24 presents the DESTINY-Breast01 (unadjusted
and weighted) and Barni 2019 baseline characteristics for the four variables available for
matching. Matching was based on mean age, ECOG-PS, prior treatment lines (<3/=3) and
visceral disease status. The ESS after matching was n=|JJl}. This is a small ESS compared
with the original sample size of 184. Patients from the DESTINY-Breast01 trial had slightly
younger mean age, higher proportion of ECOG-PS 0 status, a higher proportion with 23 prior

lines and higher proportion with visceral disease than those in the Barni 2019 study.

Table 24: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
eribulin (Barni 2019)

Treatment (study) N/ ESS | Mean/median Percent Percent prior Percent
age ECOG=0 line 23 visceral Y
T-DXd unadjusted 184.0 55.96 55.4 91.8 91.8
(DESTINY-
Breast01)
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Treatment (study) N/ ESS | Mean/median Percent Percent prior Percent
age ECOG=0 line 23 visceral Y
T-DXd weighted I I I I I
(DESTINY-
Breast01)
Eribulin (Barni 2019) 95.0 59.50 40.9 64.6 59.4

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESS, effective sample size; N, sample size; T-DXd,
trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 11. The KM plots show that
weighting has resulted in improved OS outcomes for the T-DXd arm; the median OS is not
reached for the weighted T-DXd arm as would be expected given that the original DESTINY-
Breast01 data did not reach median OS (Table 25). Table 26 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd demonstrated significantly greater improvements in OS compared with patients
receiving eribulin (weighted HR: Il

Figure 11: KM plot of OS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan
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Table 25: KM summary of OS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) N I ]
Eribulin (Barni 2019) 100.0 65 10.81 (8.92 to 12.01)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;

Cl, confidence interval.

Table 26: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs eribulin boxxxx]
Weighted standard Cl T-DXd vs eribulin xxxxx]
Weighted bootstrapped ClI T-DXd vs eribulin xxxxx]

Abbreviations : T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Unadjusted and weighted KM plots of PFS are shown in Figure 12. The KM plots show that

weighting has resulted in improved PFS outcomes for the T-DXd arm; the median PFS is not
reached for the weighted T-DXd arm (Table 27). Table 28 presents the weighted HR results,

alongside unadjusted naive HRs for comparison. The weighted patients receiving T-DXd

demonstrated significantly greater improvements in PFS compared with patients receiving

eribulin (weighted HR: [ll).
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Figure 12: KM plot of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 27: KM summary of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY- 184.0 58 16.36 (15.21 to 18.07)
Breast01)

T-DXd weighted (DESTINY-Breast01) oo oo bxxxxx]

Eribulin (Barni 2019) 95.0 79 3.28 (2.72 10 3.94)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 28: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs eribulin (Barni 2019)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs eribulin bxxxx]
Weighted standard ClI T-DXd vs eribulin xxxxx]
Weighted bootstrapped ClI T-DXd vs eribulin xxxxx]

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Table 29 presents the unadjusted and weighted OR results for the response outcomes. The

ESS is the same as that outlined in Table 24. T-DXd demonstrates significantly improved

outcomes for response compared with eribulin.
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Table 29: Odds ratio for ORR and DCR — T-DXd (DESTINY-Breast01) vs eribulin (Barni
2019)

Outcome Method Comparison Odds ratio (95%
Cl)
ORR Unadjusted T-DXd vs eribulin [xxxxX
Weighted GLM model T-DXd vs eribulin oo
Weighted sandwich T-DXd vs eribulin oo
estimator
DCR Unadjusted T-DXd vs eribulin [xxxxX
Weighted GLM model T-DXd vs eribulin oo
Weighted sandwich T-DXd vs eribulin oo
estimator

Abbreviations: DCR, disease control rate; GLM, generalised linear model; ORR, objective response rate; T-DXd,
trastuzumab deruxtecan; Cl, confidence interval.

Cortes 2010

To compare T-DXd with eribulin, weights were estimated relative to the Cortes 2010
population baseline characteristics. Table 30 presents the DESTINY-Breast01 (unadjusted
and weighted) and Cortes 2010 baseline characteristics for the four matching variables.
Matching was based on mean age, ECOG-PS, prior treatment lines (<3/23) and percentage
of hormone receptor positive. The ESS after matching was [Jll. This is a relatively large
ESS compared with the original sample size of 184. Patients from the DESTINY-Breast01
trial had very similar mean age, higher proportion of ECOG-PS 0 status, a similar proportion
with 23 prior lines and lower proportion with hormone receptor positive status compared with
the Cortes 2010 study.

Table 30: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
eribulin (Cortes 2010)

Treatment (study) N/ Mean/median Percent Percent Percent
ESS age ECOG= prior line hormone
0 23 receptor
positive
T-DXd unadjusted 184.0 55.96 554 91.8 52.7
(DESTINY-Breast01)
T-DXd weighted boooo booood boooo booood boooo
(DESTINY-Breast01)
Eribulin (Cortes 2010) 269.0 56.00 37.2 89.6 71.0

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESS, effective sample size; N, sample size; T-DXd,

trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 13. The KM plots show that

weighting has not resulted in improved OS outcomes for the T-DXd arm, with near-identical
estimates; the median OS is not reached for the weighted T-DXd arm (Table 31). Table 32
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presents the weighted HR results, alongside unadjusted naive HRs for comparison. The

weighted patients receiving T-DXd demonstrated significantly greater improvements in OS

compared with patients receiving eribulin (weighted HR: [ llD.

Figure 13: KM plot of OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan

Table 31: KM summary of OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) oo oo bxxxxx]
Eribulin (Cortes 2010) 269.0 191 10.40 (9.30 to 11.50)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 32: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs eribulin xxxxx]
Weighted standard Cl T-DXd vs eribulin xxxxx]
Weighted bootstrapped ClI T-DXd vs eribulin xxxxx]

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.
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Unadjusted and weighted KM plots of PFS are shown in Figure 14. The KM plots show that
weighting has not resulted in improved PFS outcomes for the T-DXd arm (Table 33). Table
34 presents the weighted HR results, alongside unadjusted naive HRs for comparison. The

weighted patients receiving T-DXd demonstrated significantly greater improvements in PFS

compared with patients receiving eribulin (weighted HR: | ll.

Figure 14: KM plot of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 33: KM summary of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 58 16.36 (15.21 to 18.07)
T-DXd weighted (DESTINY-Breast01) oo bxxxxx] oo
Eribulin (Cortes 2010) 269.0 224 2.67 (2.30 to 3.15)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 34: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs eribulin (Cortes 2010)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs eribulin xxxxx]
Weighted standard ClI T-DXd vs eribulin xxxxx]
Weighted bootstrapped ClI T-DXd vs eribulin oo

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.
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Table 35 presents the unadjusted and weighted OR results for the response outcomes. The
ESS is the same as that outlined in Table 30. T-DXd demonstrates significantly improved

outcomes for response compared with eribulin.

Table 35: Odds ratio for ORR, DCR and CBR — T-DXd (DESTINY-Breast01) vs eribulin
(Cortes 2010)

Outcome Method Comparison Odds ratio (95% ClI)

ORR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -

Weighted sandwich estimator T-DXd vs eribulin -

DCR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -

Weighted sandwich estimator T-DXd vs eribulin -

CBR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -

Weighted sandwich estimator T-DXd vs eribulin -

Abbreviations: CBR, clinical benefit rate; DCR, disease control rate; GLM, generalised linear model; ORR,

objective response rate; T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Gamucci 2014

To compare T-DXd with eribulin, weights were estimated relative to the Gamucci 2014
population baseline characteristics. Table 36 presents the DESTINY-Breast01 (unadjusted
and weighted) and Gamucci 2014 baseline characteristics for the five matching variables.
Matching was based on mean age, prior treatment lines (<3/=3), percentage of prior
hormone therapy, percentage of visceral disease and percentage of hormone receptor
positive. The ESS after matching was [Jl]. This is a very small ESS compared with the
original sample size of 184. Patients from the DESTINY-Breast01 trial had a younger mean
age, a higher proportion with 23 prior lines, lower percentage of prior hormone therapy, lower
proportion with hormone receptor positive and a higher percentage of visceral disease

compared with the Gamucci 2014 study.

Table 36: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
eribulin (Gamucci 2014)

Treatment N/ Mean/ Percent Percent Percent Percent visceral
(study) ESS | median prior prior hormone Y
age hormone | line 23 receptor
therapy positive
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T-DXd 184.0 55.96 48.9 91.8 52.7 91.8
unadjusted
(DESTINY-
Breast01)

T-DXd weighted | [N | NN boooo 00 boood boood

(DESTINY-
Breast01)

Eribulin 133.0 62.00 69.2 50.4 84.0 80.5
(Gamucci 2014)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 15. The KM plots show that
weighting has resulted in improved OS outcomes for the T-DXd arm; the median OS is not
reached for the weighted T-DXd arm and eribulin arm (Table 37). Table 38 presents the
weighted HR results, alongside unadjusted naive HRs for comparison. The weighted
patients receiving T-DXd demonstrated significantly greater improvements in OS compared
with patients receiving eribulin (weighted HR: | D).

Figure 15: KM plot of OS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci 2014)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan
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Table 37: KM summary of OS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci 2014)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) o] boxxxx] boxxxx]
Eribulin (Gamucci 2014) 133.0 46 NA (11.66 to NA)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;

Cl, confidence interval

Table 38: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci 2014)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs eribulin oo
Weighted standard CI T-DXd vs eribulin -
Weighted bootstrapped Cl T-DXd vs eribulin -

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Unadjusted and weighted KM plots of PFS are shown in Figure 16. The KM plots show that

weighting has resulted in improved PFS outcomes for the T-DXd arm, the median survival

time did not change before and after weighting (Table 39). Table 40 presents the weighted

HR results, alongside unadjusted naive HRs for comparison. The weighted patients

receiving T-DXd demonstrated significantly greater improvements in PFS compared with

patients receiving eribulin (weighted HR: [ l).

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved

Page 75 of 183




Figure 16: KM plot of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci 2014)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 39: KM summary of PFS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci 2014)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 58 16.36 (15.21 to 18.07)
T-DXd weighted (DESTINY-Breast01) boxxx bxxxx] bocxx

Eribulin (Gamucci 2014) 133.0 115 4.45 (3.78 to 5.24)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 40: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs eribulin (Gamucci
2014)

Method Comparison Hazard ratio (95% Cl)
Unadjusted T-DXd vs eribulin oo
Weighted standard Cl T-DXd vs eribulin oo
Weighted bootstrapped ClI T-DXd vs eribulin oo

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Table 41 presents the unadjusted and weighted OR results for the response outcomes. The
ESS is the same as that outlined in Table 36. T-DXd demonstrates significantly improved

outcomes for response compared with eribulin.
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Table 41: Odds ratio for ORR, DCR and CBR - T-DXd (DESTINY-Breast01) vs eribulin
(Gamucci 2014)

Outcome Method Comparison Odds ratio (95% ClI)
ORR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -
Weighted sandwich estimator T-DXd vs eribulin -
DCR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -
Weighted sandwich estimator T-DXd vs eribulin -
CBR Unadjusted T-DXd vs eribulin -
Weighted GLM model T-DXd vs eribulin -
Weighted sandwich estimator T-DXd vs eribulin -

®)

Abbreviations: CBR, clinical benefit rate; DCR, disease control rate; GLM, generalised linear model;
objective response rate; T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

RR,

B.2.9.6.2 T-DXd vs capecitabine
Fumoleau 2004

To compare T-DXd with capecitabine, weights were estimated relative to the Fumoleau 2004
population baseline characteristics. Table 42 presents the DESTINY-Breast01 (unadjusted
and weighted) and Fumoleau 2004 baseline characteristics for the three matching variables.
Matching was based on mean age, ECOG-PS and prior treatment lines (<3/23). The ESS
after matching was [l This is a relatively small ESS compared with the original sample
size of 184. Patients from the DESTINY-Breast01 trial had older mean age, higher
proportion of ECOG-PS 0 status and a higher proportion with 23 prior lines compared with
the Fumoleau 2004 study.

Table 42: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
capecitabine (Fumoleau 2004)

Treatment (study) N/ Mean/me Percent Percent prior line
ESS dian age ECOG=0 23

T-DXd unadjusted (DESTINY- 184.0 55.96 55.4 91.8

Breast01)

T-DXd weighted (DESTINY- xoxoxxx] oo xxxxx] xxxxx]

Breast01)

Capecitabine (Fumoleau 2004) 126.0 54.00 43.7 45.2

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESS, effective sample size; N, sample size; T-DXd,
trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 17. The KM plots show that

weighting has not resulted in improved OS outcomes for the T-DXd arm; the median OS is
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not reached for the weighted T-DXd arm (Table 43). Table 44 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd demonstrated significantly greater improvements in OS compared with patients

receiving capecitabine (weighted HR: [l

Figure 17: KM plot of OS - T-DXd (DESTINY-Breast01) vs capecitabine (Fumoleau
2004)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan

Table 43: KM summary of OS - T-DXd (DESTINY-Breast01) vs capecitabine (Fumoleau
2004)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) boxxx bxxxx] oxxx
Capecitabine (Fumoleau 2004) 126.0 81 15.80 (13.40 to 19.60)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 44: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs capecitabine (Fumoleau
2004)

Method Comparison Hazard ratio (95% Cl)

Unadjusted T-DXd vs capecitabine by
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Weighted standard CI T-DXd vs capecitabine -

Weighted bootstrapped ClI T-DXd vs capecitabine oo

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Unadjusted and weighted KM plots of PFS are shown in Figure 18. The KM plots show that
weighting has not resulted in improved PFS outcomes for the T-DXd arm; the median PFS is
not reached for the weighted T-DXd arm (Table 45). Table 46 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd demonstrated significantly greater improvements in PFS compared with patients

receiving capecitabine (weighted HR: |l

Figure 18: KM plot of PFS - T-DXd (DESTINY-Breast01) vs capecitabine (Fumoleau
2004)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 45: KM summary of PFS - T-DXd (DESTINY-Breast01) vs capecitabine
(Fumoleau 2004)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 58 16.36 (15.21 to 18.07)
T-DXd weighted (DESTINY-Breast01) oo xxxxx] xxxxx]
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Capecitabine (Fumoleau 2004) 126.0 110 4.90 (3.96 to 6.48)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 46: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs capecitabine
(Fumoleau 2004)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs capecitabine oo
Weighted standard Cl T-DXd vs capecitabine oo
Weighted bootstrapped ClI T-DXd vs capecitabine -

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Table 47 presents the unadjusted and weighted OR results for the response outcomes. The
ESS is the same as that outlined in Table 42. T-DXd demonstrates significantly improved

outcomes for response compared with capecitabine.

Table 47: Odds ratio for ORR and DCR — T-DXd (DESTINY-Breast01) vs capecitabine
(Fumoleau 2004)

Outcome Method Comparison Odds ratio (95% CI)

ORR Unadjusted T-DXd vs boxoxxx
capecitabine

Weighted GLM model T-DXd vs x|
capecitabine

Weighted sandwich estimator T-DXd vs oo
capecitabine

DCR Unadjusted T-DXd vs oo
capecitabine

Weighted GLM model T-DXd vs bxxxxx
capecitabine

Weighted sandwich estimator T-DXd vs oo
capecitabine

Abbreviations: DCR, disease control rate; GLM, generalised linear model; ORR, objective response rate; T-DXd,
trastuzumab deruxtecan; Cl, confidence interval.

Blum 2001

To compare T-DXd with capecitabine, weights were estimated relative to the Blum 2001
population baseline characteristics. Table 48 presents the DESTINY-Breast01 (unadjusted
and weighted) and Blum 2001 baseline characteristics for the four matching variables.
Matching was based on mean age, percentage of prior hormone therapy, percentage of
visceral disease and prior treatment lines (<3/23). The ESS after matching was [l This
is a small ESS compared with the original sample size of 184. Patients from the DESTINY-

Breast01 trial compared with the Blum 2001 study had older mean age, lower proportion of
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previous hormone therapy, higher proportion with =3 prior lines and higher percentage of
visceral Y.

Table 48: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
capecitabine (Blum 2001)

Treatment (study) N/ ESS Mean/ Percent prior Percent Percent
median hormone prior line visceral Y
age therapy >3
T-DXd unadjusted 184.0 55.96 48.9 91.8 91.8
(DESTINY-Breast01)
T-DXd weighted b0 boood boood bo0O booO
(DESTINY-Breast01)
Capecitabine (Blum 74.0 52.50 70.2 66.2 79.7
2001)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 19. The KM plots show that
weighting has not resulted in improved OS outcomes for the T-DXd arm; the median OS is
not reached for the weighted T-DXd arm (Table 49). Table 50 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd demonstrated significantly greater improvements in OS compared with patients
receiving capecitabine (weighted HR: [ lD.
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Figure 19: KM plot of OS - T-DXd (Destiny Breast 01DESTINY-Breast01) vs
capecitabine (Blum 2001)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan

Table 49: KM summary of OS - T-DXd (DESTINY-Breast01) vs capecitabine (Blum
2001)

Treatment (study) N/ ESS | Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 25 NA (NA to NA)
T-DXd weighted (DESTINY-Breast01) boxxx b xxxX] oxxx
Capecitabine (Blum 2001) 74.0 48 12.19 (7.66 to 15.24)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 50: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs capecitabine (Blum
2001)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs capecitabine -
Weighted standard CI T-DXd vs capecitabine -
Weighted bootstrapped ClI T-DXd vs capecitabine -

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.
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Unadjusted and weighted KM plots of PFS are shown in Figure 20. The KM plots show that
weighting has not resulted in improved PFS outcomes for the T-DXd arm; the median PFS is
not reached for the weighted T-DXd arm (Table 51). Table 52 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd demonstrated significantly greater improvements in PFS compared with patients

receiving capecitabine (weighted HR: [[l).

Figure 20: KM plot of PFS - T-DXd (DESTINY-Breast01) vs capecitabine (Blum 2001)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 51: KM summary of PFS - T-DXd (DESTINY-Breast01) vs capecitabine (Blum
2001)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 58 16.36 (15.21 to 18.07)
T-DXd weighted (DESTINY-Breast01) oo boxxxx] b
Capecitabine (Blum 2001) 74.0 70 3.20 (2.38 t0 4.34)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.
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Table 52: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs capecitabine (Blum
2001)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs capecitabine oo
Weighted standard Cl T-DXd vs capecitabine oo
Weighted bootstrapped ClI T-DXd vs capecitabine -

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Table 53 presents the unadjusted and weighted OR results for the response outcomes. The
ESS is the same as that outlined in Table 48. T-DXd demonstrates significantly improved

outcomes for response compared with capecitabine.

Table 53: Odds ratio for ORR and DCR — T-DXd (DESTINY-Breast01) vs capecitabine
(Blum 2001)

Outcome Method Comparison Odds ratio (95% CI)

ORR Unadjusted T-DXd vs boxxxd
capecitabine

Weighted GLM model T-DXd vs boxxxd
capecitabine

Weighted sandwich estimator T-DXd vs -
capecitabine

DCR Unadjusted T-DXd vs boxxxd
capecitabine

Weighted GLM model T-DXd vs bxxxxx
capecitabine

Weighted sandwich estimator T-DXd vs oo
capecitabine

Abbreviations: DCR, disease control rate; GLM, generalised linear model; ORR, objective response rate; T-DXd,

trastuzumab deruxtecan; Cl, confidence interval.

B.2.9.6.3 T-DXd vs vinorelbine
Sim 2019

To compare T-DXd with vinorelbine, weights were estimated relative to the Sim 2019
population baseline characteristics. Table 54 presents the DESTINY-BreastO1 (unadjusted
and weighted) and Sim 2019 baseline characteristics for the four matching variables.
Matching was based on ECOG-PS, prior treatment lines (<3/23), percent hormone receptor
positive, and percent visceral. Mean age was available from the Sim study but was removed
from the analysis (see Section B.2.9.3). The ESS after matching was [Jlll. This is a small
ESS compared with the original sample size of 184. Patients from the DESTINY-Breast01
trial had a higher proportion of ECOG-PS 0 status, lower proportion with =3 prior lines,
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higher percentage of hormone receptor positive and higher percent of visceral disease
compared with the Sim 2019 study.

Table 54: Comparison of baseline characteristics - T-DXd (DESTINY-Breast01) vs
vinorelbine (Sim 2019)

Treatment (study) N/ ESS Percent Percent Percent Percent
ECOG=0 prior line =3 hormone visceral Y
receptor
positive
T-Dxd unadjusted 184.0 55.4 91.8 52.7 91.8
(DESTINY-Breast01)
T-Dxd weighted OO booood OO boooc OO0
(DESTINY-Breast01)
Vinorelbine 74.0 25.7 100.0 45.9 50.0
(Sim 2019)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESS, effective sample size; N, sample size; T-DXd,
trastuzumab deruxtecan.

Unadjusted and weighted KM plots of OS are shown in Figure 21. The KM plots show that
weighting has not resulted in improved OS outcomes for the T-DXd arm; the median OS is
not reached for the weighted T-DXd arm (Table 55). Table 56 presents the weighted HR
results, alongside unadjusted naive HRs for comparison. The weighted patients receiving T-
DXd did not demonstrate significantly greater improvements in OS compared with patients
receiving vinorelbine, with large uncertainty around the point estimate, probably due to the
small ESS (weighted HR: [Jlll). Note that from visual inspection of the KM curves the

proportional hazards assumption of matching curves is violated.

OS data from the Sim study were presented to clinical experts at an advisory board and
were not considered to be clinically plausible (see Section B.3.3.1.2 for further details).

These results should therefore be interpreted with caution.
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Figure 21: KM plot of OS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DXd, trastuzumab deruxtecan.

Table 55: KM summary of OS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019)

Treatment (study) N/ ESS Events Median (95% CI)
T-Dxd unadjusted (Destiny Breast 01) 184.0 25 NA (NA to NA)
T-Dxd weighted (Destiny Breast 01) bxxxx bxxxx] bxxxx]
Vinorelbine (Sim 2019) 74.0 53 18.87 (13.29 to 29.13)

Abbreviations: ESS, effective sample size; N, sample size;T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 56: Hazard ratios for OS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-Dxd vs Vinorelbine oo
Weighted standard Cl T-Dxd vs Vinorelbine ooy
Weighted bootstrapped ClI T-Dxd vs Vinorelbine oo

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.

Unadjusted and weighted KM plots of PFS are shown in Figure 22. The KM plots show that
weighting has not resulted in significantly improved PFS outcomes for the T-DXd arm (Table
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57). Table 58 presents the weighted HR results, alongside unadjusted naive HRs for
comparison. The weighted patients receiving T-DXd demonstrated significantly greater

improvements in PFS compared with patients receiving vinorelbine (weighted HR: -).

Figure 22: KM plot of PFS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019)

Abbreviations: KM, Kaplan Meier; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan

Table 57: KM summary of PFS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019)

Treatment (study) N/ ESS Events Median (95% CI)
T-DXd unadjusted (DESTINY-Breast01) 184.0 58 16.36 (15.21 to 18.07)
T-DXd weighted (DESTINY-Breast01) b xxxx] bxxxx] bocxx
Vinorelbine (Sim 2019) 74.0 65 2.73 (2.51 t0 4.22)

Abbreviations: ESS, effective sample size; N, sample size; T-DXd, trastuzumab deruxtecan; NA, not applicable;
Cl, confidence interval.

Table 58: Hazard ratios for PFS - T-DXd (DESTINY-Breast01) vs vinorelbine (Sim 2019)

Method Comparison Hazard ratio (95% CI)
Unadjusted T-DXd vs vinorelbine b
Weighted standard Cl T-DXd vs vinorelbine b
Weighted bootstrapped ClI T-DXd vs vinorelbine boxxxx]

Abbreviations: T-DXd, trastuzumab deruxtecan; Cl, confidence interval.
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Table 59 presents the unadjusted and weighted OR results for the response outcomes. The
ESS is the same as that outlined in Table 61 . T-DXd demonstrates significantly improved

outcomes for response compared with vinorelbine.

Table 59: Odds ratio for ORR and CBR — T-DXd (DESTINY-Breast01) vs vinorelbine
(Sim 2019)

Outcome Method Comparison Odds ratio (95% ClI)
ORR Unadjusted T-DXd vs vinorelbine -
Weighted GLM model T-DXd vs vinorelbine -
Weighted sandwich estimator T-DXd vs vinorelbine -
CBR Unadjusted T-DXd vs vinorelbine -
Weighted GLM model T-DXd vs vinorelbine -
Weighted sandwich estimator T-DXd vs vinorelbine -

Abbreviations: CBR, clinical benefit rate; GLM, generalised linear model; ORR, objective response rate; T-DXd,
trastuzumab deruxtecan; Cl, confidence interval.

B.2.9.7 Uncertainties in the indirect and mixed treatment comparisons

The above analyses are associated with uncertainty due to small sample sizes, trial
heterogeneity and the differences in prognostic factors available from each study. In
addition, OS data from DESTINY-Breast01 were immature, with a KM estimator of
approximately 80% patients alive at the last data cut. Therefore, the results should be

interpreted with caution.

In addition, an unanchored MAIC assumes that the differences between absolute outcomes
that would be observed in each trial are entirely explained by imbalances in prognostic
variables and treatment effect modifiers, which sometimes can be too strong an assumption.
Matching adjustments were limited to data reported in the comparator trials and that
collected in DESTINY-Breast01. It was not possible to adjust for differences in HER2 status
between the studies, given that 100% of patients in DESTINY-Breast01 were HER2-positive.
It was therefore necessary to make subsequent adjustments in the cost-effectiveness model
(see Section B.3.3.4). Extensive efforts were sought in this series of MAICs to ensure that as
many confounding factors were adjusted for as possible, but the consequence was small
sample sizes. In addition, it was noted at the August advisory board that both young and old
age are associated with worse prognosis in mBC, and so age may not be a reliable matching

factor®®.

In the absence of KM data for TTD in the comparator studies, it was not possible to conduct

MAIC analyses on this outcome. The only available data for vinorelbine are from the Sim
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2019 study; OS data from this study were considered to be clinically implausible by clinical

experts at the August advisory board (see Section B.3.3.1.2 for further details).

In the absence of more robust comparative studies, these data provide a directional
indication of the relative benefit of T-DXd with respect to comparators. This technique
circumvented existing data limitations for the treatments that prevented construction of

network meta-analyses for the outcomes of interest.

B.2.10 Adverse reactions

The safety of T-DXd in patients with HER2+ uBC or mBC after two or more anti-HER2
therapies was evaluated in the DESTINY-Breast01 study and the DS8201-A-J101 study.

B.2.10.1 Key trial: DESTINY-Breast01

The data presented from the DESTINY-Breast01 study are from the 90-day update data-cut
(1 August 2019), as reported in the primary publication (Modi 2020).5? Please note that the
safety data in the CSR corresponds to the primary data cut-off date (21 March 2019,
minimum 6 months of follow-up after last subject enrolled).?®¢ Compared with safety data at
primary data-cut, safety data at the 90-day safety update showed no significant changes in

most of the TEAE parameters, and no new safety signals were observed.”

TEAESs were categorised with the use of the Medical Dictionary for Regulatory Activities
(MedDRA), version 20.1, and graded according to the National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI CTCAE), version 4.03. Potential episodes of
ILD were evaluated by an external independent adjudication committee, and grading was
consistent with the NCI CTCAE.

B.2.10.1.1 Exposure to study drug
At the data-cut of 1 August 2019 in the overall 5.4 mg/kg dose cohort, 79/184 (42.9%)

patients were still on treatment with T-DXd (Table 60). The median treatment duration was
10 months (range, 0.7 to 20.5). The median relative dose intensity (i.e. the ratio of the
amount of drug delivered to the planned dose delivered) was 97.6%. The median total

number of cycles initiated was 14 (range, 1 to 29).

Table 60: DESTINY-Breast01: Study drug exposure

T-DXd 5.4 mg/kg
(Part 1+2a and 2b)
(N=184)

Subjects on treatment, n (%) 79 (42.9)
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Median treatment duration, months (range) 10.00 (0.7-20.5)

Mean dose intensity (SD) 5.02 (0.584)
Median relative dose intensity, % (range) 97.60 (46.1-103.7)
Median total number of cycles initiated (range) 14.0 (1-29)
Subjects who completed following treatment period, n (%)

<3 months 28 (15.2)

>3 to <6 months 28 (15.2)

>6 to <9 months 26 (14.1)

>9 to <12 months 52 (28.3)

>12 to <24 months 50 (27.2)

Abbreviations, SD, standard deviation; T-DXd, trastuzumab deruxtecan.
Data-cut: August 1, 2019
Source: Daiichi-Sankyo, Inc., 2019 (data on file)7%-97

B.2.10.1.2 Treatment-emergent adverse events

A summary of TEAEs reported in patients who received the recommended dose of T-DXd of
5.4 mg/kg in the DESTINY-Breast01 study are shown in Table 61.

Table 61: DESTINY-Breast01: Summary of treatment-emergent adverse events

Type of TEAE, n (%)! T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
TEAEs 183 (99.5)
Drug-related TEAEs 183 (99.5)
TEAEs Grade 23 105 (57.1)
Drug-related TEAEs Grade =3 89 (48.4)
Serious TEAEs 42 (22.8)
Drug-related serious TEAEs 23 (12.5)
TEAES leading to T-DXd discontinuation 28 (15.2)
Drug-related TEAEs leading to T-DXd discontinuation 27 (14.7)
TEAEsSs leading to dose reduction 43 (23.4)
Drug-related TEAEs leading to dose reduction 40 (21.7)
TEAEs leading to dose interruption 65 (35.3)
Drug-related TEAEs leading to dose interruption 53 (28.8)
TEAEs leading to death 9 (4.9)
Drug-related TEAEs leading to death 2(1.1)

Abbreviations: TEAE, treatment-emergent adverse event; T-DXd, trastuzumab deruxtecan
*TEAE relationship to study drug was determined by the treating investigator

Data-cut: August 1, 2019

Source: Modi 2020 (Supplementary Table S3)62
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Of the 184 patients who received the recommended dose of T-DXd, 183 (99.5%) patients
experienced at least one TEAE, with 183 (99.5%) patients reporting at least one study drug-

related TEAE per investigator assessment.®?

Overall, 105 (57.1%) patients experienced 2Grade 3 TEAEs, with 89 (48.4%) patients having

at least one study drug-related 2Grade 3 TEAE based on investigator assessment.5?

Treatment-emergent serious adverse events (SAEs) were reported in 42 (22.8%) patients,
with 23 (12.5%) patients having at least one study drug-related treatment-emergent SAE
based on investigator assessment.®> The most common treatment-emergent SAEs were
vomiting in 4 (2.2%) patients, and nausea, pneumonia, cellulitis, intestinal obstruction,

pleural effusion and pneumonitis, which were each reported in 3 (1.6%) of patients.”

TEAEsS led to a dose interruption in 65 patients (35.3%) and to a dose reduction in
43 patients (23.4%); 28 patients (15.2%) discontinued treatment because of a TEAE. TEAEs
that led to discontinuation in at least 2 patients included pneumonitis (in 11 patients) and ILD

(in 5 patients).®?

Overall, 9 (4.9%) patients had TEAEs associated with a fatal outcome on-study (defined as
occurring on or after first dose until 47 days after last dose), with 2 (1.1%) patients having at
least one study drug-related TEAE associated with a fatal outcome on-study based on
investigator assessment. Overall, a total of 25 deaths (any death) were reported in patients
treated with 5.4 mg/kg T-DXd, including 7 that occurred during treatment as a result of either
disease progression (in 3 patients) or TEAEs (haemorrhagic shock, general physical health
deterioration, pneumonia, and acute organ failure in 1 patient each).%? During survival
follow-up (which was defined as 47 days after the end of treatment), 18 of the 25 deaths
occurred, 2 of which were caused by events associated with ILD that started during
treatment and are among those described below (TEAEs of special interest: Section
B.2.10.1.4); the remaining 16 deaths were considered by investigators to be unrelated to T-
DXd.52

B.2.10.1.3 Most common treatment-emergent adverse events

A summary of TEAEs experienced by 210% of patients treated with 5.4 mg/kg T-DXd by
CTCAE grade in order of decreasing frequency is presented in Table 62. Select TEAEs by

cycle are shown in Table 63.
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Table 62: DESTINY-Breast01: Treatment-emergent adverse events according to
CTCAE grade experienced by 210% of the population treated with T-DXd 5.4 mg/kg

infection

TEAE, n (%) Any Grade Grade 3 Grade 4
Any TEAE 183 (99.5) 89 (48.4) 7 (3.8)
Nausea 143 (77.7) 14 (7.6) 0
Fatigue 91 (49.5) 11 (6.0) 0
Alopecia 89 (48.4) 1(0.5) 0
Vomiting 84 (45.7) 8 (4.3) 0
Constipation 66 (35.9) 1(0.5) 0
Decreased neutrophil count 64 (34.8) 36 (19.6) 2(1.1)
Decreased appetite 57 (31.0) 3(1.6) 0
Anaemia 55 (29.9) 15 (8.2) 1(0.5)
Diarrhoea 54 (29.3) 5(2.7) 0
Decreased white-cell count 39 (21.2) 11 (6.0) 1(0.5)
Decreased platelet count 39 (21.2) 7 (3.8) 1(0.5)
Headache 36 (19.6) 0 0
Cough 35 (19.0) 0 0
Abdominal pain 31 (16.8) 2(1.1) 0
Decreased lymphocyte count 26 (14.1) 11 (6.0) 1(0.5)
Dyspnoea 27 (14.7) 3(1.6) 0
Stomatitis 27 (14.7) 2(1.1) 0
Aspartate 26 (14.1) 2(1.1) 0
aminotransferase

increased

Asthenia 6 (14.1) 2(1.1) 0
Dyspepsia 6 (14.1) 0 0
Interstitial lung disease 5(13.6) 1(0.5) 0
Epistaxis 24 (13.0) 0 0
Dry eye 1(11.4) 0 1(0.5)
Hypokalaemia 1(11.4) 6 (3.3) 0
Upper respiratory tract 0 (10.9) 0 0

Abbreviations: TEAE, treatment-emergent adverse event; T-DXd, trastuzumab deruxtecan

Data-cut: August 1, 2019

Source: Modi 2020 (Supplementary Table S5)¢?
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Table 63: DESTINY-Breast01: Select TEAEs by cycle in patients who received T-DXd 5.4
mglkg (N=184)

n (%) Cycle
1 2 3 4 5 6 7 >8 >18
Nausea 120 51 37 29 17 20 14 30 3(1.6)
(65.2) | (27.7) | (20.1) | (15.8) (9.2) (10.9) (7.6) (16.3)
Vomiting 50 27 21 12 13 7(3.8) | 8(4.3) 23 3(1.6)
(27.2) | (14.7) | (11.4) (6.5) (7.1) (12.5)
Fatigue 54 21 13 7(3.8) | 8(43) | 7(3.8) | 6(3.3) 23 3(1.6)
(29.3) | (11.4) (7.1) (12.5)
Constipation 29 15 8(4.3) | 7(38) | 949 | 3(1.6) | 3(1.6) 15 -
(15.8) (8.2) (8.2)
Diarrhoea 21 13 4(22) | 5(27) | 527 |2(1.1) | 5(2.7) 20 2(1.1)
(11.4) (7.1) (10.9)
Decreased 33 9(4.9) | 6(3.3) 11 3(1.6) | 3(1.6) | 6(3.3) | 9(4.9) -
appetite (17.9) (6.0)

Source: Daiichi-Sankyo, Inc., 2019 (data on file)%®

Gastrointestinal and haematologic toxic effects were the most common TEAEs. Among the
gastrointestinal events, nausea was the most frequently reported TEAE (143 [77.7%)]
patients at 5.4 mg/kg);®? events of nausea were mostly Grade 1 (41.3% patients) or Grade 2
(28.8% patients), occurring most frequently in the first 2 cycles (Table 63). ®® The events
were manageable under routine medical practice without a need for treatment
discontinuation.®® Available concomitant medications data did not allow for distinction
between premedication for and management of nausea.® Similarly, most of the events of
diarrhoea were Grade 1 (17.4% patients) or Grade 2 (9.2%), and were most commonly
reported in the first 2 cycles (Table 63).%

Among the haematologic events, neutrophil count decrease, anaemia, white blood cell count
decreased, and platelet count decrease were the most frequently reported TEAEs (64
[34.8%], 55 [29.9%], 39 [21.2%], and 39 [21.2%] patients, respectively, at 5.4 mg/kg).5?
They were mostly Grade 1 or Grade 2, occurred most frequently in the first 2 cycles, and
were manageable under routine medical practice without a need for treatment

discontinuation.®®

The most common TEAEs of Grade 3 or higher that occurred in more than 5% of the
patients were a decreased neutrophil count (in 20.7%), anaemia (in 8.7%), nausea (in 7.6%),
a decreased white-cell count (in 6.5%), a decreased lymphocyte count (in 6.5%), and fatigue
(in 6.0%); 3 patients (1.6%) had febrile neutropenia.®?
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B.2.10.1.4 Treatment-emergent adverse events of special interest

TEAESs of special interest in patients treated with T-DXd 5.4 mg/kg are shown in Table 64.

Table 64: DESTINY-Breast01: Treatment-emergent adverse events of special interest
in patients treated with T-DXd 5.4 mg/kg

TEAE, n (%) Any Grade Grade 3 Grade 4
Interstitial lung diseaset 25 (13.6) 1(0.5) 0
Prolonged QT interval 9(4.9) 2(1.1) 0
Infusion-related reaction 4(2.2) 0 0
Decreased LVEF* 3(1.6) 1 (0.5)1 0

Abbreviations: LVEF, left ventricular ejection fraction; TEAE, treatment-emergent adverse event; T-DXd,
trastuzumab deruxtecan.

TThe presence of interstitial lung disease was determined by an independent adjudication committee, since the
condition has been associated with trastuzumab deruxtecan. Four patients who had Grade 5 events are included
in the category of any Grade.

*The LVEF was measured on echocardiography or multigated acquisition scans every four treatment cycles.

TIn this patient, the LVEF was more than 55% during treatment.

Data-cut: August 1, 2019

Source: Modi 202062

A decrease in the LVEF occurred in 3 patients (2 with Grade 2 and 1 with Grade 3); all the
patients were asymptomatic and had recovered or were recovering after an interruption in
the study treatment.%? No events of cardiac failure associated with the decrease in the
ejection fraction were reported. No patients had an ejection fraction of less than 40% or a
decrease from baseline of 20% or more, and no patients discontinued treatment because of

a decrease in the ejection fraction.

Infusion-related reactions were reported in 4 patients, all of which were Grade 1 or 2.
Prolonged QT interval was reported in nine patients, with 2 (1.1%) patients having a grade 3
event (Table 64).

An independent ILD adjudication committee (AC) was responsible for reviewing all cases of
potential ILD/pneumonitis. To ensure adequate and relevant independent evaluation,
systematic additional data collection was to be conducted for all cases that were brought for
adjudication. These additional data collections covered a more in-depth relevant medical
history (e.g., smoking, radiation, chronic obstructive pulmonary disease, and other chronic
lung conditions), diagnostic evaluation, treatment, and outcome of the event. This data
collection was triggered for AEs reported using MedDRA selected preferred terms (PTs)
from the ILD standardised MedDRA query (SMQ) that were recommended and approved by
the ILD AC; per the ILD AC Charter, a list of 44 PTs in total was selected for adjudication.®®
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Overall, 25 patients (13.6%) had ILD related to the receipt of T-DXd, as determined by an
independent adjudication committee.®? These events were primarily CTCAE Grade 1 or 2
(10.9%); 1 patient (0.5%) had a Grade 3 event, and no patients had a Grade 4 event. Four
deaths (2.2% of the patients) were attributed to ILD by independent adjudication and were
initially reported as respiratory failure, acute respiratory failure, lymphangitis, and
pneumonitis in one patient each by the treating investigators; the primary cause of death
was reported as disease progression (in 2 patients) and adverse events during survival
follow-up (in 2 patients). Among the investigator-reported cases of ILD of any Grade, the
median time until the onset of lung disease was 193 days (range, 42 to 535). At the time of
the data cut-off, 7 patients with ILD had recovered, 2 were recovering, 10 had ongoing ILD,
and 4 had died; status was unknown for 2 patients. Among the patients with investigator
reported ILD, the median duration from the date of onset to the date of recovery was 34 days
(range, 3 to 179). Of the 20 patients who were reported to have interstitial lung disease of

Grade 2 or higher, 13 received glucocorticoids and 7 were hospitalised.

B.2.10.2 Supportive trial: Study DS8201-A-J101

The safety analysis set included all HER2+ BC patients who received at least one dose of T-

DXd at the recommended doses for expansion (5.4 mg/kg and 6.4 mg/kg).

A summary of TEAEs are shown in Table 65.

Table 65: Study DS8201-A-J101: Summary of treatment-emergent adverse events

Type of TEAE, n (%) T-DXd T-DXd
5.4 mg/kg 6.4 mg/kg
(N=49) (N=66)
TEAEs 49 (100%) 66 (100%)
Drug-related TEAEs 48 (98%) 65 (98%)
TEAEs Grade 23 19 (39%) 38 (58%)
Serious TEAEs 8 (16%) 14 (21%)
Drug-related serious TEAEs 4 (8%) 9 (14%)
Grade 23 6 (12%) 12 (18%)
TEAES leading to T-DXd discontinuation 2 (4%) 11 (17%)
Drug-related TEAEs leading to T-DXd 2 (4%) 11 (17%)
discontinuation
TEAESs leading to dose reduction 4 (8%) 17 (26%)
Drug-related TEAESs leading to dose reduction 3 (6%) 15 (23%)
TEAESs leading to dose interruption 14 (29%) 20 (30%)
Drug-related TEAEs leading to dose interruption 9 (18%) 16 (24%)

Abbreviations: TEAE, treatment-emergent adverse event; T-DXd, trastuzumab deruxtecan
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Data-cut: August 10, 2018
Source: Tamura 2019 (Supplementary table, pg 13)%

All 115 patients had one or more TEAEs of any Grade, 22 (19%) had one or more treatment
emergent SAEs, and 57 (50%) had a TEAE of Grade 3 or worse. Drug-related TEAEs
leading to treatment discontinuation occurred in 13 (11%) patients, which included ILD or
pneumonitis in nine patients as well as organising pneumonia, radiation pneumonitis,
radiation necrosis, and anaemia (each in one patient). Drug-related treatment emergent
SAEs occurred for 13 (11%) patients. Drug-related treatment emergent SAEs occurring in
more than one patient included ILD or pneumonitis (n=4) and vomiting (n=2). At the time of
this analysis, there were three deaths due to TEAEs: one from progressive disease and two

from pneumonitis. Both cases of pneumonitis were considered drug-related.

A summary of TEAEs according to CTCAE Grade experienced by 210% and TEAEs of
special interest are shown in Appendix F. Two of the most common classes of TEAEs were
gastrointestinal and haematological. No cases of decreased ejection fraction were recorded.
Twenty cases of ILD, pneumonitis, or organising pneumonia were reported, six with 5.4
mga/kg (six [12%] of 49) and 14 with 6.4 mg/kg doses (14 [21%)] of 66).

B.2.10.3 Safety conclusions

The safety profile in the Phase 1| DESTINY-Breast01 study was consistent with results from
the Phase | DS8201-A-J101 study. Gastrointestinal and haematologic toxic effects were the
most common TEAEs, however they were mostly Grade 1 or Grade 2, occurred most
frequently in the first two cycles, and were manageable under routine medical practice

without a need for treatment discontinuation events.

Other HER2-targeted therapies, such as trastuzumab, T-DM1, and pertuzumab, have been
associated with a risk of cardiomyopathy, particularly left ventricular dysfunction.®®1% |n
contrast, clinically significant cardiotoxicity was not observed in DESTINY-BreastO1 or in the
DS8201-A-J101 study.

T-DXd was associated with a risk of ILD (13.6%), which led to death in some patients. In
accordance with the study protocol, investigators managed ILD with dose reductions or
discontinuations, the administration of glucocorticoids, and supportive care. Education and
close monitoring for signs and symptoms of ILD (including fever, cough, or dyspnoea) is
recommended for early detection. Risk Minimisation Materials (RMMs) are in development

and will be available in early 2021.

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 96 of 183



B.2.11 Ongoing studies

DESTINY-Breast02 (NCT03523585) is a Phase lll, multicentre, randomised, open-label,
active-controlled study of T-DXd versus treatment of investigator's choice for HER2+, uBC
and/or mBC patients previously treated with T-DM1.'%! This is a global study, with the
comparator arm (treatment of investigator's choice) being trastuzumab or lapatinib, both in

addition to capecitabine?.

The primary outcome is PFS based on blinded ICR. '°' Secondary outcomes include OS,
ORR, DoR and CBR based on blinded ICR and investigator assessment, and PFS based on
investigator assessment. Exploratory endpoints include best percent change in the sum of
the diameter of measurable tumours, time to objective response, duration of stable disease,
and time to hospitalisation. HRQoL will be assessed based on the EORTC QLQ-C30 and the
EORTC QLQ-BR45, and using the EQ-5D-5L health status self-assessment questionnaire.

AEs and SAEs will be assessed.

The trial is currently ongoing and recruiting patients, with an anticipated timeframe for study

completion of [N

B.2.12 Innovation

A novel therapy that represents a step-change in the treatment of HER2+ u/mBC

The introduction of the HER2 targeted therapy trastuzumab (Herceptin®) transformed care
for people with HER2+ BC when it was approved in 1998, as recognised by the prestigious
Lasker Awards in 2019."2 Subsequently developed anti-HER2 agents have even further
improved survival, including another monoclonal antibody (pertuzumab) and more recently
the ADC T-DM1. However, for patients who have progressed on or after two anti-HER2
therapies, currently available therapies offer little benefit, with patients ultimately progressing
and dying of the disease. These patients, who have built up treatment resistance through
multiple previous lines of therapy, are particularly difficult to treat, requiring novel therapeutic
strategies.?® T-DXd is a newer ADC designed to deliver optimal antitumour effects (Section
B.1.3.4).); these novel features include the potent topoisomerase | inhibitor payload instead
of a microtubule inhibitor, and an increased DAR (approximately 8 with T-DXd vs.
approximately 3.5 with T-DM1). In addition, the T-Dxd payload hashigh membrane

permeability that effects both target tumour cells and the surrounding tumour cells. This is

2 Note that these treatment combinations are not currently funded in the UK.
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independent of the targeting effect of the antibody and so does not require all of the tumour
cells to express HERZ; this is particularly pertinent because HERZ2 intratumoural
heterogeneity may be involved in the development of resistance to anti-HERZ2 therapies in
BC, particularly to T-DM1.'% Furthermore, the T-DXd linker provides stability in systemic
circulation, potentially limiting off-target toxicity. Overall, T-DXd, with its novel MOA has
demonstrated unprecedented efficacy in this patient population. It is anticipated to be the
first HER2-targeted treatment specifically indicated for patients who have received two or

more anti-HER2 therapies, representing a step-change in the treatment of HER2+ u/mBC.

An innovative therapy for a life-threatening disease with a high unmet need

recognised at the regulatory level

T-DXd is being assessed under the

|

The US Food and Drug Administration approved T-DXd under its Breakthrough Therapy and
Priority Review programme for the treatment of adult patients with unresectable or
metastatic HER2-positive breast cancer who have received two or more prior anti-HER2-
based regimens in the metastatic setting.'%'% The Breakthrough Therapy designation is a
process designed to expedite the development and review of drugs that are intended to treat
a serious condition and preliminary clinical evidence indicates that the drug may
demonstrate substantial improvement over available therapy on a clinically significant

endpoint(s)."”

T-DXd was approved in Japan for the treatment of patients with HER2 unresectable or
recurrent breast cancer after prior chemotherapy under the conditional early approval
system. Since initiation in 2017, this approval represents the third ever under this system,'%®
which is designed to approve innovative new products conditionally for life-threatening
disease that do not currently have an effective treatment modality if the effectiveness and

the safety are reasonably assured by the existing clinical data analysis.'®

A technologically advanced, unique, and effective ADC, designed to overcome the

shortcomings of currently approved ADCs

T-DXd is in clinical development for a variety of HER2+ expressing cancers,*’ with the
indication in HER2+ uBC or mBC at third-line anticipated to be the first to be approved,

representing the culmination of more than a decade of research.*” Developing ADC-based
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therapies is not a straight-forward task — the development of T-DXd has required many years
of research requiring novel and sophisticated approaches.*647:4%.110 While the tremendous
promise of ADCs to treat diseases has been known since the 1980s, progress translating
these agents into the clinic has been hampered by technological challenges in the
development of linkers and payloads, with only a handful achieving regulatory
approval.*647.49.110 The research team at Daiichi Sankyo Co., set out to overcome identifiable
shortcomings of earlier ADCs by rationally designing a technologically advanced, unique,
and effective ADC technology, resulting in the creation of the proprietary linker and payload
technology with seven key attributes (Section B.1.3.4). The novel features have translated
into an efficacious treatment with a manageable safety profile, with the potential to change
the treatment landscape in HER2+ mBC, as well as other HER2+ solid tumours.*647 |n
addition, T-DXd is being evaluated in a trial in patients with mBC and low levels of HER2
expression (HER2 low)'"":'2, with promising preliminary antitumour activity demonstrated in

a Phase | trial."""

B.2.13 Interpretation of clinical effectiveness and safety
evidence
B.2.13.1 Principal findings from the clinical evidence base

T-DXd provided clinically meaningful improvements in ORR and PFS in a difficult-to-treat

population of patients with uBC or mBC who had received previous treatment with T-DM1.

Overall, 184 patients (median age: 55.0 years [range, 28.0 to 96.0]) who had undergone a
median of six previous treatments, received the recommended dose of T-DXd 5.4 mg/kg. At
a data-cut of 1 August 2019 (median duration of follow-up 11.1 months [range, 0.7 to 19.9])

T-DXd demonstrated a consistent high level of clinical activity across a range of endpoints:

¢ Response to therapy was reported in 112 patients (60.9%; 95% CI: 53.4, 68.0) based
on ICR

e CRwas reported in 11 (6%) patients and PR in 101 (54.9%) patients

o Most patients had a reduction in tumour size while on treatment

¢ Prespecified subgroup analyses showed consistent responses across demographic
and prognostic subgroups including patients who had received previous pertuzumab
therapy, hormone receptor status, receipt of T-DXd immediately after initial T-DM1
therapy, number of regimens (>3 and <3 prior regimens, excluding hormone therapy)

and those who had CNS metastases at baseline
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— Patients achieved a confirmed ORR > 50% regardless of the number of prior lines
of systemic therapy they received; however, the highest ORR was observed in
those who had received only two prior lines

Median PFS was 16.4 months (95% CI: 12.7, NE)

Median OS had not been reached

— Estimated OS was 93.9% (95% CI: 89.3, 96.6) at 6 months and 86.2% (95% CI:
79.8, 90.7) at 12 months

Median DoR was 14.8 months (95% Cl: 13.8, 16.9)

DCR was 97.3% (95% CI: 93.8, 99.1)

CBR was 76.1% (95% CI: 69.3, 82.1)

Median TTR was 1.6 months (95% CI: 1.4, 2.6).

T-DXd demonstrated efficacy in patients who had a history of CNS metastases at

baseline (n=24) that was similar to the overall population: ORR: 58.3% (95% CI: 36.6,

77.9); median PFS: 18.1 months (95% CI: 6.7, 18.1).

The results validate earlier observations from the Phase | Study DS8201-A-J101,

which showed a response of 59.5% (95% ClI, 49.7 to 68.7) in a similar patient

population.

The safety profile was consistent with results from the Phase 1 DS8201-A-J101 study:

The most common TEAEs were gastrointestinal and hematologic in nature

22.8% had serious TEAES; 35.3% and 23.4% had a dose interruption or

dose reduction, respectively, and 15.2% discontinued treatment due to TEAEs

No events of cardiac failure with LVEF decline were reported

— No patients had an LVEF of <40% or a decrease of 220% at any timepoint

ILD was observed in a subgroup of patients and requires attention to pulmonary

symptoms and careful monitoring

— ILD events were independently adjudicated and actively managed by patient
monitoring, dose modification, and adherence to the ILD management guidelines

— ILD related to T-DXd was observed in 25 patients (13.6%), primarily grade 1 or 2
(10.9%). Four deaths (2.2%) were attributed to ILD

There were 9 (4.9%) TEAE-associated deaths (respiratory failure, acute respiratory

failure, disease progression, general physical health deterioration, lymphanagitis,

pneumonia, pneumonitis, shock haemorrhagic; 1 patient had two TEAEs associated

with death: acute kidney injury and acute hepatic failure)
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The results of the MAICs support that the efficacy of T-DXd provides substantial benefits

over eribulin, capecitabine and vinorelbine for response, PFS and OS.

Overall, T-DXd is a novel, innovative, targeted monotherapy with a high level of clinical
activity and a manageable safety profile, that is expected to result in significant and
substantial improvements in health-related benefits for patients with limited alternative

treatments.

B.2.13.2 Strengths and limitations of the evidence base

Internal and external validity

Both the DESTINY-Breast01 and DS8201-A-J101 study enrolled a large number of patients
in the context of the disease patient population (i.e. HER2+ [estimated at 13—20% of BC
cases] uBC or mBC in the third-line setting), which required multicentre, global trials. The
DESTINY-Breast01 study included patients from five centres in England (Modi et al 2020,
supplementary appendix)®?, with 68 (37%) patients being from Europe.

Overall, 54.9% of patients in the DESTINY-Breast01 trial were white, which is lower than
would be expected in England and Wales.""® In a real-world cross-sectional review of
patients with HER2+ mBC conducted between January and April 2016 that included 750
cases in the UK, as well as Italy (1,270 cases), Spain (957 cases) and the Netherlands (91
cases), the median age of patients in the third-line setting was 58.4 years, and 59% were
hormone receptor positive.''* Patients in the DESTINY-Breast01 had a median age of 55.0
years (range, 28.0 to 96.0), with 52.7% being hormone receptor positive, similar to the
patients in the real-world study. In addition, clinicians from the UK advisory board meeting
conducted on behalf of Daiichi Sankyo in August 2020, agreed that the patient population in
DESTINY-BreastO1 generally reflected their patients in the > third-line setting, although
DESTINY-Breast01 included a higher proportion of patients with ECOG PS 0 (55.4%) than

might be expected in clinical practice, where the majority would have ECOG PS 1.%°

Most patients were heavily pre-treated, with the median number of previous lines of therapy
for locally advanced or mBC excluding hormone therapy being 6 (range, 2 to 27). As per
protocol, all patients had received prior T-DM1, which is the standard-of-care for second-line
in HER2+ mBC in England. Clinicians from the advisory board meeting agreed that the
majority of patients with HER2+ u/mBC patients receive T-DM1 at second-line (80-100% of
patients across the 4 clinicians), and it is likely that all/the vast majority of patients who

would be suitable for treatment with T-DXd would have been previously treated with T-
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DM1.%° In addition, all patients had also received prior trastuzumab, 65.8% of subjects had
received prior pertuzumab, and 54.3% had received additional anti-HER2 therapy (not
including trastuzumab, pertuzumab, or T-DM1). With this in mind, subgroup analysis
demonstrated a consistent ORR in patients who had received previous pertuzumab therapy;
pertuzumab, in combination with trastuzumab and is now the standard-of-care for first-line

therapy.

DESTINY-Breast01 collected data on a variety of endpoints that are clinically relevant, and
also have importance for patients. While this was an open-label study, the endpoints were
assessed by blinded ICR. The efficacy of T-DXd was demonstrated consistently across all
the endpoints. ORR was the primary endpoint, demonstrating that a large proportion of
patients (61%) showed a response, with 6% of patients demonstrating a CR. The key
secondary endpoints included PFS and OS. Studies have reported the importance of these
endpoints to patients with mBC. In a survey of 94 patients with mBC and 6 carers, 67% of
patients/ carers believed life-extending treatment to be important in order to extend time
spent with family and friends.?® Other studies have also reported on the value that patients
place on PFS.3*3¢ The majority of patients (63%) from a study of 282 US mBC patients
indicated they preferred treatments with a longer PFS. Longer PFS was also associated with
better emotional well-being, higher overall QoL, and better physical functioning.%®
Concurring with these studies, MacEwan et al also reported that contiguous periods of stable
disease/PFS and OS were important factors in treatment decision making among 299 mBC
patients, with stable disease allowing patients to proceed with their daily lives in a

predictable way.®*
Limitations

There are currently areas of clinical uncertainty, especially surrounding the immaturity of the
survival data from DESTINY-Breast01: at the data-cut of 1 August 2019 (median duration of
follow-up 11.1 months [range, 0.7 to 19.9]) median OS had not been reached.®? Median PFS
in the DESTINY-Breast01 trial was 16.4 months (95% CI: 12.7, NE), and of note, several
studies in mBC patients have indicated that PFS correlates strongly with OS, including a

review of 144 studies involving more than 43,000 patients."">118

Another limitation is the lack of HRQoL data in patients who are receiving T-DXd; HRQoL
data are currently being collected as part of the on-going Phase IIl DESTINY-Breast02 study
(Section B.2.11). However, it should also be noted that improved PFS is considered to result

in a delay or prevention of the deterioration of QoL.3%3%
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Furthermore, since currently-available evidence for T-DXd in mBC is from the single group,
Phase Il study DESTINY-Breast01, there is uncertainty regarding the magnitude of benefit
compared with standard-of-care. However, the MAICs have provided evidence that the
efficacy observed with T-DXd appears to substantially exceed that of capecitabine,

vinorelbine and eribulin.

Overall, data from the Phase || DESTINY-Breast01 suggest that T-DXd is expected to result
in substantial improvements in health-related benefits. However, due to the clinical
uncertainty Daiichi Sankyo considers T-DXd for the treatment of adult patients with HER2+
u/mBC who have received two or more prior anti-HER2 therapies to be a candidate for the
CDF. It is anticipated that the CDF would provide the opportunity to address the clinical
uncertainty, while providing timely, managed patient access to an innovative and efficacious
treatment in this disease area of high unmet need. DESTINY-Breast02 (NCT03523585) is a
Phase lll, multicentre, randomised, open-label, active-controlled study of T-DXd versus
treatment of investigator's choice for HER2-positive, unresectable and/or metastatic BC
patients previously treated with T-DM1 (Section B.2.11)."%" This is a global study, with the
comparator arm (treatment of investigator's choice) being trastuzumab in addition to
capecitabine or lapatinib in addition to capecitabine, and therefore there are some limitations
regarding the relevance of the comparator arm to standard-of-care in England. However, it is
thought that the comparator arms of this study will be able to provide clinical evidence to

support a cost-effectiveness analysis for T-DXd.

The trial is currently ongoing and estimated primary completion date | | . Final
0S database lock is expected || Jll. Daiichi Sankyo would also anticipate a
complementary approach of CDF data collection from Public Health England via the SACT

dataset.

Additionally, Daiichi Sankyo has initiated a project to obtain real-world patient characteristics,
treatment patterns and outcomes in 3L HER2+ mBC. Public Health England’s (PHE) Cancer
Analysis System (CAS) will be used for this analysis. Daiichi Sankyo proposes to update and

provide NHS England/NICE with outputs of this study in order to inform CDF outcomes.

B.2.13.3 End-of-life criteria

NICE end-of-life status applies for the current appraisal (Table 66), as:
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e T-DXd is indicated for patients with a short life expectancy and high unmet need, with

evidence demonstrating that the life expectancy in patients with HER2+ mBC is

normally less than 24 months; and

e T-DXd has the prospect of offering an extension to life of more than 3 months versus

current treatment in the NHS.

Table 66: End-of-life criteria

Criterion

Data available

Reference in
submission
(section and page
number)

The treatment is
indicated for patients
with a short life
expectancy, normally
less than 24 months

Mean overall survival estimated in the cost-

effectiveness model is as follows:
e  Eribulin: 11.3 months

e Capecitabine: 12.8 months

e Vinorelbine: 12.8 months

Section B.3.3.1,
page 115

There is sufficient
evidence to indicate
that the treatment
offers an extension
to life, normally of at
least an additional

3 months, compared
with current NHS
treatment

Mean overall survival estimated in the cost-
effectiveness model for T-DXd is 56.4 months,
resulting in an estimated extension to life of
45.1, 43.5 and 43.5 months compared with
eribulin, capecitabine and vinorelbine,
respectively.

Section B.3.3.1,
page 115

Abbreviations: T-DXd, trastuzumab deruxtecan.
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B.3 Cost effectiveness

B.3.1 Published cost-effectiveness studies

A SLR was conducted to identify relevant economic evaluations of treatments for patients
with HER2+ mBC in the third-line or later line setting. A detailed description of the review

methods and results is reported in Appendix G.

Three studies from 5 publications were identified as eligible. Table 67 presents a summary

of the cost-effectiveness studies identified in the SLR.

A quality assessment of the identified studies is also presented in Appendix G.
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Table 67: Summary list of published cost-effectiveness studies

capecitabine
versus
capecitabine
monotherapy or
trastuzumab plus
capecitabine, in
women with
HER2+ mBC who
have received prior
treatment with
trastuzumab, from
the UK NHS
perspective.

Type of Model:
A ‘partitioned
survival analysis’
or ‘area-under-the
curve’ model

Time horizon:

All outcomes were
evaluated over a 5-
year time horizon
from the point of
entry into the
model
approximating a
lifetime projection.

Cycle length:

A daily cycle length
was employed.

anthracycline and a
taxane (for adjuvant
and/or metastatic
disease) and
trastuzumab (for
metastatic disease)
(NR)

free life-years = 0.664
Expected post-
progression life-years =
0.988

Expected overall life-
years = 1.652

Expected QALYs = 0.927

Capecitabine:

Expected progression-
free life-years = 0.428
Expected post-
progression life-years =
0.932

Expected overall life-
years = 1.360

Expected QALYs = 0.737

Incremental expected
progression-free life-
years (Lapatinib +
Capecitabine vs.
Capecitabine): 0.236
Incremental expected
post-progression life-
years (Lapatinib +
Capecitabine vs.
Capecitabine): 0.057
Incremental expected
overall life-years
(Lapatinib +

Capecitabine: 13,985
Incremental cost
(Lapatinib +
Capecitabine vs.
Capecitabine): 14,831

Study Cost Objective Summary of Patient population | QALYs (intervention, Costs (currency) ICER (per
year/ model characteristics comparator) (intervention, QALY gained)
currency (average age in comparator)

years)

Delea 2012'1° 2008/ To evaluate the Cost-utility analysis | Women with HER2+ | Lapatinib + Total cost in Pound (£) Cost per life-

Pound £ | cost-effectiveness (cost per QALY mBC previously Capecitabine: Lapatinib + year gained
of lapatinib plus reported) treated with an Expected progression- Capecitabine: 28,816 Lapatinib +

Capecitabine
Vs.
Capecitabine: £
50,772

Cost per QALY
gained
Lapatinib +
Capecitabine
vs.
Capecitabine: £
77,993

Note: * The
cost per QALY
gained with
Lapatinib +
Capecitabine
was £59,734
VS.
Capecitabine-
only when a
utility weight
equal to that of
a healthy
woman of the
same age
(0.85) was
assigned to
gains in life
expectancy with
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Capecitabine vs.
Capecitabine): 0.292
Incremental expected
QALYs (Lapatinib +
Capecitabine vs.
Capecitabine): 0.190

combination
therapy
consistent with
NICE advice for
evaluation of
life-extending
end-of-life
treatments.

Le 201620

2013/ US
dollar $

To identify the
general and
common Markov
models used in
modelling cost-
effectiveness for
advanced breast
cancer (ABC)
treatment and to
examine the
impact of using
different Markov
model structures
on cost-
effectiveness
results in the
context of a
combination
therapy of lapatinib
and capecitabine
for the treatment of
HER2+ ABC.

Cost-utility analysis
(cost per QALY
reported)

Type of Model:
Markov model
(State transition
probability model)

Time horizon: NR

Cycle length: All 4
models with a 1.5-
month cycle length

Patients with HER2+
advanced mBC
receiving 3-line
therapy (NR)

Markov model 1: Total
QALYs

Lapatinib + Capecitabine
=0.984

Capecitabine = 0.916

Markov model 2: Total
QALYs

Lapatinib + Capecitabine
=1.271

Capecitabine = 1.170

Markov model 3: Total
QALYs

Lapatinib + Capecitabine
=1.088

Capecitabine = 0.932

Markov model 4: Total
QALYs

Lapatinib + Capecitabine
=1.228

Capecitabine = 1.106

Markov averaging: Total
QALYs

Lapatinib + Capecitabine
=1.143

Capecitabine = 1.031

Markov model 1: Total
cost, $

Lapatinib + Capecitabine
=$132,796
Capecitabine = $98,671

Markov model 2: Total
cost, $

Lapatinib + Capecitabine
=$170,807
Capecitabine = $125,418

Markov model 3: Total
cost, $

Lapatinib + Capecitabine
= $149,588
Capecitabine = $102,108

Markov model 4: Total
cost, $

Lapatinib + Capecitabine
= $168,659
Capecitabine = $121,189

Markov averaging: Total
cost, $

Lapatinib + Capecitabine
= $155,463
Capecitabine = $111,846

Note:
Markov model 4: Stable-
disease health state

Markov model 1
(Lapatinib +
Capecitabine vs
Capecitabine):
495,800/QALY
Markov model 2
(Lapatinib +
Capecitabine vs
Capecitabine):
447,308/QALY
Markov model 3
(Lapatinib +
Capecitabine vs
Capecitabine):
303,909/QALY
Markov model 4
(Lapatinib +
Capecitabine vs
Capecitabine):
390,216/QALY
Markov
averaging
(Lapatinib +
Capecitabine vs
Capecitabine):
389,270/QALY
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(Estimated cost, $)
Lapatinib + Capecitabine
= 14,430 (Range
11,544-17,316)
Capecitabine Alone =
8414 (Range 6731—
10,097)

Markov model 2:
Respond-to-therapy
health state (Estimated
cost, $)

Lapatinib + Capecitabine
= 14,430 (Range
11,544-17,316)
Capecitabine Alone =
8414 (Range 6731—
10,097)

Markov models 1, 2, 3,
and 4: Disease-
progressing health state
(Estimated cost, $)
Lapatinib + Capecitabine
= 7260 (Range 11,544—
17,316)

Capecitabine Alone =
7606 (Range 6085—
9127)

Note: The estimated cost
in each health state was
assumed to vary within
620% of the average
costs

Source: Le QA, Hay JW.
Cost-effectiveness
analysis of lapatinib in
HER2-positive advanced
breast cancer. Cancer.
2009;115:489-98.
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Diaby 2020

2018/ US
dollar $

To simulate the
cost and
effectiveness
associated with
first-line THP,
followed by T-DM1
and lapatinib/
capecitabine for
patients newly
diagnosed with
HER2+ mBC in
Taiwan, compared
with three other
sequencing
modalities.

Cost utility analysis
(cost per QALY
reported)

Type of Model:
Markov model

Time horizon:
Lifetime

Cycle length:

Weekly cycles with
half-cycle
correction

Patients with HER2-
positive mBC
receiving 3rd-line
therapy (NR)

Sequence 3
(Trastuz/Docet > T-DM1
> Trastuz/Lapat): 1.275
QALYs

Sequence 4
(Trastuz/Docet >
Trastuz/Lapat >
Trastuz/Cape): 1.407
QALYs

Sequence 2 (THP >
Trastuz/Lapat >
Trastuz/Cape): 1.781
QALYs

Sequence 1 (THP >
TDM1 > Cape/Lapat):
1.808 QALYs

Incremental QALY vs.
Sequence 3
(Trastuz/Docet > T-DM1
> Trastuz/Lapat)
Sequence 4
(Trastuz/Docet >
Trastuz/Lapat >
Trastuz/Cape): 0.132
QALYs

Sequence 2 (THP >
Trastuz/Lapat >
Trastuz/Cape): 0.506
QALYs

Sequence 1 (THP >
TDM1 > Cape/Lapat):
0.534 QALYs

Sequence 3
(Trastuz/Docet > T-DM1
> Trastuz/Lapat):
$79,958.7

Sequence 4
(Trastuz/Docet >
Trastuz/Lapat >
Trastuz/Cape):
$88,392.98

Sequence 2 (THP >
Trastuz/Lapat >
Trastuz/Cape): $162,393
Sequence 1 (THP >
TDM1 > Capel/Lapat):
$164,211.4

Incremental costs vs.
Sequence 3
(Trastuz/Docet > T-DM1
> Trastuz/Lapat)
Sequence 4
(Trastuz/Docet >
Trastuz/Lapat >
Trastuz/Cape):
$8,434.28

Sequence 2 (THP >
Trastuz/Lapat >
Trastuz/Cape):
$82,434.33
Sequence 1 (THP >
TDM1 > Cape/Lapat):
$84,252.69

Incremental
cost
effectiveness vs
Sequence 3
(Trastuz/Docet
> T-DM1 >
Trastuz/Lapat)
Sequence 4
(Trastuz/Docet
> Trastuz/Lapat
>
Trastuz/Cape):
$63,887.71
Sequence 2
(THP >
Trastuz/Lapat >
Trastuz/Cape):
$162,919.8
Sequence 1
(THP > TDM1 >
Cape/Lapat):
$157,888.1

Abbreviations: HER2, human epidermal growth factor 2; ICER, incremental cost-effectiveness ratio; mBC, metastatic breast cancer; NHS, National Health Service; NR, not
reported; T-DM1, trastuzumab emtansine; THP, pertuzumab + trastuzumab + docetaxel; QALY's, quality-adjusted life years.
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B.3.2 Economic analysis

No existing economic evaluations of T-DXd were identified in the cost-effectiveness SLR
(Section B.3.1); it was therefore necessary to develop a de novo cost-effectiveness model.
The economic evaluation presented in the only previous NICE appraisal in third-line uBC or
mBC (TA423) was used to inform the de novo model’s structure, assumptions, and data

sources.*?

B.3.2.1 Patient population

The population considered in the analysis is individuals with HER2+, uBC, or mBC who have
received two or more prior anti-HER2 therapies. This is in line with the population considered
in DESTINY-Breast01 (the pivotal clinical trial; Section B.2.2), the anticipated marketing

authorisation and the final scope issued by NICE.

B.3.2.2 Model structure

The cost-effectiveness model is structured as a partitioned survival model with four health

states:

e Progression-free, on treatment
¢ Progression-free, off treatment
o Progressed

e Dead.

Figure 23 presents the model structure and the permitted flow of patients. All patients enter
the model in the ‘Progression-free, on treatment’ state and receive either T-DXd or a
comparator treatment. Individuals can either experience disease progression and transition
to the ‘Progressed’ state or discontinue treatment and transition to the ‘Progression-free, off-
treatment’ state. From the ‘Progression-free, off-treatment’ health state, individuals can
experience disease progression and transition to the ‘Progressed’ state. Patients can

transition to the ‘Dead’ state from any state in the model; this is an absorbing state.

The PFS curve is used to inform the proportion of individuals in the progression-free health
states over time. The time-to-discontinuation (TTD) curve is used to inform the number of
individuals who are in the progression-free on and off treatment states. The OS curve is
used to inform the proportion of individuals in the ‘Dead’ health state over time. Long-term

OS estimates are constrained by general population mortality informed by life tables for
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England and Wales;'? the probability of death in the model is prevented from falling below
that of the general population. In the survival extrapolations, the TTD curve is not permitted

to exceed the PFS curve®, and the PFS curve is not permitted to exceed the OS curve.

Figure 23: Model schematic

—

Progression-free Progression-free
on treatment off treatment

Progressed

Progression-based models are commonly used in economic analyses of oncology
treatments because they accurately reflect the progressive nature of the disease, and they
separate pre- and post-progression states, which in turn helps to capture differences in
patient utility before and after progression and clinical decisions to stop treatment on tumour

progression.

B.3.2.2.1 Time-horizon

The model considers a ‘lifetime’ time horizon. Given a starting age of 56 years, a time

horizon of 40 years is expected to adequately capture lifetime costs and outcomes.

B.3.2.2.2 Cycle length

A 1-week cycle length is used to adequately capture transitions and reflect changes in
health, while also allowing drug cycles to be appropriately costed. A 1-week cycle length
ensures that the model can consider the different dosing schedules across the comparator

arms, while also reflecting the trastuzumab deruxtecan 3-week dosing cycle. A half-cycle

3 In DESTINY-Breast 01, treatment with T-DXd was not permitted beyond progression.
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correction is applied using the life table method to account for uncertainty in the timing of

transitions within the cycle period®.

B.3.2.2.3 Discounting

In the base-case, a discount rate of 3.5% per annum is applied in line with current NICE
guidelines.'?® Discount rates for costs and health outcomes of 0% and 6% are explored in

scenario analyses.

B.3.2.2.4 Perspective

The analysis was conducted from the perspective of the NHS and personal social services
(PSS) in England and Wales, in line with current NICE guidelines.'? The analysis excludes

out-of-pocket expenses, carers’ costs, and lost productivity derived costs.

B.3.2.3 Features of the economic analysis

Table 68: Features of the economic analysis

Factor Previous Current appraisal
appraisals
TA423%t Chosen values Justification
Cycle length 3 weeks 1 week A 1-week cycle length was

chosen to allow for the different
treatment schedules of the
comparators in the model to be
accurately modelled

Perspective NHS and PSS NHS and PSS This approach is consistent with
previous models in mBC and is
in line with current NICE
guidelines*2

Model type Partitioned Partitioned survival analysis | This approach is consistent with
survival analysis previous models in mBC and
other oncology indications

Time horizon Lifetime Lifetime A lifetime horizon was selected
to capture all differences in
costs and outcomes between
treatments, as per the NICE
reference case.’?*

Source of Mixed model Progression-free and The trial utility data from TA423
utilities regression based progressed utility values were taken from a breast
on data from from TA423, adjusted for cancer population and
study 301 response rates as per the generated the utility increment
method in TA423. associated with response to

treatment. These values were
adjusted for response to reflect
the difference in treatment

4 Treatment costs are not half-cycle corrected, given that these costs are frequently incurred at the
beginning of a treatment cycle.
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Factor Previous Current appraisal
appraisals
TA423431 Chosen values Justification
Scenarios are presented efficacy between comparator
which use utility values treatments.
from Le et aI_ 120,125 121,126
Source of eMIT eMIT The sources of cost data are as
costs BNE BNE per the NICE methods guide.'
NHS reference NHS reference costs
costs PSSRU
PSSRU NICE Breast Cancer
NICE Breast Guidance, Marie Curie
Cancer Guidance, report
Marie Curie report

Abbreviations: BNF, British National Formulary; mBC, metastatic breast cancer; NHS, National Health Service;
NICE, National Institute for Health and Care Excellence; PSS, personal social services; PSSRU, Personal Social
Services Research Unit; TA, technology appraisal.

T Eribulin for treating local advanced or metastatic breast cancer after 2 or more chemotherapy regimens.

B.3.24 Intervention technology and comparators

The intervention modelled in the analysis is T-DXd at a dose of 5.4 mg/kg, administered

once per 21-day cycle.
The intervention is compared with the following comparators:

e Eribulin at a dose of 1.23 mg/kg on days one and eight of a 21-day cycle
o Capecitabine at a dose of 1,250 mg/m? twice daily for 14 days every 21-day cycle

¢ Vinorelbine at a dose of 60 mg/m? on days one and eight of a 21-day cycle.

The intervention and comparators in the analysis are those listed in the NICE scope.'?
Although the NICE scope states that eribulin is a comparator only in patients who have
received two or more prior chemotherapies, clinical experts at an advisory board conducted
in August 2020 confirmed that all patients eligible for treatment with T-DXd would have
received two or more prior chemotherapies (i.e. eribulin is a relevant comparator in the full

modelled population).®

B.3.3 Clinical parameters and variables

The principal source of data used to inform the analysis is the DESTINY-Breast01 clinical

trial. Patient level-data were used to inform the following outcomes for T-DXd:

e Extrapolation of TTD
e Extrapolation of PFS
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e Extrapolation of OS

e Adverse event (AE) durations and frequencies.
Given that DESTINY-Breast01 is a single group trial, unanchored MAICs have been used to
inform comparisons against eribulin, capecitabine and vinorelbine (Section B.2.9). For both
eribulin and capecitabine, there were multiple studies available. Of the four eribulin studies
available, the Cortes (2011) study was chosen as the model base-case as this was the
publication of the pivotal EMBRACE trial and was presented as the primary source of
evidence in TA423.8* Of the two available capecitabine studies, the Fumoleau (2004) study
was chosen as the base-case as it was the most recent of the two studies and better
outcomes were observed in this study, resulting in a conservative estimate of cost-
effectiveness for T-DXd.? Only the Sim (2019) study was available to inform the comparison
against vinorelbine®?; however, clinical experts at the August advisory board advised that the
OS observed in Sim 2019 (18.9 months) is not plausible following PFS of 12 weeks, and is
likely driven by the use of post-progression therapies (see also Section B.3.3.1.2).%° Given
that vinorelbine is associated with similar or worse PFS compared with capecitabine, OS for
vinorelbine is assumed to be equivalent to OS for capecitabine; further details are provided
in Section B.3.3.1.2.

Kaplan-Meier data for TTD, PFS and OS from DESTINY-Breast01 are presented in Figure
24.
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Figure 24: T-DXd OS, PFS and TTD, DESTINY-Breast01
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Abbreviations: OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TTD, time-
to-discontinuation.

As PFS data for T-DXd are relatively mature, parametric survival curves are generated for T-
DXd and HRs from the MAICs are applied to generate outcomes for the model comparators.
TTD data for T-DXd are also relatively mature; however, no KM data are available for the
model comparators. Parametric survival curves are therefore generated for T-DXd, with
treatment to progression assumed for the model comparators; scenario analyses consider

alternative assumptions (see Section B.3.3.3).

OS data are less mature, with a KM estimator of approximately 80% patients alive at the last
data cut. Predictions of long-term OS for T-DXd are generated by applying a HR to third-line
data for a HER2-targeted treatment (T-DM1) with longer follow-up than observed in
DESTINY-Breast01. OS for comparator treatments is estimated by fitting parametric survival
curves to the digitized KM data from the relevant studies. For completeness, a scenario is
performed in which OS for T-DXd is generated by applying the HR from the MAIC vs. Cortes

2011 (B.2.9¢<) to the survival curve for eribulin; see Appendix O for further details.

Outcomes were extrapolated beyond the trial period using parametric survival techniques
consistent with NICE DSU TSD 14."?7All statistical models used in the base-case are

presented in Appendix O.
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B.3.3.1 Extrapolation of OS

OS data in DESTINY-Breast01 are considered prohibitively immature for informative
parametric modelling (Figure 24). Given a lack of mature data, a reasonable approach to
extrapolating OS is to apply a HR to OS for existing therapies with similar mechanisms of

action in similar patient populations.

As the comparators in scope (eribulin, capecitabine and vinorelbine) are not HER2-targeting
agents, there are concerns over whether these would be appropriate analogues to inform the
extrapolation of OS for T-DXd. According to clinical experts, it is expected that OS for
HER2+ mBC patients treated with T-DXd would be more similar to that seen with other
HER2-targeting agents (trastuzumab emtansine, trastuzumab, pertuzumab)?:8%128 than to

OS for non-targeted chemotherapies (eribulin, capecitabine, vinorelbine).

OS data for trastuzumab emtansine (TH3RESA in 3L, EMILIA in 2L) and for trastuzumab
and pertuzumab chemotherapy in 1L (CLEOPATRA) indicated that a substantial proportion
of patients demonstrate long-term survival; the OS KM curves show more of a ‘tail’ in long-

term follow up compared to the OS data available for eribulin, capecitabine and vinorelbine.

Additional translational research to link the mechanism of action to potential impact on long
term overall survival is not available; however, in the published literature there are
hypotheses on HER2-targeting mediated effects, including immune responses,'?° that could
significantly improve long term survival in HER2+ breast cancer compared to non-HER2-

targeting therapies.

As clinical experts stated that long term survival for T-DXd would be better informed by other
HER2-targeting therapies, predictions of long-term OS for T-DXd are generated by applying
a HR to third-line data for a HER2-targeted treatment (T-DM1) with longer follow-up than
observed in DESTINY-Breast01; the TH3RESA data for T-DM1 was considered the most

relevant due to similarities in mechanism of action and line of therapy.

OS for eribulin and capecitabine is estimated by fitting parametric survival curves to the
digitized KM data from the relevant studies; given that available OS data for vinorelbine were
not considered plausible or reflective of survival outcomes in UK patients in this setting by
clinical experts at the August advisory board and PFS estimates for vinorelbine were similar
to/lower than for capecitabine, OS for vinorelbine was assumed equivalent to that for

capecitabine (see Section B.3.3.1.2).
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B.3.3.1.1 T-DXd

In UK clinical practice, T-DM1 is the standard-of-care for second-line HER2-positive patients,
and is recommended by NICE for treating HER2-positive, unresectable, locally advanced or
metastatic breast cancer in adults who previously received trastuzumab and a taxane,
separately or in combination.*?'2* To inform the submission to NICE, the company submitted
evidence for T-DM1 in both second-line and third-line settings, with the third-line evidence
informed by the TH3RESA trial.

In the model base-case, OS for T-DXd is modelled by applying HR to the extrapolated OS
curve from TH3RESA; the KM for T-DM1 from TH3RESA is presented in Figure 25.3°

Figure 25: T-DM1 OS, TH3RESA
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Abbreviations: OS, overall survival; T-DM1, trastuzumab emtansine

Given that T-DXd and T-DM1 are both HER2-targeted therapies and are both ADCs
including a trastuzumab-like antibody, long-term survival for T-DXd is expected to be more
comparable to T-DM1 than to eribulin, vinorelbine or capecitabine. Clinical experts at the
August advisory board confirmed that the shape of the T-DXd OS curve is expected to more
closely reflect the shape of the T-DM1 curve than that of the model comparators;

additionally, clinical experts engaged in previous discussions noted that:
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e Comparing targeted therapies (i.e. T-DXd) against non-targeted therapies (i.e. eribulin,
capecitabine and vinorelbine) may mean that assuming proportional hazards is not
reasonable; one of the clinical experts independently suggested the use of TH3RESA

as a ‘control’ arm to apply a HR to
e |tis reasonable to expect a ‘tail' in T-DXd OS, as observed for T-DM1.

The model diagnostics for the extrapolation of the TH3RESA data are shown in Table 69. A
HR was generated for T-DXd vs. T-DM1 using a Cox proportional hazards model (Table 70).

Table 69: Model diagnostics, TH3RESA, OS

Model AlC BIC

Exponential 939.05 943.05
Weibull 921.90 929.90
Log-normal 935.65 943.65
Log-logistic* 917.34 925.35
Gompertz 932.01 940.01
Generalised gamma 922.01 934.01

Abbreviations: AIC, Akaike information criterion; BIC, Bayesian information criterion; OS, overall survival.
* Lowest AIC/BIC scores.

Table 70: OS HR vs. T-DM1

Treatment Hazard ratio | Standard error P>z 95% ClI (lower) | 95% CI (upper)

T-DXd b0 b b0 b booo

Abbreviations: Cl, confidence interval; HR, hazard ratio; OS, overall survival; s.e, standard error; T-DM1,
trastuzumab emtansine’ T-DXd, trastuzumab deruxtecan

The resulting extrapolations of T-DXd OS in Figure 26 were presented to UK clinical experts
at the August advisory board®®; the Weibull and generalised gamma distributions were
considered to be most plausible. Both distributions were compared against KM data for
other HER2-targetd therapies: T-DM1 in the TH3RESA trial, and T-DM1 and lapatinib plus
capecitabine in the EMILIA trial (Figure 27). The generalised gamma distribution was
considered to better reflect the shape of the OS curve observed for other HER2-targeted
therapies, and was selected for the model base-case; the extrapolation of T-DM1 OS
assuming the generalised gamma distribution is presented in Figure 28. All distributions

were considered in scenario analyses.
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Figure 26: T-DXd OS extrapolations (HR applied to T-DM1)

Abbreviations: KM, Kaplan Meier; OS, overall survival; T-DM1, trastuzumab emtansine

Figure 27: Comparison of OS extrapolations vs. other HER2-targeted therapies

Abbreviations: KM, Kaplan-Meier; OS, overall survival.
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Figure 28: Base-case OS extrapolation, T-DM1

Abbreviations: KM, Kaplan Meier; OS, overall survival.

B.3.3.1.2 Comparators

Overall survival for eribulin and capecitabine were extrapolated from digitized KM data

published in studies by Cortes and Fumoleau, respectively.

On review of the available comparator publications, the OS data provided in the only
identified vinorelbine publication®? providing KM data to inform the MAICs was identified to
provide highly inconsistent results versus current OS reported in this patient population.
Further, reported OS seen in this study is inconsistent when considering observed PFS, and

as compared with comparator PFS:OS ratios (Table 71).

Table 71: Ratio of PFS to OS

Comparator Study Median OS Median PFS Ratio of OS to
(months) (months) PFS
Eribulin Cortes 2011 13.2 3.7 3.6
Barni 2019 10.1 3.2 3.2
Cortes 2010 10.4 2.6 4.0
Gamucci 2014 14.3 4.4 3.3
Capecitabine Fumoleau 2004 15.2 4.9 3.1
Blum 2001 12.2 3.2 3.8
Vinorelbine Sim 2019 18.9 2.8 6.8

Abbreviations: OS, overall survival, PFS; progression-free survival

UK clinical expert opinion was sought at an advisory board regarding this study®®; no clinical
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expert was previously aware of this data, and they perceived the reported OS to lack face
validity, with expected OS in a UK patient population to be lower. It was anticipated that the
reported OS in this study may be driven by subsequent therapies, not reported in the
publication and not funded in the UK. Given the highlighted issues and in order to inform
economic modelling, vinorelbine OS is assumed to be equal to that of capecitabine OS; this
is considered reasonable, given that vinorelbine is associated with similar/lower PFS
compared to capecitabine (Figure 29). This approach is consistent with clinical expert
expectation regarding survival of UK patients and no identified clinical consensus or
guideline which proposes use of one therapy in place of the other due to published clinical

data.

Figure 29: PFS for capecitabine and vinorelbine
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Parametric survival curves were fit to the data for eribulin and capecitabine and used to
extrapolate beyond the trial period. All distributions for each comparator are presented in
Figure 30 and Figure 31. In the base-case, the distribution for eribulin was selected that
gave the most clinically plausible outcomes in T-DXd when a HR vs. eribulin was applied in
a scenario analysis (see Appendix O). In the capecitabine arm, the distribution with the
lowest AIC/BIC was chosen. The generalised gamma and Gompertz distributions were
therefore selected for eribulin and capecitabine, respectively. Model diagnostics are

presented in Table 72 and Table 73 and all distributions are presented in scenario analyses.
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Figure 30: OS extrapolations, eribulin (Cortes 2011)

Abbreviations: KM, Kaplan Meier; OS, overall survival

Figure 31: OS extrapolations, capecitabine (Fumoleau 2004)

Abbreviations: KM, Kaplan Meier; OS, overall survival

Table 72: Model diagnostics, eribulin

Model AIC BIC
Eribulin
Exponential 1088.95 1093.18

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 122 of 183



Model AlC BIC

Weibull 1022.60 1031.06
Log-normal 1023.71 1032.17
Log-logistic 1017.85 1026.31
Gompertz 1049.83 1058.29
Generalised gamma* 1019.14 1031.83

Table 73: Model diagnostisics, capecitabine

Model AlIC BIC
Exponential 333.73 336.57
Weibull 332.48 338.15
Log-normal 348.73 354.40
Log-logistic 339.42 345.09
Gompertz* 329.83 335.51
Generalised gamma 331.61 340.12

Abbreviations: AIC, Akaike information criterion; BIC, Bayesian information criterion.

*Base-case.

B.3.3.1.3 Life tables

Age- and gender-specific probabilities of death were taken from published national life tables
for England and Wales, using data for 2019."?? Life tables are used in the model to ensure
the weekly probability of mortality never falls below that of the general population. A mean

baseline age of 56 years was assumed, to align with DESTINY-Breast01.

B.3.3.2 Extrapolation of PFS
Median PFS was 16.34 months in T-DXd patients in DESTINY-Breast01. Model diagnostics

for alternative survival distributions are presented in Table 74. The extrapolations shown in
Figure 32 were presented to UK clinical experts at the August advisory board;*® the
Gompertz and generalised gamma distributions were considered to generate clinically
implausible extrapolations, and so were removed from consideration. Of the remaining
distributions, the log-normal distribution was associated with the lowest Akaike information
criterion (AlIC) and Bayesian information criterion (BIC), and so was selected in the model

base-case. Other survival distributions are considered in scenario analyses.
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Figure 32: PFS, T-DXd

Table 74: Model diagnostics, PFS - T-DXd

Model AlC BIC

Exponential 298.88 302.09
Weibull 288.11 294 .54
Log-normal* 283.55 289.98
Log-logistic 286.76 293.19
Gompertz 293.85 300.28
Gen. gamma 284.84 294 .48

Abbreviations: AIC, Akaike information criterion; BIC, Bayesian information criterion; PFS, progression free
survival; T-DXd, trastuzumab deruxtecan.

*Lowest AIC/BIC scores.

MAICs were conducted (Section B.2.9) for all relevant comparators and HRs were applied to
the T-DXd extrapolated survival curve. Table 75 presents the HRs from the MAICs for each

model comparator.
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Table 75: PFS HRs

Comparator Study HR (95% CI)
Eribulin EMBRACE (Cortes 2011)* 0.21 (0.15, 0.28)
Barni 2019 0.08 (0.05, 0.13)
Cortes 2010 0.13 (0.10, 0.18)
Gamucci 2014 0.11 (0.06, 0.17)
Capecitabine Fumoleau 2004* 0.20 (0.12, 0.37)
Blum 2001 0.16 (0.11, 0.23)
Vinorelbine Sim 2019 0.15(0.10, 0.22)

Abbreviations: ClI; confidence interval; HR, hazard ratio; PFS, progression free survival.
*Model base-case

Figure 33 presents the extrapolated survival curves for each comparator in the model, given

the base-case HRs presented in Table 75 and assuming a log-normal distribution.

Figure 33: PFS, all comparators

Abbreviations: PFS, progression free survival; T-DXd, trastuzumab deruxtecan.

B.3.3.3 Extrapolation of TTD
Median TTD was 10.59 months in T-DXd patients in DESTINY-Breast01. Model diagnostics

for alternative survival distributions are presented in Table 76. The extrapolations shown in

Figure 34 were presented to UK clinical experts at the August advisory board.*® Graphically,
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two groups of curves were present: one group (log-normal, log-logistic, generalised gamma,
exponential) which implies that a proportion of patients would remain on treatment beyond 5
years; and a second group of curves (Gompertz and Weibull) where all patients would
discontinue by 5 years. In discussion with clinical experts, it was confirmed that there are
some patients who would remain on treatment beyond 5 years, but it was unclear which of
the two groups of curves best represented the experience of the overall group of patients.
The exponential distribution was therefore selected in the base-case, given that this is the
lowest of the first group of curves, and therefore may be considered an approximate
midpoint between the two groups. Other survival distributions are considered in scenario

analyses.

Figure 34: TTD, T-DXd

Abbreviations: KM, Kaplan Meier; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation

Table 76: Model diagnostics, TTD - T-DXd

Model AlC BIC

Exponential 438.36 441.58
Weibull 426.65 433.08
Log-normal* 419.52 425.95
Log-logistic 422.01 428.44
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Model AlC BIC

Gompertz 434.86 441.29

Gen. gamma 421.48 431.13

Abbreviations: AIC, Akaike information criterion; BIC, Bayesian information criterion; TTD, time-to-discontinuation
*Lowest AIC/BIC scores.

TTD KM data were not available for eribulin, capecitabine or vinorelbine. In the base-case,
treatment to progression was assumed for these comparators. A scenario is considered in
which a HR is applied to the T-DXd curve such that each curve passes through the observed
median TTD in each study. The estimated HR for each study is presented in Table 77. No
median TTD was available from the Sim study in vinorelbine, and so treatment to

progression was assumed in all scenarios.
Treatment to progression was assumed in the base-case because:

e Applying a HR to TTD data for T-DXd quickly results in the estimated TTD curve
crossing the PFS curve; functionality is included in the model to correct for this (i.e. to
prevent TTD from exceeding PFS), however, this suggests that the assumption of
proportional hazards between T-DXd and the relevant comparators is not valid for
TTD.

e PFS for the modelled comparators is relatively short; it is therefore unlikely that
discontinuation and progression would occur on different follow-up visits in an NHS

setting.

Table 77: TTD HRs (estimated)

Comparator Study Observed HR
median TTD

Eribulin EMBRACE (Cortes 2011)* 3.90 2.50
Barni 2019 2.76 3.96

Cortes 2010 2.76 3.51

Gamucci 2014 3.45 2.85

Capecitabine Fumoleau 2004* 4.10 2.57
Blum 2001 3.20 3.41

Vinorelbine Sim 2019 N/A N/A

Abbreviations: HR, hazard ratio; n/a; not applicable; TTD, time to discontinuation.
*model base-case.
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Figure 35: TTD, all comparators

Abbreviations: SoC, standard-of-care; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation.

B.3.3.4 HER2+ efficacy adjustment

In DESTINY-Breast01, all patients in the trial had HER2+ disease, while several comparator
studies included a mix of HER2+ and HER2- patients. Two studies were identified that have
assessed the difference in survival outcomes between patients with HER2+ and HER2—-
disease.® 31 Barni et al. conducted a retrospective cohort study of mBC patients who
received eribulin at 39 oncology centres in Italy; no statistically significant difference was
observed in either OS or PFS between those with HER2+ and HER2- disease. Lv et al.
retrospectively compared clinical outcomes of HER2+ patients with or without trastuzumab
vs. HER2- patients treated at six cancer centres in China. Patients were matched on age,
histology, tumour grade, tumour/node/metastasis (TNM) stage, HR expression status, initial
metastasis location, metastasis number, and treatment regimen. HER2+ patients without
trastuzumab experienced poorer OS outcomes when compared with HER2— patients (HR:
1.843, 95% C.1.:1.325 — 2.564)."%

HER2+ disease is a more agressive phenotype than HER2- disease and has traditionally

been associated with poorer outcomes.'3? With the introduction of HER2-targeted therapies,
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outcomes in this subgroup are improving. However, in this indication, patients treated in the
NHS do not have HER2-targeted treatment options and therefore poorer survival when
treated with non-targeted therapies are expected. At the August advisory board, clinical
experts advised that outcomes in patients with HER2+ disease are expected to be worse
than in those with HER2- disease.*® The HR reported by Lv et al was therefore used to
adjust OS and PFS estimates in studies which included HER2- patients. In the absence of
other data, the same HR was assumed for both OS and PFS; a scenario is considered in

which no adjustment is made for HER2 status.

The proportions of patients who had HER2+ disease in each study are presented in Table
78. In the base-case, the model uses the proportions from Cortes 2011 (EMBRACE) and
Fumoleau for eribulin and capecitabine patients, respectively. Where the survival curves are
generated from different studies in scenario analyses (Section B.3.3.1), the proportion from
the corresponding study is used. Where there were no data available on HER2 status, 20%
of patients were assumed to be HER2+, in line with the proportion observed in clinical

practice.”

Table 78: Proportion of patients with HER2+ disease

Treatment Study Proportion of patients
HER2+
Eribulin EMBRACE (Cortes 2011) 17.80%
Barni 2019 100.00%
Cortes 2010 11.00%
Gamucci 2014 21.10%
Capecitabine Fumoleau 2004* 20.00%
Blum 2001* 20.00%
Vinorelbine Sim 2019 100.00%

Abbreviations: HER2, human epidermal growth factor receptor 2.
*HER?2 status not reported; 20% HER2-positive patient population is assumed.

Table 79: HER2+ efficacy adjustment HRs

Comparator HER2+ adjustment HR, OS HER2+ adjustment HR, PFS
Eribulin 1.69 1.69
Capecitabine 1.67 1.67

Vinorelbine N/A 1

Abbreviations: HER2, human epidermal growth factor receptor 2; HR, hazard ratio; OS, overall survival; PFS,

progression-free survival.
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B.3.3.5 Adverse events

All grade three and above adverse events that occurred in at least 5% of patients were
included for each comparator from the respective studies. In addition, any adverse events
listed as AEs of special interest in the DESTINY-Breast01 clinical study report or deemed of
clinical importance by clinicians were also included. ILD, LVEF decrease, QT prolongation,
and infusion-related reactions have been identified as adverse events of special interest in
the DESTINY-Breast01 CSR.%¢

AE numbers were assessed during the safety period of DESTINY-Breast01, from Day 1
through to the end of treatment visit or 30-days after the last study treatment, whichever was
later. AEs have not been extrapolated beyond the safety period and all costs and quality-
adjusted life years (QALY) losses associated with AEs are assumed to occur in the first

cycle of the model.
The AE inputs used in the T-DXd arm of the model are presented in Table 80.

Table 80: Adverse events, T-DXd

Pre-matched cohort (N = 184 Number of | Proportion Events Proportion of
events resulting in events
hospitalisation resulting in
hospitalisation
Neutrophil count decreased 38 20.56% 0 0.00%
Anaemia 28 15.56% 2 7.14%
Neutropenia 37 20.56% 1 2.70%
Nausea 16 8.33% 4 25.00%
Fatigue 15 7.78% 0 0.00%
White blood cell count decreased 11 6.11% 0 0.00%
Dyspnoea 3 1.67% 0 0.00%
Febrile neutropenia 3 1.67% 0 0.00%
Electrocardiogram QT prolonged 3 1.67% 0 0.00%
Interstitial lung disease 2 1.11% 2 100.00%
Ejection fraction decreased 1 0.56% 0 0.00%
Pneumonitis 1 0.56% 1 100.00%
Vomiting 0 0.00% 0 0.00%

Abbreviations: T-DXd, trastuzumab deruxtecan

In the eribulin arm of the model, adverse event frequencies were taken as a weighted
average from all of the studies considered in the model that reported information on adverse

events. The proportion of AEs in each study was reweighed to reflect the size of the patient
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population. AE data were not available from the Gamucci study. Data were not available on
the AEs that resulted in hospitalisation from the Cortes 2010 or Barni studies, therefore the
same proportion of AEs resulting in hospitalisation from DESTINY-Breast01 was assumed.
For AEs that did not occur in DESTINY-Breast01, a 0% hospitalisation rate was

conservatively assumed. AE frequencies are presented in Table 81.

Table 81: Adverse events, eribulin

Adverse event Proportion | Proportion Proportion Weighted
of patients | of patients | of patients — | proportion
— Cortes — Barni Cortes 2010
2011 2019 n=291
(EMBRACE) n=574
n=503

Neutrophil count decreased 0.00% 0.00% 0.00% 0.00%
Anaemia 1.99% 0.06% 0.15% 0.79%
Neutropenia 14.51% 0.33% 1.46% 5.78%
Nausea 1.19% 0.07% 0.41% 0.55%
Fatigue** 1.90% 0.00% 0.00% 0.70%
White blood cell count decreased* 4.17% 0.00% 0.00% 1.53%
Dyspnoea 3.38% 0.00% 0.00% 1.24%
Febrile neutropenia 1.60% 0.00% 0.00% 0.59%
Electrocardiogram QT prolonged 0.00% 0.00% 0.00% 0.00%
Interstitial lung disease 0.00% 0.00% 0.00% 0.00%
Ejection fraction decreased 0.00% 0.00% 0.00% 0.00%
Pneumonitis 0.00% 0.00% 0.00% 0.00%
Vomiting 0.00% 0.00% 0.00% 0.00%
Palmar-Plantar Erythro-Dysaesthesia 6.10% 0.00% 0.00% 2.24%
Syndrome

*Reported as 'Leucopenia’/'Leukopenia’
** Fatigue and/or asthenia
*** Reported as 'Peripheral neuropathy' in EMBRACE

In the capecitabine arm of the model, adverse event frequencies were taken from the data
reported in the Blum study only as data were not available from Fumoleau (Table 82).% Data
were not available on the AEs that resulted in hospitalisation, therefore the same proportion
of AEs resulting in hospitalisation from DESTINY-Breast01 was assumed. For AEs that did

not occur in DESTINY-Breast01, a 0% hospitalisation rate was conservatively assumed.

Table 82: Adverse events, capecitabine
Adverse event Number of events Proportion of patients

Neutrophil count decreased 0 0.0%
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Adverse event

Number of events

Proportion of patients

Anaemia 0 0.0%
Neutropenia 1 1.4%
Nausea 7 9.5%
Fatigue* 6 8.1%
White blood cell count decreased 0 0.0%
Dyspnoea 0 0.0%
Febrile neutropenia 0 0.0%
Electrocardiogram QT prolonged 0 0.0%
Interstitial lung disease 0 0.0%
Ejection fraction decreased 0 0.0%
Pneumonitis 0 0.0%
Vomiting 0 0.00%
Diarrhoea 14 18.92%
Palmar-Plantar Erythro-Dysaesthesia Syndrome 16 21.62%
Dehydration 5 6.8%
Stomatitis 9 12.2%

* Fatigue and/or asthenia

In the vinorelbine arm of the model, adverse event frequencies were taken from the data

reported in the Sim study and are presented in Table 83.82 Data were not available on the

AEs that resulted in hospitalisation, therefore the same proportion of AEs resulting in

hospitalisation from DESTINY-Breast01 was assumed. For AEs that did not occur in

DESTINY-Breast01, a 0% hospitalisation rate was conservatively assumed.

Table 83: Adverse events, vinorelbine

Adverse event

Number of events

Proportion of patients

Neutrophil count decreased 0 0.0%
Anaemia 4 5.4%
Neutropenia 45 60.8%
Nausea 0 0.0%
Fatigue* 2 2.7%
White blood cell count decreased 0 0.0%
Dyspnoea 0 0.0%
Febrile neutropenia 5 6.8%
Electrocardiogram QT prolonged 0 0.0%
Interstitial lung disease 0 0.0%
Ejection fraction decreased 0 0.0%

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved

Page 132 of 183




Adverse event Number of events Proportion of patients
Pneumonitis 1 1.4%

Vomiting 0 0.00%
Abdominal pain 12 16.22%

B.3.4 Measurement and valuation of health effects

B.3.4.1 Health-related quality-of-life data from clinical trials

HRQoL data were not collected in DESTINY-Breast01.

B.3.4.2 Mapping

HRQoL data were identified from the published literature; there was no requirement for

mapping.

B.3.4.3 Health-related quality-of-life studies

A SLR to identify relevant HRQoL (utilities) studies was conducted. See Appendix H for full
details of the methods of the SLR and the identified studies. The SLR identified 6 studies
from 7 publications. An overview of the study details and results from included utility studies,

together with the quality assessments, are presented in Appendix H.

B.3.44 Adverse reactions

The impact of AEs on HRQoL is captured as a one-off QALY loss in the first cycle of the
model. The AE frequencies from the relevant studies for each comparator (see Section
B.3.3.5), the durations of each AE reported in DESTINY-Breast01 and disutilities sourced
from the literature were used to calculate a one-off QALY loss for each treatment. Where
available, AE disultilities were taken directly from Hudgens et al., a health-related quality of
life study in patients with locally advanced or metastatic breast cancer treated with eribulin or
capecitabine.'® For AEs that were not reported in the study by Hudgens et al., AE disutilities
were sourced from alternative published studies. The AE disutilities and durations used in

the model are presented in Table 84.

Table 84: AE disutilities

AE Disutility Source AE duration QALY
(days) decrement
Neutrophil count decreased 0.0070 Hudgens et al. 40.10 0.0008
Anaemia 0.0100 Hudgens et al. 42.90 0.0012
Neutropenia 0.0070 Hudgens et al. 40.10 0.0008

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 133 of 183



AE Disutility Source AE duration QALY
(days) decrement
Nausea 0.0210 Hudgens et al. 36.20 0.0021
Fatigue 0.0290 Hudgens et al. 58.30 0.0046
White blood cell count decreased 0.0030 Hudgens et al. 42.20 0.0003
Dyspnoea 0.0270 Hudgens et al. 9.6 0.0009
Febrile neutropenia 0.0120 Hudgens et al. 7 0.0002
Electrocardiogram QT prolonged 0.0000 Lach|a1i£14e et 31.40 0.0000
al.
Interstitial lung disease 0.1700 Doyle et al.'%5 51.10 0.0238
Ejection fraction decreased 0.0590 Sanﬂf;g et 31.00 0.0050
a
Pneumonitist 0.1700 Doyle et al.'35 51.10 0.0238
Vomiting 0.1030 Lloyd et al'3 13.70 0.0039
Diarrhoea 0.0060 TA423 17.00 0.0003
0.1160 Shlomai et 14.00 0.0044
PPE als8
Dehydrationt 0.0060 TA423 17.00 0.0003
Stomatitis 0.1510 TA250 10.00 0.0041
Abdominal paint 0.0060 TA423 17.00 0.0003
Peripheral neuropathy 0.0140 TA423 40.10 0.0015

Abbreviations: AE, adverse event; QALY, quality-adjusted life year; PPE, palmar-plantar erythrodysesthesia

syndrome.

1 Another term for Interstitial lung disease

I Assumed equal to diarrhoea

The total QALY loss for each treatment arm in the model is presented in Table 85.

Table 85: Total QALY loss

Treatment QALY loss
T-DXd 0.0013
Blended SoC 0.0006
Eribulin 0.0003
Capecitabine 0.0006
Vinorelbine 0.0006

Abbreviations: QALY, quality-adjusted life year; SoC, standard-of-care; T-DXd, trastuzumab deruxtecan.

B.3.4.5
analysis

Health-related quality-of-life data used in the cost-effectiveness

In TA423, progression free, on-treatment utility values were calculated as a function of

objective response rate (ORR; defined as patients experiencing a best overall response of

complete response or partial response) and adverse event rates from the eribulin and
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treatment of physician’s choice (TPC) arms of the EMBRACE clinical trial. In the current
model, costs and utility impact of adverse events are modelled in the first cycle only; health
state utility values used in the analysis therefore incorporate response only, and adverse

event disutilities are modelled separately.

The calculation of progression-free, on-treatment utility values is presented in Table 86. The
baseline utility value (0.704), tumour response utility value (0.780) and the incremental utility
of response (0.076) were taken from TA423, and progression free, on-treatment utility values
were calculated for each treatment using ORR. The ORR from DESTINY-Breast01 (60.9%)
was used for T-DXd,%? and ORR values from the MAIC were used for each comparator (see
Section B.2.9).

Table 86: Progression-free, on-treatment utility values

Eribulin Capecitabine Vinorelbine T-DXd
Baseline 0.704 0.704 0.704 0.704
Tumour 0.780 0.780 0.780 0.780
response
Incremental 0.076 0.076 0.076 0.076
utility of
response
Tumour Cortes (2011): Fumoleau: 19.0% 31.6% 60.9%
response rate 14.0% Blum: 22.5%
Barni: 17.2%
Cortes (2010):
10.0%
Gamucci: 26.0%
Progression Cortes (2011): Fumoleau: 0.718 0.728 0.750
free, on 0.715 Blum: 0.721
treatment utility Barni: 0.717
value 1 Cortes (2010):
0.712
Gamucci: 0.724

Abbreviations: SoC, standard-of-care; T-DXd, trastuzumab deruxtecan.
1 Progression free, on treatment utility = baseline + ORR * incremental utility of response
¥Base-case

In the base-case, the progression-free, off treatment utility value is equal to the ‘baseline’
utility value in Table 86 (0.704). The progressed disease utility value was aligned with the
committee’s comments from TA423. In TA423, the ERG stated that the value used by the
company for progressed disease (0.679) was unrealistic as it did not represent a large
enough drop in utility after patients experienced disease progression, and proposed a value

of 0.496 from Lloyd et al.”*” The committee stated that the true utility value was likely
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somewhere between the company and ERG value, as clinicians stated that the drop-off in
utility was likely smaller than suggested by the ERG’s recommendation. Therefore, in the
base-case, the average from TA423 of the company and ERG values for progressed
disease (0.598) is used. Scenarios are presented which model progressed disease
assuming each of the ERG and company’s proposed values for progressed disease from
TA423.

An additional scenario analysis is included using utility values presented by Le et al. (Table
87), a simulation study assessing the cost effectiveness of lapatinib and capecitabine for

HER2+ advanced breast cancer.'?

Table 87: Utility value scenario, Le et al.

Health state Utility value
Progression-free (all health states and comparators) 0.700
Progressed disease 0.500

B.3.4.5.1 General population utility

Age-specific utility multipliers are derived based on the relationship between age and utility
values observed in the general population. The following relationship is presented by Ara

and Brazier:'%

General population EQ — 5D
= 0.9508566 + 0.0212126 * male — 0.0002587 * age — 0.0000332 * age?

Health state utility values identified in the published literature are assumed to apply at the
start of the model; for every year subsequent to this, a multiplier is applied based on the ratio
between the general population utility values for current age and starting age. The baseline

starting age in the model, based on DESTINY-Breast01 data, is 56 years.

B.3.4.6 Summary of utility values for cost-effectiveness analysis

Table 88: Summary of utility values for cost-effectiveness analysis

State Utility value: mean | 95% confidence Justification
(standard error) interval

Progression-free, 0.750 0.68, 0.83 Derived from the 3L mBC
T-DXd submission TA423
Progression-free, 0.713 0.64,0.78 Derived from the 3L mBC
eribulin submission TA423
Progression-free, 0.725 0.65, 0.80 Derived from the 3L mBC
capecitabine submission TA423
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State Utility value: mean | 95% confidence Justification
(standard error) interval
Progression-free, 0.717 0.64, 0.79 Derived from the 3L mBC
vinorelbine submission TA423
Progression-free, 0.713 0.64,0.78 Derived from the 3L mBC
blended SoC submission TA423
Progression-free, 0.704 0.63,0.77 Derived from the 3L mBC
off treatment submission TA423
Progressed 0.588 0.53, 0.65 Derived from the 3L mBC
submission TA423

Abbreviations: mBC, metastatic breast cancer; 3L, third line; T-DXd, trastuzumab deruxtecan

B.3.5 Cost and healthcare resource use identification, measurement
and valuation

An SLR was undertaken to identify cost and resource use studies for HER2+ mBC patients
in the third-line or later line setting. For full details on the methods of the SLR and the
identified studies, see Appendix I. The SLR identified 7 studies from 11 publications. An
overview of the study details and results from included cost and resource use studies is

presented in Appendix I.
B.3.5.1 Intervention and comparators’ costs and resource use

B.3.5.1.1 Acquisition costs

The acquisition costs for each comparator are presented in Table 89. All costs were sourced
from eMIT where available or the BNF.'40141 All therapies are costed as per the time-on-
treatment in each arm as presented in Section B.3.3.1. Costs collected from related
technology appraisals were inflated to 2018/2019 using inflation indices provided in the
PSSRU Unit Costs of Health and Social Care.'*?

Table 89: Acquisition costs

Drug Dose mg/pack Pack price Pack size
T-DXd (list price)t 5.4 mg/kg 100 mg bxxxxx] 1
T-DXd (PAS price)t 5.4 mg/kg 100 mg xxxxx]
Eribulin 2mi £361.00
1.23 mg/m? 1
3 mi £541.50
Capecitabine 150mg £4.17
1250 mg/m? 60
300mg £7.26
Vinorelbine 1ml £36.71
60 mg/m2 10
5 mil £133.28

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 137 of 183



1 A list price application has been made to the Department of Health and a patient access scheme application
has been made to the Patient Access Scheme Liaison Unit (PASLU).
Abbreviations: PAS, patient access scheme; T-DXd, trastuzumab deruxtecan.

B.3.5.1.2 Wastage

In TA523, a clinical expert confirmed that “in clinical practice drug wastage is recognised and
efforts are made to minimise it by carefully scheduling patients for treatment where vial
sharing is possible, although the proportion of drug cost saved through vial share is
uncertain”. In the absence of further data, 50% wastage is assumed, with scenarios

considering 0% and 100% wastage.

The average body surface area (BSA) in DESTINY-Breast01 was 1.66 m? (Cl: 1.63,1.69),
and average weight was 62.4 kg (Cl: 60.4, 64.5). Drug wastage was calculated using the
method of moments assuming a normal distribution of patients around the mean weight or
BSA. Scenario analyses are presented which assume 0% and 100% vial sharing. The cost
per dose without wastage and cost per dose with wastage is combined and weighted by the

assumed proportion of vial sharing (Table 90).

Table 90: Primary therapy wastage

Drug Wastage Cost per dose Cost per Adjusted cost

with wastage | dose without per dose
wastage

T-DXd (list price) Yes xxxxx] b x|

T-DXd (PAS price) Yes xxxxx] bxxxx bxxxx

Eribulin Yes £778.89 £703.16 £741.02

Capecitabine Yes £0.75 £0.70 £0.73

Vinorelbine Yes £28.11 £22.29 £25.20

Abbreviations: PAS, patient access scheme.

B.3.5.1.3 Relative dose intensity

The mean relative dose intensities (RDIs) of the primary therapies are presented in Table
91. The relative dose intensity for T-DXd is taken from DESTINY-Breast01, the RDI for
eribulin was assumed equal to the RDI presented in NICE TA423. The RDI for capecitabine
and vinorelbine was conservatively assumed equal to eribulin. An RDI of 100% is assumed

for subsequent therapies.
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Table 91: Mean RDIs

Treatment RDI

T-DXd 93.19%
Eribulin 84.00%
Capecitabine 84.00%
Vinorelbine 84.00%

Abbreviations: RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.

B.3.5.1.4 Administration costs

The cost of infusion in the outpatient setting was sourced from NHS reference costs
2018/19, as shown in Table 92.'* The cost of infusion is applied as a single cost per
treatment dose. Patients receiving T-DXd received one infusion per 21-day cycle, eribulin
and vinorelbine patients received two infusions per 21-day cycle. Capecitabine patients

incurred a one-off cost of £92, equivalent to one-hour with a hospital based nurse (band 5).

Table 92: Administration costs

Method Cost Source/service code
Oral — one off cost £92.00 PSSRU 2019 - 13 Hospital-based
nurse cost per hour of patient contact
(band 5)
IV infusion £254 .14 NHS reference costs
2018/2019/SB12Z - daycase

Abbreviations: IV, intravenous; NHS, National Health Service,

B.3.5.1.5 Subsequent therapies

In the base-case, 60% of patients receive a lifetime cost of subsequent therapies once they

transition into the ‘Progressed’ health state. Subsequent therapies were costed to align with

the ERG'’s preferred assumptions in TA423%2, with drug costs taken from the latest published
version of eMIT or the BNF if not available in eMIT (Table 93). The average weekly cost of a
treatment was calculated as an average of the weekly cost over three weekly cycles (as this
was the maximum treatment cycle length for some of the treatments below) to account for

differing treatment cycle lengths.

Table 93: Subsequent therapy costs

Dru Dose Administration Cost per Distribution of
g method dosl: Frequency | treatments

Vinorelbine IV 60.0 mg/kg v £15.02 Weekly 18.4%

Vinorelbine oral 60 mg/m2 Oral £219.90 Weekly 18.4%

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 139 of 183



Drug Dose Administration Cost per F Distribution of
method dose requency | treatments
Gemcitabine 1250.00 v £35.55 Day 1 &8 27.7%
mg/m2 of 21 day
cycle
Docetaxel 100 mg/m2 v £37.50 q3w 6.0%
Paclitaxel 175.0 mg/kg v £37.76 q3w 15.7%
Doxorubucin 68 mg/m2 v £17.21 q3w 13.9%

Abbreviations: |V, intravenous.

A cost of £174.32per week was applied to patients in all arms of the model in the progressed
disease state for their lifetime. A scenario analysis is presented that costed subsequent

therapy using the same cost per week of subsequent therapies presented in TA423, £10.22.

B.3.5.2 Health-state unit costs and resource use

Medical resource use (MRU) costs and frequencies were informed by the resource use
presented in NICE TA423 for pre- and post-progression health states.*? Different
assumptions were made in pre- and post-progression health states to reflect the varying
intensities of follow-up care. Medical resource use incurred during an AE is costed

separately (Section B.3.5.3). Costs were sourced from NHS Reference Costs 2018/19."43

Table 94: Resource use estimates

Resource Pre-progression | Post-progression Unit Source/service code
cost
Frequency (per month)
Medical Oncologist 1.00 1.00 £147.97 | NHS reference costs
— follow-up 2018/2019 - service
code 370
GP contact 1.00 1.00 £39.23 | PSSRU 2019-10.3b
CT scan 0.33 0.33 £77.95 | NHS reference costs -
RD20A

Abbreviations: CT, computerised topography; GP, general practitioner; NHS, National Health Service; PSSRU,
Personal Social Services Research Unit.

Table 95: Resource use costs by health state

Health state Monthly cost Weekly cost

Pre-progression £253.70 £58.34

Post-progression £253.70 £58.34
B.3.5.3 Adverse reaction unit costs and resource use

The costs of treating an AE were calculated using the NHS reference costs applied in
TA423. All costs were updated to 2018/2019 NHS reference costs and 2019 PSSRU
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costs.'*3144 The costs of AEs were applied to the proportion of each event that resulted in
hospitalisation. For the adverse events reported for the comparators that were also reported
for T-DXd, then the proportion of events that resulted in hospitalisation were based on the
proportions of hospitalisation reported for T-DXd for each event (as reported in Section
B.3.4.4). For events that occurred in the comparator trials that did not occur for T-DXd, then
it was assumed in the base case 0% would lead to hospitalisation. This was tested in
sensitivity analysis. The unit cost of each event and its relevant code are reported in Table
96. This approach aligns with the method adopted in TA423. The total cost of each adverse
event was applied to the proportion of patients experiencing the AEs and a one-off cost was
applied in the first cycle of the model. The differences in the costs applied to each
comparator in the model are driven primarily by differences in AE frequencies (Section
B.3.3.5). Appling AE costs as a one-off upfront cost was considered reasonable because of
the short duration of treatment. The costs of AEs applied in each arm are presented in
(Table 97).

Table 96: Cost of adverse events

AE Cost Reference/service code
Neutrophil count £125.88 NHS reference costs 2016/2017/ XD25Z -
decreased/Neutropenia Neutropenia drugs band 11
Anaemia £475.29 NHS reference costs 2018/2019/ SA04K - Iron
deficiency anaemia with cc score 2-5 non-elective
short stay
Nausea £388.44 NHS reference costs 2018/2019/ JA12L - Malignant

breast disorders without Interventions, with CC score
0-1 non-elective short stay

Fatigue £60 PSSRU 2019/ 1hr community nurse visit (band 5)

White blood cell count £125.88 Assumed same as neutrophil count decreased

decreased

Dyspnoea £466.30 NHS reference costs 2018/2019/ DZ20E - Pulmonary
Oedema without interventions, with CC score 6+

Febrile neutropenia £3,745.55 NHS reference costs 2016/2017/ PA45Z - Febrile

Neutropenia with Malignancy’
Electrocardiogram QT £783.48 NHS reference costs 2018/2019/ EY51Z:
prolonged Electrocardiogram monitoring or stress testing non-
elective short stay
Interstitial lung £1,621.24 Reference costs 2018/2019/ DZ11M, Lobar, Atypical
disease/Pneumonitis or Viral Pneumonia, with Multiple Interventions, with

CC Score 0-8 non-elective short stay

Ejection fraction decreased £404.73 NHS reference costs 2018/2019/ EBO3E, Heart failure
or shock, with CC score 0-3, non-elective short stay

Vomiting £388.44 Assumed the same as nausea
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AE Cost Reference/service code
Diarrhoea £388.44 NHS reference costs 2018/2019/ JA12L - Malignant
breast disorders without Interventions, with CC score
0-1 non elective short stay
Palmar-plantar £391.43 NHS reference costs 2018/2019/ JD07J - Skin
erythrodysesthesia disorders without intervention, with cc score 2-5 non-
syndrome elective inpatient short stay
Dehydration £399.42 TA515: Malignant Breast Disorders without
Interventions, with CC Score 0-1 (Non-elective short
stay)
Stomatitis £518.95 TA423: WA21W Other Procedures and health care
problems with CC -- Day Cases HRG
Abdominal pain £319.73 Weighted average of day case abdominal pain with
and without interventions (FDO5A and FD05B), NHS
reference costs 2018/19
Peripheral neuropathy £137.35 TA423, inflated from 2015 prices

Abbreviations: AE, adverse event; NHS, national health service; PSSRU, Personal Social Services Research

Unit.

1. NHS reference costs 2016/17 is when this HRG code was last available, and therefore this has been used as

the source and inflated to 2019.

Table 97: Total adverse event costs by treatment

Treatment AE cost
T-DXd £40.73
Eribulin £43.48
Capecitabine £9.23
Vinorelbine £25.81

Abbreviations: AE, adverse event; SoC, standard-of-care; T-DX-d, T-DXd, trastuzumab deruxtecan.

B.3.54 Miscellaneous unit costs and resource use

The cost of palliative care was assigned to each patient in the progressed state for

5.5 months before transitioning into the ‘Dead’ health state, as assumed in TA423.%?> The

frequency of resource use for patients who were receiving palliative care was sourced from

estimates presented in NICE TA423.#? All resource use cost estimates were calculated
based on 2019 PSSRU costs and 2018/2019 NHS reference costs and are presented in

Table 98.143.144

Table 98: Palliative care disaggregated costs

Palliative care resources

Frequency Unit cost Source/service code
(per month)

Medical oncologist — follow-up

£187.00 NHS reference costs 2018/2019
- service code 370
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GP home visit 1.00 £39.23 2019 PSSRU costs — 10.3b

Clinical nurse specialist 1.00 £92.00 2019 PSSRU costs — 13
Hospital-based nurse cost per
hour of patient contact (band 5)

Community nurse home visit 0.67 £60.00 2019 PSSRU costs — PSSRU

2019 - 10.1 Nurse Cost per
hour of patient related work
(band 5)

Abbreviations: GP, general practitioner; NHS, national health service; PSSRU, Personal Social Services
Research Unit

A cost of £358.43 per month was applied to patients who were receiving palliative care for
5.5 months (Table 99).

Table 99: Palliative care total costs

Input Value
Palliative care monthly costs £358.43
Months of palliative care prior to death 5.50

End of life costs were applied to each patient who transitioned to the ‘Dead’ health state for 2
weeks before death. The cost of end of life treatment at a hospital or medical institution,
hospice or at home, and the proportion of patients who died in each setting was taken from
the estimates presented in NICE TA423 Table 100.*> The total palliative, end of life costs

and terminal care costs are presented in Table 101.

Table 100: End of life costs

End of life - care Proportion of Unit cost Cost year Uplifted and
setting patients weighted cost
Hospital/Medical 40% £5,135.25 2015 £2,178.60
institution
Hospice 10% £6,402.15 2015 £679.02
At home (with 50% £2,649.47 2015 £1,405.03
community support)
Weighted EoL cost £4,262.64
Abbreviations: EoL, end of life.
Table 101: Total terminal care costs
Type of cost Cost
Palliative care costs £1,971.37
EoL costs £4,262.64
Total terminal care costs £6,234.00

Abbreviations: EoL, end of life
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B.3.6 Summary of base-case analysis inputs and assumptions

B.3.6.1

Summary of base-case analysis inputs

Table 102: Summary of variables applied in the economic model

Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
Baseline characteristics
Cl=54.26,
Mean age 55.96 | 57.67 (Normal) B.3.3.1.3
Cl=60.43,
Mean weight (kg) 62.47 | 64.51 (Normal)
Cl=1.63, 1.69 B.3.5.1.2
Mean BSA 1.66 | (Normal)
Proportion HER2 positive by study - EMBRACE
(Cortes 2011) 18% | N/A
Proportion HER2 positive by study - Barni 2019 100% | N/A
Proportion HER2 positive by study - Cortes 2010 11% | N/A
Proportion HER2 positive by study - Gamucci 2014 21% | N/A
Proportion HER2 positive by study - Fumoleau
2004 20% | N/A
Proportion HER2 positive by study - Blum 2001 20% | N/A
Proportion HER2 positive by study - Sim 2019 100% | N/A
Proportion HER2 positive by study - TH3RESA 100% | N/A B.3.34
OS/PFS/TTD data
Hazard ratio for HER2-positive vs. HER2-negative Cl=1.33, 2.56 B.3.3
disease: Overall survival 1.84 | (Log-normal)
Hazard ratio for HER2-positive vs. HER2-negative Cl=1.33, 2.56
disease: Progression-free survival 1.84 | (Log-normal)
Eribulin median treatment duration (months) -
EMBRACE (Cortes 2011) 3.9 | N/A
Eribulin median treatment duration (cycles) - Barni N/A
2019 4
Eribulin median treatment duration (cycles) - Cortes N/A
2010 4
Eribulin median treatment duration (cycles) - N/A
Gamucci 2014 5
Capecitabine median treatment duration (months) - N/A
Fumoleau 2004 4.1
Capecitabine median treatment duration (months) - N/A
Blum 2001 3.2
PFS - Eribulin versus T-DXd - MAIC HR - ool xox
EMBRACE (Cortes 2011)
PFS - Eribulin versus T-DXd - MAIC HR - Barni ool xox
2019
PFS - Eribulin versus T-DXd - MAIC HR - Cortes ool xox
2010
PFS - Eribulin versus T-DXd - MAIC HR - Gamucci oo x Bl xxxxd
2014
PFS - Capecitabine versus T-DXd - MAIC HR - o x xx
Fumoleau 2004
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Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
PFS - Capecitabine versus T-DXd - MAIC HR - xxxxx
Blum 2001
PFS - Vinorelbine versus T-DXd - MAIC HR hooooiliooood
OS - T-DXd versus Eribulin - MAIC HR - oo
EMBRACE (Cortes 2011)
0S HR - T-DXd versus TH3RESA N
Drug cost inputs
Pack price - T-DXd - 100mg Bl VA B.3.5.1
Pack price - Vinorelbine - 1ml £36.71 | N/A
Pack price - Vinorelbine - 5ml £133.28 | N/A
Pack price - Eribulin - 2ml £361.00 | N/A
Pack price - Eribulin - 3ml £541.50 | N/A
Pack price - Capecitabine - 150mg £4.17 | N/A
Pack price - Capecitabine - 300mg £7.26 | N/A
Pack price - Capecitabine - 500mg £25.76 | N/A
T-DXd RDI 93% | N/A
Eribulin RDI 84% | N/A
Capecitabine RDI 84% | N/A
Vinorelbine RDI 84% | N/A
Cl=0.45, 0.55
% vial sharing assumed 50% | (Beta)
Administration cost Oral £0.00 | N/A
Cl=228.73,
279.55
Administration cost IV infusion £254.14 | (Gamma)
Proportion of progressed patients receiving Cl=0.54, 0.66
subsequent therapy 60% | (Beta)
TA423 - Monthly average subsequent treatment Cl=39.6,48.4
cost (used in scenario analysis) 44 | (Gamma)
Weekly subsequent treatment cost (base case) £174.32 | N/A
Distribution of treatments for subsequent therapy - 18% | N/A
Vinorelbine IV (used in scenario analysis)
Distribution of treatments for subsequent therapy - 18% | N/A
Vinorelbine oral (used in scenario analysis)
Distribution of treatments for subsequent therapy - 28% | N/A
Gemcitabine (used in scenario analysis)
Distribution of treatments for subsequent therapy - 6% | N/A
Docetaxel (used in scenario analysis)
Distribution of treatments for subsequent therapy - 16% | N/A
Paclitaxel (used in scenario analysis)
Distribution of treatments for subsequent therapy - 14% | N/A
Doxorubucin (used in scenario analysis)
Resource use inputs
Resource use - pre-progression - TA423 - Medical Cl=0.9,1.1 B.3.5.2
Oncologist - follow-up - frequency per month 1 | (Gamma)
Resource use - pre-progression - TA423 - GP Cl=0.9,1.1
Contact - frequency per month 1 | (Gamma)
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Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
Resource use - pre-progression - TA423 - CT scan Cl=0.3,0.36
- frequency per month 0.33 | (Gamma)
Cl=133.17,
Resource use - Medical Oncologist - follow-up - 162.76
unit cost £147.97 | (Gamma)
Cl=35.31,
Resource use - GP Contact - unit cost £39.23 | 43.15 (Gamma)
Cl=70.16,
Resource use - CT scan - unit cost £77.95 | 85.75 (Gamma)
Resource use - post-progression - TA423 - Medical Cl=0.9, 1.1
Oncologist - follow-up - frequency per month 1 | (Gamma)
Resource use - post-progression - TA423 - GP Cl=0.9,1.1
Contact - frequency per month 1 | (Gamma)
Resource use - post-progression - TA423 - CT scan Cl=0.3,0.36
- frequency per month 0.33 | (Gamma)
Resource use - palliative care - TA423 - Medical Cl=0.9, 11 B.3.5.4
Oncologist - follow-up - frequency per month 1 | (Gamma)
Resource use - palliative care - TA423 - GP Home Cl=0.9,1.1
visit - frequency per month 1 | (Gamma)
Resource use - palliative care - TA423 - Clinical Cl=0.9, 1.1
nurse specialist - frequency per month 1 | (Gamma)
Resource use - palliative care - TA423 - Community Cl=0.6,0.74
nurse home visit - frequency per month 0.67 | (Gamma)
Cl=133.17,
Resource use - palliative care - TA423 - Medical 162.76
Oncologist - follow-up - unit cost £147.97 | (Gamma)
Resource use - palliative care - TA423 - GP Home Cl=35.31,
visit - unit cost £39.23 | 43.15 (Gamma)
Resource use - palliative care - TA423 - Clinical Cl=82.8,101.2
nurse specialist - unit cost £92.00 | (Gamma)
Resource use - palliative care - TA423 - Community Cl=54, 66
nurse home visit - unit cost £60.00 | (Gamma)
Cl=4.95, 6.05
Reource use - palliative care - duration (months) 5.5 | (Gamma)
Terminal care proportion - Hospital/Medical
Institution 40% | N/A
Terminal care proportion - Hospice 10% | N/A
Terminal care proportion - At home (with
community support) 50% | N/A
Cl=4621.73,
5648.78
Terminal care cost - Hospital/Medical Institution £5,135.25 | (Gamma)
Cl=5761.94,
7042.37
Terminal care cost - Hospice £6,402.15 | (Gamma)
Cl=2384.52,
Terminal care cost - At home (with community 2914 .42
support) £2,649.47 | (Gamma)
Adverse events
AE - T-DXd full cohort - Neutrophil count decreased Cl=34.2,41.8 B.3.4.4
- events (N) 38 | (Gamma)
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Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
Cl=25.2,30.8
AE - T-DXd full cohort - Anaemia - events (N) 28 | (Gamma)
ClI=33.3, 40.7
AE - T-DXd full cohort - Neutropenia - events (N) 37 | (Gamma)
Cl=14.4,17.6
AE - T-DXd full cohort - Nausea - events (N) 16 | (Gamma)
Cl=13.5,16.5
AE - T-DXd full cohort - Fatigue - events (N) 15 | (Gamma)
AE - T-DXd full cohort - White blood cell count Cl=9.9,12.1
decreased - events (N) 11 | (Gamma)
Cl=27,3.3
AE - T-DXd full cohort - Dyspnoea - events (N) 3 | (Gamma)
AE - T-DXd full cohort - Febrile neutropenia - Cl=2.7,3.3
events (N) 3 | (Gamma)
AE - T-DXd full cohort - Electrocardiogram QT Cl=2.7,3.3
prolonged - events (N) 3 | (Gamma)
AE - T-DXd full cohort - Interstitial lung disease - Cl=1.8, 2.2
events (N) 2 | (Gamma)
AE - T-DXd full cohort - Ejection fraction decreased Cl=0.9,1.1
- events (N) 1 | (Gamma)
Cl=0.9, 1.1
AE - T-DXd full cohort - Pneumonitis - events (N) 1 | (Gamma)
AE - T-DXd full cohort - Vomiting - events (N) 0 | N/A
AE - T-DXd full cohort - Neutrophil count decreased N/A
- N hospitalised 0
Cl=1.8,22
AE - T-DXd full cohort - Anaemia - N hospitalised 2 | (Gamma)
AE - T-DXd full cohort - Neutropenia - N Cl=0.9,1.1
hospitalised 1 | (Gamma)
Cl=36,44
AE - T-DXd full cohort - Nausea - N hospitalised 4 | (Gamma)
AE - T-DXd full cohort - Fatigue - N hospitalised 0| /A
AE - T-DXd full cohort - White blood cell count N/A
decreased - N hospitalised 0
AE - T-DXd full cohort - Dyspnoea - N hospitalised 0| /A
AE - T-DXd full cohort - Febrile neutropenia - N N/A
hospitalised 0
AE - T-DXd full cohort - Electrocardiogram QT N/A
prolonged - N hospitalised 0
AE - T-DXd full cohort - Interstitial lung disease - N Cl=1.8, 2.2
hospitalised 2 | (Gamma)
AE - T-DXd full cohort - Ejection fraction decreased N/A
- N hospitalised 0
AE - T-DXd full cohort - Pneumonitis - N Cl=0.9, 11
hospitalised 1 | (Gamma)
AE - T-DXd full cohort - Vomiting - N hospitalised 0| N/A
AE - Eribulin - EMBRACE - Neutrophil count N/A
decreased (%) 0%
Cl=0.01, 0.04
AE - Eribulin - EMBRACE - Anaemia (%) 2% | (Beta)
Cl=0.12,0.18
AE - Eribulin - EMBRACE - Neutropenia (%) 15% | (Beta)
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Variable

Value
(reference to
appropriate
table or figure
in submission)

Measurement
of uncertainty
and
distribution: CI
(distribution)

Reference
to section in
submission

CI=0,0.03
AE - Eribulin - EMBRACE - Nausea (%) 1% | (Beta)
CI=0.01,0.04
AE - Eribulin - EMBRACE - Fatigue** (%) 2% | (Beta)
AE - Eribulin - EMBRACE - White blood cell count CI=0.03, 0.06
decreased” (%) 4% | (Beta)
CI=0.02, 0.05
AE - Eribulin - EMBRACE - Dyspnoea (%) 3% | (Beta)
CI=0.01,0.03
AE - Eribulin - EMBRACE - Febrile neutropenia (%) 2% | (Beta)
AE - Eribulin - EMBRACE - Electrocardiogram QT N/A
prolonged (%) 0%
AE - Eribulin - EMBRACE - Interstitial lung disease N/A
(%) 0%
AE - Eribulin - EMBRACE - Ejection fraction N/A
decreased (%) 0%
AE - Eribulin - EMBRACE - Pneumonitis (%) 0% | N/A
AE - Eribulin - EMBRACE - Vomiting (%) 0% | N/A
AE - Eribulin - EMBRACE - Palmar-Plantar Erythro- Cl=0.04, 0.09
Dysaesthesia Syndrome1 (%) 6% | (Beta)
AE - Eribulin - EMBRACE - Peripheral neuropathy1 N/A
(%) 0%
AE - Eribulin - Barni 2019 - Neutrophil count N/A
decreased - events (N) 0
Cl=45,55
AE - Eribulin - Barni 2019 - Anaemia - events (N) 5 | (Gamma)
AE - Eribulin - Barni 2019 - Neutropenia - events Cl=63, 77
(N) 70 | (Gamma)
Cl=1.8,22
AE - Eribulin - Barni 2019 - Nausea - events (N) 2 | (Gamma)
Cl=37.8,46.2
AE - Eribulin - Barni 2019 - Fatigue** - events (N) 42 | (Gamma)
AE - Eribulin - Barni 2019 - White blood cell count Cl=3.6,4.4
decreased” - events (N) 4 | (Gamma)
Cl=1.8,22
AE - Eribulin - Barni 2019 - Dyspnoea - events (N) 2 | (Gamma)
AE - Eribulin - Barni 2019 - Febrile neutropenia - Cl=13.5,16.5
events (N) 15 | (Gamma)
AE - Eribulin - Barni 2019 - Electrocardiogram QT N/A
prolonged - events (N) 0
AE - Eribulin - Barni 2019 - Interstitial lung disease - N/A
events (N) 0
AE - Eribulin - Barni 2019 - Ejection fraction N/A
decreased - events (N) 0
AE - Eribulin - Barni 2019 - Pneumonitis - events N/A
(N) 0
AE - Eribulin - Barni 2019 - Vomiting - events (N) 0| N/A
AE - Eribulin - Barni 2019 - Palmar-Plantar Erythro- N/A
Dysaesthesia Syndrome1 - events (N) 0
AE - Eribulin - Barni 2019 - Peripheral neuropathy1 N/A
- events (N) 0
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Variable

Value
(reference to
appropriate
table or figure
in submission)

Measurement
of uncertainty
and
distribution: CI
(distribution)

Reference
to section in
submission

AE - Eribulin - Cortes 2010 - Neutrophil count

N/A

decreased - events (N) 0
Cl=54,6.6
AE - Eribulin - Cortes 2010 - Anaemia - events (N) 6 | (Gamma)
AE - Eribulin - Cortes 2010 - Neutropenia - events Cl=141.3,
(N) 157 | 172.7 (Gamma)
Cl=54,6.6
AE - Eribulin - Cortes 2010 - Nausea - events (N) 6 | (Gamma)
Cl=26.1,31.9
AE - Eribulin - Cortes 2010 - Fatigue - events (N) 29 | (Gamma)
AE - Eribulin - Cortes 2010 - White blood cell count Cl=36.9, 45.1
decreased” - events (N) 41 | (Gamma)
AE - Eribulin - Cortes 2010 - Dyspnoea - events (N) 0 | N/A
AE - Eribulin - Cortes 2010 - Febrile neutropenia - Cl=14.4,17.6
events (N) 16 | (Gamma)
AE - Eribulin - Cortes 2010 - Electrocardiogram QT N/A
prolonged - events (N) 0
AE - Eribulin - Cortes 2010 - Interstitial lung disease N/A
- events (N) 0
AE - Eribulin - Cortes 2010 - Ejection fraction N/A
decreased - events (N) 0
AE - Eribulin - Cortes 2010 - Pneumonitis - events N/A
(N) 0
Cl=1.8,22
AE - Eribulin - Cortes 2010 - Vomiting - events (N) 2 | (Gamma)
AE - Eribulin - Cortes 2010 - Palmar-Plantar N/A
Erythro-Dysaesthesia Syndrome - events (N) 0
AE - Eribulin - Cortes 2010 - Peripheral Cl=18, 22
neuropathy1 - events (N) 20 | (Gamma)
AE - Capecitabine - Neutrophil count decreased - N/A
events (N) 0
AE - Capecitabine - Anaemia - events (N) o | N/A
Cl=0.9, 1.1
AE - Capecitabine - Neutropenia - events (N) 1 | (Gamma)
Cl=6.3,7.7
AE - Capecitabine - Nausea - events (N) 7 | (Gamma)
Cl=5.4,6.6
AE - Capecitabine - Fatigue - events (N) 6 | (Gamma)
AE - Capecitabine - White blood cell count N/A
decreased - events (N) 0
AE - Capecitabine - Dyspnoea - events (N) 0 | NA
AE - Capecitabine - Febrile neutropenia - events N/A
(N) 0
AE - Capecitabine - Electrocardiogram QT N/A
prolonged - events (N) 0
AE - Capecitabine - Interstitial lung disease - events N/A
(N) 0
AE - Capecitabine - Ejection fraction decreased - N/A
events (N) 0
AE - Capecitabine - Pneumonitis - events (N) 0 | N/A
AE - Capecitabine - Vomiting - events (N) 0| N/A

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved

Page 149 of 183




Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
Cl=12.6,15.4
AE - Capecitabine - Diarrhoea - events (N) 14 | (Gamma)
AE - Capecitabine - Palmar-Plantar Erythro- Cl=14.4,17.6
Dysaesthesia Syndrome - events (N) 16 | (Gamma)
Cl=45,55
AE - Capecitabine - Dehydration - events (N) 5 | (Gamma)
Cl=8.1,9.9
AE - Capecitabine - Stomatitis - events (N) 9 | (Gamma)
AE - Vinorelbine - Neutrophil count decreased - N/A
events (N) 0
Cl=3.6,4.4
AE - Vinorelbine - Anaemia - events (N) 4 | (Gamma)
Cl=40.5, 49.5
AE - Vinorelbine - Neutropenia - events (N) 45 | (Gamma)
AE - Vinorelbine - Nausea - events (N) 0 | N/A
Cl=1.8,2.2
AE - Vinorelbine - Fatigue - events (N) 2 | (Gamma)
AE - Vinorelbine - White blood cell count decreased N/A
- events (N) 0
AE - Vinorelbine - Dyspnoea - events (N) 0 | N/A
Cl=45,55
AE - Vinorelbine - Febrile neutropenia - events (N) 5 | (Gamma)
AE - Vinorelbine - Electrocardiogram QT prolonged N/A
- events (N) 0
AE - Vinorelbine - Interstitial lung disease - events N/A
(N) 0
AE - Vinorelbine - Ejection fraction decreased - N/A
events (N) 0
Cl=0.9, 1.1
AE - Vinorelbine - Pneumonitis - events (N) 1 | (Gamma)
AE - Vinorelbine - Vomiting - events (N) 0 | N/A
Cl=10.8,13.2
AE - Vinorelbine - Abdominal pain - events (N) 12 | (Gamma)
Adverse event costs and assumptions
Cl=107.54, B.3.5.3
131.44
AE cost - hospitalized - Neutrophil count decreased £119.49 | (Gamma)
Cl=427.76,
522.82
AE cost - hospitalized - Anaemia £475.29 | (Gamma)
Cl=107.54,
131.44
AE cost - hospitalized — Neutropenia (uninflated) £119.49 | (Gamma)
Cl=349.6,
427.29
AE cost - hospitalized - Nausea £388.44 | (Gamma)
Cl= 54, 66
AE cost - hospitalized - Fatigue £60.00 | (Gamma)
Cl=107.54,
AE cost - hospitalized - White blood cell count 131.44
decreased (uninflated) £119.49 | (Gamma)
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Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
Cl=419.67,
512.93
AE cost - hospitalized - Dyspnoea £466.30 | (Gamma)
Cl=3257.1,
AE cost - hospitalized - Febrile neutropenia 3980.9
(uninflated) £3,619.00 | (Gamma)
Cl=705.13,
AE cost - hospitalized - Electrocardiogram QT 861.83
prolonged £783.48 | (Gamma)
Cl=1459.12,
1783.36
AE cost - hospitalized - Interstitial lung disease £1,621.24 | (Gamma)
Cl= 364.25,
AE cost - hospitalized - Ejection fraction decreased £404.73 | 445.2 (Gamma)
Cl=1459.12,
1783.36
AE cost - hospitalized - Pneumonitis £1,621.24 | (Gamma)
Cl=349.6,
427.29
AE cost - hospitalized - Vomiting £388.44 | (Gamma)
Cl=349.6,
427.29
AE cost - hospitalized - Diarrhoea £388.44 | (Gamma)
Cl=352.28,
430.57
AE cost - hospitalized - PPE £391.43 | (Gamma)
Cl=359.48,
439.36
AE cost - hospitalized - Dehydration £399.42 | (Gamma)
Cl=467.06,
570.85
AE cost - hospitalized - Stomatitis £518.95 | (Gamma)
Cl=287.76,
AE cost - hospitalized - Abdominal pain £319.73 | 351.7 (Gamma)
Cl=115.8,
AE cost - hospitalized - Peripheral neuropathy 141.54
(uninflated) £128.67 | (Gamma)
Proportion hospitalised - Diarrhoea 0% | N/A
Proportion hospitalised - PPE 0% | N/A
Proportion hospitalised - Dehydration 0% | N/A
Proportion hospitalised - Stomatitis 0% | N/A
Proportion hospitalised - Abdominal pain 0% | N/A
Proportion hospitalised - Peripheral neuropathy 0% | N/A
Utilities
61% | Cl=0.53, 0.68 B.3.4.5
Response rate - T-DXd (U201) (Beta)
14% | Cl=0.09, 0.21
Response rate - Eribulin - EMBRACE (Beta)
17% | ClI= 0.1, 0.28
Response rate - Eribulin - Barni (Beta)
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Value Measurement
(reference to of uncertainty Reference
Variable appropriate and to section in
table or figure | distribution: Cl | submission
in submission) | (distribution)
10% | Cl=0.06, 0.16
Response rate - Eribulin - Cortes 2010 (Beta)
26% | CI=0.09, 0.57
Response rate - Eribulin - Gamucci (Beta)
19% | CI=0.1, 0.33
Response rate - Capecitabine - Fumoleau (Beta)
23% | CI=0.12,0.39
Response rate - Capecitabine - Blum (Beta)
32% | CI=0.13, 0.6
Response rate - Vinorelbine (Beta)
8% | Cl=0.05, 0.1
Incremental utility of response (Beta)
70% | Cl=0.69, 0.72
Utility: Progression free off treatment, TA423 (Beta)
70% | CI=0.5,0.8
Utility: PFS off treatment, Le et al. (Beta)
68% | Cl=0.67, 0.69
Utility: Progressed, TA423 (Beta)
50% | Cl=0.45,0.72
Utility: Progressed, Le et a. (Beta)
50% | Cl=0.45, 0.55
Utility: Progressed, ERG (Beta)
59% | CI=0.53, 0.65
Utility: Progressed, Average of ERG and company (Beta)
0.01 | CI=0,0.014 B.3.4.4
AE disutility - Neutrophil count decreased (Beta)
0.01 | CI=-0.015,
AE disutility - Anaemia 0.035 (Beta)
0.01 | CI=0,0.014
AE disutility - Neutropenia (Beta)
0.02 | CI=-0.019,
AE disutility - Nausea 0.061 (Beta)
0.03 | CI=0.014,
AE disutility - Fatigue 0.044 (Beta)
0.00 | CI=-0.009,
AE disutility - White blood cell count decreased 0.015 (Beta)
0.03 | CI=0.007,
AE disutility - Dyspnoea 0.047 (Beta)
0.01 | CI=-0.017,
AE disutility - Febrile neutropenia 0.041 (Beta)
AE disutility - Electrocardiogram QT prolonged 0.00 | N/A
0.17 | CI=0.153,
AE disutility - Interstitial lung disease 0.187 (Beta)
0.06 | CI=0, 0.11
AE disutility - Ejection fraction decreased (Beta)
0.17 | Cl=0.153,
AE disutility - Pneumonitis 0.187 (Beta)
0.10 | CI=0.093,
AE disutility - Vomiting 0.113 (Beta)
0.01 | CI=-0.014,
AE disutility - Diarrhoea 0.026 (Beta)
0.12 | CI=0.093,
AE disutility - PPE 0.139 (Beta)
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Variable

Value
(reference to
appropriate
table or figure
in submission)

Measurement
of uncertainty
and
distribution: CI
(distribution)

Reference
to section in
submission

AE disutility - Dehydration

0.01

Cl=-0.026,
0.014 (Beta)

AE disutility - Stomatitis

0.15

Cl=0.11,0.19
(Beta)

AE disutility - Abdominal pain

0.01

Cl=-0.026,
0.014 (Beta)

AE disutility - Peripheral neuropathy

0.01

Cl=0.002, 0.03
(Beta)

AE duration - Neutrophil count decreased

40.10

Cl=31.899,
48.301
(Gamma)

AE duration - Anaemia

42.90

Cl=33.083,
52.717
(Gamma)

AE duration - Neutropenia

40.10

Cl=31.899,
48.301
(Gamma)

AE duration - Nausea

36.20

Cl=23.752,
48.648
(Gamma)

AE duration - Fatigue

58.30

Cl=46.797,
69.803
(Gamma)

AE duration - White blood cell count decreased

42.20

Cl=34.188,
50.212
(Gamma)

AE duration - Dyspnoea

9.60

Cl=8.64, 10.56
(Gamma)

AE duration - Febrile neutropenia

7.00

Cl=6.3,7.7
(Gamma)

AE duration - Electrocardiogram QT prolonged

31.40

Cl=24.847,
37.953
(Gamma)

AE duration - Interstitial lung disease

51.10

Cl=43.413,
58.787
(Gamma)

AE duration - Ejection fraction decreased

31.00

Cl=29.33,
32.67 (Gamma)

AE duration - Pneumonitis

51.10

Cl=43.413,
58.787
(Gamma)

AE duration - Vomiting

13.70

Cl=8.348,
19.052
(Gamma)

AE duration - Diarrhoea

17.00

Cl=13.67,
20.33 (Gamma)

AE duration - PPE

14.00

Cl=12.6,15.4
(Gamma)

AE duration - Dehydration

17.00

Cl=13.67,
20.33 (Gamma)

AE duration - Stomatitis

10.00

Cl=9, 11
(Gamma)
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Variable

Value
(reference to
appropriate
table or figure
in submission)

Measurement
of uncertainty
and
distribution: CI
(distribution)

Reference
to section in
submission

AE duration - Abdominal pain

17.00 | CI=13.67,
20.33 (Gamma)

AE duration - Peripheral neuropathy

40.10 | Cl=31.899,
48.301
(Gamma)

Utility - general population - sex coefficient

0.02121 | CI=0.01599,
0.02644
(Normal)

Utility - general population - age coefficient

-0.00026 | CI=-0.00098,
0.00048
(Normal)

Utility - general population - age squaredcoefficient

-0.00003 | CI=-0.00004, -
0.00002
(Normal)

Utility - general population - constant

0.95 | CI=0.935,
0.965 (Beta)

Abbreviations: AE, adverse event; BSA, body surface area; Cl, confidence interval; CT, computed tomography;
ERG; evidence review group; gen. gamma, generalised gamma; GP, general practitioner; HR, hazard ratio; 1V,
itranvenous; MAIC, matched adjusted indirect comparison; N/A, not applicable; OS, overall survival; PFS
progression free survival; PPE, Palmar-Plantar Erythro-Dysaesthesia Syndrome; QALYs, quality adjusted life
year; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation

B.3.6.2

Assumptions

Table 103 provides a summary of assumptions applied in the economic model.

Table 103: Summary of assumptions applied in the economic model

Assumption

Rationale

Extrapolations of T-
DXd overall survival
were based on
applying a HR vs. the
T-DM1 OS curve from
the TH3RESA trial

OS data in DESTINY-Breast01 are considered prohibitively immature for
informative parametric modelling, therefore a HR was applied to T-DM1
OS curve from TH3RESA. Given that T-DXd and T-DM1 are both HER2-
targeted therapies and are both ADCs including trastuzumab, long-term
survival for T-DXd is expected to be more comparable to T-DM1 than to
eribulin, vinorelbine or capecitabine. Clinical experts at the August
advisory board confirmed that the shape of the T-DXd OS curve is
expected to more closely reflect that of T-DM1 than that of the model
comparators, and that a ‘tail’ should be expected in the T-DXd OS curve;
anchoring on non-targeted therapies (such as eribulin) is not expected to
provide an accurate estimate of long-term survival. More information is
provided in Section B.3.3.1.1

Vinorelbine OS is
equivalent to
capecitabine OS

Only the Sim (2019) study was available to inform the comparison against
vinorelbine®2; however, clinical experts at the August advisory board
advised that the OS observed in Sim 2019 (18.9 months) is not plausible
following PFS of 12 weeks, and is likely driven by the use of post-
progression therapies.?® Given that vinorelbine is associated with similar
or worse PFS compared with capecitabine, OS for vinorelbine is assumed
to be equivalent to OS for capecitabine; further details are provided in
Section B.3.3.1.2.

20% HER2-positive
patients were

Where information was available on the distribution of HER2-expression
in a trial population (Cortes, 2011), an adjustment was made to the trial
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assumed in trials with
no information
regarding HER2-
expression in the
patient population

outcomes in order to compare outcomes with a 100% HER2-positive
population. There was no information on HER2-expression in the data
presented by Fumoleau et al, therefore an adjustment was made
assuming that 20% of patients in the study were HER2-positive, as
observed in clinical practice.!”

The impact of HER2
status on outcomes is
the same between OS
and PFS

In the base-case, an adjustment to OS and PFS in the eribulin and
capecitabine arms of the model is made to account for the proportion of
patients with HER2-positive vs. HER2-negative disease, using the HR
presented by Lv et al. Only OS was presented in the study, and therefore
the same HR was applied to adjust PFS. At the August advisory board,
clinical experts advised that both PFS and OS would be poorer for HER2-
positive patients.

Treatment to PFS is
assumed for all
comparator drugs

For comparator treatments, only median TTD data were available from
the studies. When a HR is applied vs. T-DXd TTD for each comparator
that passes through the median TTD, the TTD curve quickly passes
through the PFS curve. This suggests that the shape of the TTD curves of
each comparator is not the same as that of T-DXd. Furthermore, as mean
PFS for each comparator is relatively short, it is reasonable to assume
that patients would not discontinue treatment before progression in UK
clinical practice.

50% drug wastage is
assumed

In TA523, a clinical expert confirmed that “in clinical practice drug
wastage is recognized and efforts are made to minimise it by carefully
scheduling patients for treatment where vial sharing is possible, although
the proportion of drug cost saved through vial share is uncertain”. In the
absence of further data, 50% wastage is assumed, with scenarios
considering 0% and 100% wastage.

AE-associated cost
and QALY losses
accounted for in first
cycle of model

Time on treatment is short for all comparators, and therefore there are not
expected to be any long-term cost and QALY losses associated with AEs.

The proportion of AEs
that resulted in
hospitalisation in
DESTINY-Breast01
was applied to all
comparator AE
proportions

There were no data available on the proportion of each AE that resulted
in hospitalisation for each comparator, therefore the best available
evidence - patient level data from DESTINY-Breast01 - was used.

0% hospitalisation is
assumed in AEs with
no hospitalisation data

For AEs that did not occur in DESTINY-Breast01, there were no data
available on the proportion of AEs that resulted in hospitalisation. A
conservative assumption of 0% was applied in the base-case.

The RDI for
capecitabine and
vinorelbine was
assumed equal to
eribulin.

In the absence of other data, the RDI for capecitabine and vinorelbine is
conservatively assumed to be the same as for eribulin.

Resource use
estimates are equal for
all treatments

This is consistent with previous TAs

Abbreviations: ADC, antibody-drug conjugate; AE, adverse event; HR, hazard ratio; MAIC, matched adjusted
indirect comparison; OS, overall survival; PFS progression free survival; QALYSs, quality adjusted life year; RDI,
relative dose intensity; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TA, technology
assessment; TTD, time-to-discontinuation
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B.3.7

B.3.7.1

Base-case results

Base-case incremental cost-effectiveness analysis results

In the base-case analysis, eribulin is found to be dominated and vinorelbine is extendedly dominated. T-DXd is associated with incremental
costs of |l and [l incremental QALYs compared with capecitabine, resulting in an ICER of [l per QALY gained. A summary of the

base-case, fully incremental results is presented in Table 104.

Table 104: Base-case results (list price)

Technologies | Total costs Total LYG Total QALYs | Incremental Incremental Incremental ICER versus ICER
(£) costs (£) LYG QALYs baseline incremental
(E/QALY) (E/QALY)
Capecitabine | [l boood oo booo booo
Vinorelbine | [ boood oo oo booo booo booo booo
Eribulin boood boood boooo boooo Do Do booo boood
T-DXd booood boood boooo boooo Do booo booo boooo

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYs, quality-adjusted life years
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B.3.8 Sensitivity analyses

B.3.8.1 Probabilistic sensitivity analysis

Joint parameter uncertainty was explored through probabilistic sensitivity analysis (PSA), in
which all parameters are assigned distributions and varied jointly. 10,000 Monte Carlo
simulations were recorded. Where the covariance structure between parameters was known,
correlated random draws were sampled from a multivariate normal distribution. Results were
plotted on a cost-effectiveness plane (CEP) and a cost-effectiveness acceptability curve
(CEAC) was generated.

The average incremental costs over the simulated results were - and the average
incremental QALYs were - compared with capecitabine, giving a probabilistic ICER of
B This is highly congruent with deterministic changes in costs of Jlll and QALYs of
. respectively. The proportion of simulations considered cost-effective at a threshold of
B QALY was ) A summary of the probabilistic, fully incremental results are presented in
Table 105. The cost-effectiveness plane vs. each comparator and CEAC are presented in

Figure 36, Figure 37, Figure 38, and Figure 39.

Table 105: PSA results (list price)

Technologies | Total Total Incremental | Incremental | ICER versus ICER
costs (£) | QALYs | costs (£) QALYs baseline incremental
(E/QALY) (E/QALY)
Capecitabine | [l | | boooo boooo boooo
vinorebine | [l | | I boooo boooo boooo
Eribulin e R boooo boooo boooo
T-DXd booooRIDO0O 000 boooo booo booo

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYSs, quality-adjusted life
years; T-DXd, trastuzumab deruxtecan
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Figure 36: T-DXd vs eribulin scatterplot (list price)

Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 37: T-DXd vs capecitabine scatterplot (list price)

Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 38: T-DXd vs vinorelbine scatterplot (list price)

Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 39: Cost-effectiveness acceptability curve (list price)

Abbreviations: T-DXd, trastuzumab deruxtecan.

B.3.8.2 Deterministic sensitivity analysis

Parameter uncertainty was tested using univariate sensitivity analysis, in which all model
parameters were systematically and independently varied over a plausible range determined
by either the 95% CI, or £+10% where no estimates of precision were available. The ICER

was recorded at the upper and lower values to produce a tornado diagram.

Results for the 10 most influential parameters are reported for each pairwise comparison.
For each comparator, the most influential parameter was the HR applied to TH3RESA curve
to model T-DXd OS. As the survival gains in the T-DXd arm of the model are the primary
driver of results in the model, it is to be expected that the OS HR that informs T-DXd survival
would have the largest impact on results. Other influential parameters include the HER2-
positive efficacy adjustment HR and health state utility values, although the effect of varying

these parameters on results is small.

B.3.8.2.1 T-DXd vs eribulin

The OWSA results for the comparison of T-DXd vs. eribulin are presented in Table 106; the

tornado diagram is presented in Figure 40.
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Table 106: OWSA results - T-DXd vs eribulin (list price)

Parameter ICER at ICER at
lower value upper value
of parameter | of parameter

OS HR - T-DXd versus TH3RESA

T-DXd RDI

Utility: Progressed, Average of ERG and company

Hazard ratio for HER2-positive vs. HER2-negative disease: Overall
survival

Mean weight

PFS - Eribulin versus T-DXd - MAIC HR - EMBRACE (Cortes 2011)

Hazard ratio for HER2-positive vs. HER2-negative disease:
Progression-free survival

Eribulin RDI

Proportion of progressed patients receiving subsequent therapy

Administration cost IV infusion

Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS,
overall survival, OWSA, one-way sensitivity analysis; PFS; progression-free survival, RDI; relative dose intensity,
T-DXd, trastuzumab deruxtecan, 1V; intravenous

Figure 40: T-DXd vs eribulin - OWSA tornado diagram (list price)

Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS;
overall survival, OWSA, one-way sensitivity analysis; PFS; progression-free survival, RDI; relative dose
intensity, T-DXd, trastuzumab deruxtecan, 1V; intravenous

B.3.8.2.2 T-DXd vs capecitabine

The OWSA results for the comparison of T-DXd vs. capecitabine are presented in Table

107; the tornado diagram is presented in Figure 41.
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Table 107: OWSA results - T-DXd vs capecitabine (list price)

Parameter ICER at ICER at
lower value | upper value
of of
parameter

OS HR - T-DXd versus TH3RESA

T-DXd RDI

Hazard ratio for HER2-positive vs. HER2-negative disease: Overall
survival

Utility: Progressed, Average of ERG and company

Mean weight

PFS - Capecitabine versus T-DXd - MAIC HR - Fumoleau 2004

Incremental utility of response

Hazard ratio for HER2-positive vs. HER2-negative disease:
Progression-free survival

Utility - general population - age squaredcoefficient

[
=
Y
3
]
(=g
1]
=

% vial sharing assumed

Abbreviations: ERG; evidence review group; ICER, incremental cost-effectiveness ratio; OS, overall survival
OWSA, one way sensitivity analysis; PFS; progression-free survival, RDI; relative dose intensity, T-DXd,
trastuzumab deruxtecan

Figure 41: T-DXd vs capecitabine - OWSA tornado diagram (list price)

Abbreviations: ERG; evidence review group; ICER, incremental cost-effectiveness ratio; OS, overall survival
OWSA, one way sensitivity analysis; PFS; progression-free survival, RDI; relative dose intensity, T-DXd,
trastuzumab deruxtecan

B.3.8.2.3 T-DXd vs vinorelbine

The OWSA results for the comparison of T-DXd vs. vinorelbine are presented in Table 108,
and the tornado diagram is presented in Figure 42.
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Table 108: OWSA results - T-DXd vs vinorelbine (list price)

Parameter ICER at ICER at
lower upper
value of value of
parameter | parameter

OS HR - T-DXd versus TH3RESA oo oo

T-DXd RDI oo oo

Hazard ratio for HER2-positive vs. HER2-negative disease: Overall survival - -

Utility: Progressed, Average of ERG and company - -

Mean weight - -

Incremental utility of response - -

Proportion of progressed patients receiving subsequent therapy - -

% vial sharing assumed - -

Utility - general population - age coefficient - -

Response rate - Vinorelbine - -

Abbreviations: ERG; evidence review group; ICER, incremental cost-effectiveness ratio; OS, overall survival
OWSA, one way sensitivity analysis; RDI; relative dose intensity, T-DXd, trastuzumab deruxtecan

Figure 42: T-DXd vs vinorelbine - OWSA tornado diagram (list price)

Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS,
overall survival OWSA, one-way sensitivity analysis; RDI; relative dose intensity, T-DXd, trastuzumab deruxtecan

B.3.8.3 Scenario analysis

Scenario analyses were performed in which key structural assumptions were varied. For all
comparators, the scenarios with the biggest impact on the ICER were selection of different
distributions for the TH3RESA OS extrapolation, choosing the log-normal or log-logistic
distributions decreased the ICER by over 20% in each analysis, and choosing the Gompertz
distribution increased the ICER by over 20%. The distribution chosen for TTD also had a
large impact on the ICER. Choosing the Weibull and Gompertz distribution decreased the
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ICER by over 10% and choosing the log-logistic and generalised gamma distributions

increased the ICER. Other influential scenarios included choosing different baseline survival

curve sources for each comparator.

B.3.8.3.1 T-DXd vs Eribulin

Scenario analyses for the analysis vs. eribulin are presented in Table 109.

Table 109: T-DXd vs eribulin - scenario analysis (list price)

Scenario

Incremental
costs

Incremental
QALYs

ICER

0,

>

change
from
base-
case
ICER

Base-case

No discounting

Discount rate of 1.5% for outcomes

No HER2 adjustment

Utility - progression free - T-DXd equal to Eribulin

Utility - progression free - equal to Le et al

Utility - progressed - TA423 company value

Utility value - progression free - off treatment - Le et al

Utility - progressed - Le et al

Utility - progressed - TA423 ERG

Duration of subsequent treatment costs = 6 months

Source of subsequent treatment cost = TA423

No vial sharing

100% vial sharing

100% hospitalisation for non-TDXd AE's

No age adjusted utilities

Eribulin OS: Using EMBRACE - weibull distribution

Eribulin OS: Using EMBRACE - Exponential
distribution

Eribulin OS: Using EMBRACE - log-normal distribution

Eribulin OS: Using EMBRACE - log-logistic distribution

Eribulin OS: Using EMBRACE - gompertz distribution

Eribulin OS: Using Barni - weibull distribution

Eribulin OS: Using Barni - Exponential distribution

Eribulin OS: Using Barni - log-normal distribution

Eribulin OS: Using Barni - log-logistic distribution
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Eribulin OS: Using Barni - gompertz distribution

Eribulin OS: Using Barni - gen. gamma distribution

Eribulin OS: Using Cortes 2010 - weibull distribution

Eribulin OS: Using Cortes 2010 - Exponential
distribution

Eribulin OS: Using Cortes 2010 - log-normal
distribution

Eribulin OS: Using Cortes 2010 - log-logistic
distribution

Eribulin OS: Using Cortes 2010 - gompertz distribution

Eribulin OS: Using Cortes 2010 - gen. gamma
distribution

Eribulin OS: Using Gamucci 2014 - weibull distribution

Eribulin OS: Using Gamucci 2014 - Exponential
distribution

Eribulin OS: Using Gamucci 2014 - log-normal
distribution

Eribulin OS: Using Gamucci 2014 - log-logistic
distribution

Eribulin OS: Using Gamucci 2014 - gompertz
distribution

Eribulin OS: Using Gamucci 2014 - gen. gamma
distribution

TH3RESA OS: Using exponential distribution

TH3RESA OS: Using log-normal distribution

TH3RESA OS: Using log-logistic distribution

TH3RESA OS: Using gompertz distribution

TH3RESA OS: Using weibull distribution

OS: Anchoring to eribulin

T-DXd PFS distribution - exponential

T-DXd PFS distribution - weibull

T-DXd PFS distribution - log-logistic

T-DXd PFS distribution - gompertz

T-DXd PFS distribution - gen. gamma

HR vs. T-DXd applied through median TTD, for
Eribulin and Capecitabine

T-DXd TTD distribution - weibull

T-DXd TTD distribution - log-logistic

T-DXd TTD distribution - log-normal

T-DXd TTD distribution - gompertz

T-DXd TTD distribution - gen.gamma
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Abbreviations: AE, adverse event; ERG; evidence review group; ICER, incremental cost-effectiveness ratio; gen.
gamma, generalised gamma; MAIC, matched adjusted indirect comparison; OS, overall survival OWSA, one way
sensitivity analysis; PFS progression free survival; QALYs, quality adjusted life year;T-DXd, trastuzumab
deruxtecan; TTD, time-to-discontinuation

B.3.8.3.2 T-DXd vs capecitabine

Scenario analyses for the analysis vs. capecitabine are presented in Table 110.

Table 110: T-DXd vs capecitabine - scenario analysis (list price)

Scenario Incremental | Incremental | ICER % change
costs QALYs from base-
case ICER

Base-case

No discounting

Discount rate of 1.5% for outcomes

No HER2 adjustment

Utility - progression free - T-DXd equal to Eribulin

Utility - progression free - equal to Le et al

Utility - progressed - TA423 company value

Utility value - progression free - off treatment - Le et al

Utility - progressed - Le et al

Utility - progressed - TA423 ERG

Duration of subsequent treatment costs = 6 months

Source of subsequent treatment cost = TA423

No vial sharing

100% vial sharing

100% hospitalisation for non-TDXd AE's

No age adjusted utilities

Cap OS: Using Fumoleau 2004 - weibull distribution

Cap OS: Using Fumoleau 2004 - exponential
distribution

Cap OS: Using Fumoleau 2004 - log-normal
distribution

Cap OS: Using Fumoleau 2004 - log-logistic
distribution

Cap OS: Using Fumoleau 2004 - gen. gamma
distribution

Cap OS: Using Blum 2001 - weibull distribution

Cap OS: Using Blum 2001 - Exponential distribution

Cap OS: Using Blum 2001 - log-normal distribution

Cap OS: Using Blum 2001 - log-logistic distribution
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Cap OS: Using Blum 2001 - gompertz distribution

Cap OS: Using Blum 2001 - gen. gamma distribution

TH3RESA OS: Using exponential distribution

TH3RESA OS: Using log-normal distribution

TH3RESA OS: Using log-logistic distribution

TH3RESA OS: Using gompertz distribution

TH3RESA OS: Using weibull distribution

OS: Anchoring to eribulin

T-DXd PFS distribution - exponential

T-DXd PFS distribution - weibull

T-DXd PFS distribution - log-logistic

T-DXd PFS distribution - gompertz

T-DXd PFS distribution - gen. gamma

HR vs. T-DXd applied through median TTD, for
Eribulin and Capecitabine

T-DXd TTD distribution - weibull

T-DXd TTD distribution - log-logistic

T-DXd TTD distribution - log-normal

T-DXd TTD distribution - gompertz

T-DXd TTD distribution - gen.gamma

Abbreviations: AE, adverse event; cap, capecitabine ERG; evidence review group; ICER, incremental cost-
effectiveness ratio; gen. gamma, generalised gamma; MAIC, matched adjusted indirect comparison; OS, overall
survival OWSA, one way sensitivity analysis; PFS progression free survival; QALYs, quality adjusted life year;T-
DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation

"Note that in the PSA, the incremental costs are rounded to two decimal places, and therefore the base case
ICER can differ slightly from that of the base case results in the model.

B.3.8.3.3 T-DXd vs vinorelbine

Scenario analyses for the analysis vs. vinorelbine are presented in Table 111.

Table 111: T-DXd vs vinorelbine - scenario analysis (list price)

Scenario Incremental | Increment ICER % change

costs al QALYs from base-

case ICER
Base-case xxxxx] xxxxx] oo pxxxx]
No discounting xxxxx] xxxxx] oo pxxxx]
Discount rate of 1.5% for outcomes b xxxx XXX [xxxxX b xxxX
No HER2 adjustment xxxxx] xxxxx] oo pxxxx]
Utility - progression free - T-DXd equal to Eribulin xxxxx] xxxxx] oo pxxxx]
Utility - progression free - equal to Le et al xxxxx] xxxxx] oo xxxxx]
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Utility - progressed - TA423 company value

Utility value - progression free - off treatment - Le et al

Utility - progressed - Le et al

Utility - progressed - TA423 ERG

Duration of subsequent treatment costs = 6 months

Source of subsequent treatment cost = TA423

No vial sharing

100% vial sharing

100% hospitalisation for non-TDXd AE's

No age adjusted utilities

Cap OS: Using Fumoleau 2004 - weibull distribution

Cap OS: Using Fumoleau 2004 - exponential
distribution

Cap OS: Using Fumoleau 2004 - log-normal
distribution

Cap OS: Using Fumoleau 2004 - log-logistic
distribution

Cap OS: Using Fumoleau 2004 - gen. gamma
distribution

Cap OS: Using Blum 2001 - weibull distribution

Cap OS: Using Blum 2001 - Exponential distribution

Cap OS: Using Blum 2001 - log-normal distribution

Cap OS: Using Blum 2001 - log-logistic distribution

Cap OS: Using Blum 2001 - gompertz distribution

Cap OS: Using Blum 2001 - gen. gamma distribution

TH3RESA OS: Using exponential distribution

TH3RESA OS: Using log-normal distribution

TH3RESA OS: Using log-logistic distribution

TH3RESA OS: Using gompertz distribution

TH3RESA OS: Using weibull distribution

OS: Anchoring to eribulin

T-DXd PFS distribution - exponential

T-DXd PFS distribution - weibull

T-DXd PFS distribution - log-logistic

T-DXd PFS distribution - gompertz

T-DXd PFS distribution - gen. gamma

HR vs. T-DXd applied through median TTD, for
Eribulin and Capecitabine

T-DXd TTD distribution - weibull
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T-DXd TTD distribution - log-logistic

T-DXd TTD distribution - log-normal

T-DXd TTD distribution - gompertz

T-DXd TTD distribution - gen.gamma

Abbreviations: AE, adverse event; cap, capecitabine; ERG; evidence review group; ICER, incremental cost-
effectiveness ratio; gen. gamma, generalised gamma; MAIC, matched adjusted indirect comparison; OS, overall
survival OWSA, one way sensitivity analysis; PFS progression free survival; QALYs, quality adjusted life year; T-
DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation

B.3.8.4 Summary of sensitivity analyses results

The results of sensitivity analyses demonstrate that in all cases T-DXd is expected to

provide a significant increase in QALY's vs. each comparator.

Deterministic analyses showed that the most influential parameter was the HR for T-DXd vs.
TH3RESA that defined the survival extrapolations in OS; this is to be expected as the cost-
effectiveness results are primarily driven by survival gains. Beyond this parameter, the

impact of varying other parameters in the model was small.

Scenario analyses showed that the parameters with the most influence on the ICER was the
distribution chosen to model TH3RESA OS. Other key assumptions were the distribution

used to model TTD for T-DXd and the source of comparator efficacy data.

Probabilistic analysis indicated that there is a [l likelihood of T-DXd being cost-effective
at a willingness to pay threshold of £50,000 per QALY.

B.3.9 Subgroup analysis

No subgroup analyses were performed.
B.3.10 Validation

B.3.10.1 Validation of cost-effectiveness analysis

Quality control of the electronic model was performed both internally by the model
developers, and externally by an independent health economist. Validation of the model by

both internal and external health economists involved review of:

e Formulae
¢ Consistency with the model decision problem

¢ VBA implementation
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e Inputs

e Model functionality

Furthermore, model inputs and assumptions were validated at the August Advisory Board

involving four UK clinical experts in BC and four independent health economists.5°

B.3.11 Interpretation and conclusions of economic evidence

In the base-case analysis, eribulin is dominated, vinorelbine is extendedly dominated

I Hovvever, a confidential PAS
for T-DXd has been proposed, which would result in a lower ICER compared with
capecitabine| GGG
I <<\ drivers of cost-effectiveness are the OS HR for T-DXd

vs. T-DM1, and the survival distributions for OS and TTD for all comparators. DS considers
T-DXd to be a plausible CDF candidate in this indication.

Mean OS for individuals receiving T-DXd was predicted to be [JJll months, compared with
I nonths for eribulin and [l months for capecitabine and vinorelbine. T-DXd is
therefore expected to represent a life extending treatment at the end of life, and additional

QALY weighting is expected to apply.
The key strengths of the analysis are:

o Key components of the economic model were informed and validated by four clinical
experts with specialist knowledge of mBC
¢ Multiple scenario and sensitivity analyses were conducted, and the results of the

analysis were found to be relatively robust to alternative assumptions

The key limitations of the analysis are:
¢ Single-arm data are available from DESTINY-Breast01; comparative data vs. eribulin,
capecitabine and vinorelbine are therefore informed by unanchored MAICs
e OS data from DESTINY-Breast01 were considered prohibitively immature for
informative parametric survival modelling; it was therefore necessary to use OS data
from other HER2-targeted ADCs in third-line mBC

Despite uncertainties in the analysis, T-DXd has demonstrated the potential to be a cost-
effective use of NHS resources at the proposed PAS price; the proposed PAS is expected to

result in improved cost-effectiveness. If T-DXd were recommended for use within the CDF,
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additional data collected in the Phase lll trial is expected to address outstanding areas of

uncertainty.
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Abbreviations

Abbreviation Definition

ADC Antibody-drug conjugate

AE Adverse event

BC Breast cancer

CBR Clinical benefit rate

CE Cost-effectiveness

Cl Confidence interval

CR Complete response

CSR Clinical study report

CT Computed tomography

CTCAE Common Terminology Criteria for Adverse Events
DCR Disease control rate

DoR Duration of response

EAS Enrolled analysis set

ECOG Eastern Cooperative Oncology Group

ER Oestrogen receptor

HER2+ Human epidermal growth factor 2 overexpression (positive)
HER2- Human epidermal growth factor 2 negative
HR Hazard ratio

HRQoL Health-related quality of life

ICER Incremental cost-effectiveness ratio

ICR Independent central review

IHC Immunohistochemistry

ILD Interstitial lung disease

ISH In situ hybridisation

\Y Intravenous

LVEF Left ventricular ejection fraction

mBC Metastatic breast cancer

NCI National Cancer Institute

NE Not evaluable

NHS National Health Service

NICE National Institute for Health and Care Excellence
OR Odds ratio

ORR Objective response rate

10

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved

Page 10 of 234



Abbreviation Definition

oS Overall survival

PAS Patient access scheme

PD Progressive disease

PFS Progression-free survival

PR Partial response

PS Performance status

PSS Personal social services

QALY Quality-adjusted life year

QLQ Quality of life questionnaire

QoL Quality of life

QT QT interval

RCT Randomised controlled trial
RECIST Response Evaluation Criteria in Solid Tumors
SAE Serious adverse event

SD Standard deviation

SLR Systemic literature review

SE Standard error

SmPC Summary of product characteristics
TA Technology appraisal

T-DM1 Trastuzumab emtansine

T-DXd Trastuzumab deruxtecan

TEAE Treatment-emergent adverse events
TTR Time to response
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1. Addendum summary

This addendum provides an update to the clinical and cost-effectiveness of trastuzumab
deruxtecan (T-DXd) using the latest available clinical data from the DESTINY-Breast01
trial, representing an update from a data-cut of August 1, 2019 (median follow-up

11.1 months [range, 0.7 to 19.9]) to June 8, 2020 (median follow-up 20.5 months || Gz
). Updated responses to ERG clarification questions were incorporated into
the relevant sections, and where reporting errors were identified in the original company

submission (CS), corrections to these were also made.

The addendum consists of an update to all the clinical efficacy and safety outcomes
reported in the original CS, together with respective changes to the results of the
matching-adjusted indirect comparison (MAIC) analyses, the cost-effectiveness analyses

and the budget impact model (BIM).

Clinical and cost-effectiveness conclusions using the latest June 2020 data cut from
DESTINY-Breast01 trial are consistent with those reported in the original company

submission.

The key updates include:

Objective response rate (ORR) has changed from 60.9% (95% confidence interval [CI]:
53.4, 68.0) to 61.4%_( GG

Median progression-free survival (PFS) has changed from 16.4 months (12.7, not
evaluable [NE]) to 19.4 months (14.1, NE)

Preliminary median overall survival (OS) is reported for the first time: 24.6 months (23.1,
NE) (estimated at 35% maturity with only 17% patients at risk at 24 months)

Median duration of response (DoR) has changed from 14.8 months (13.8, 16.9) to 20.8
months (15.0, NE)

The results of the updated cost-effectiveness analysis (including the approved patient
access scheme for T-DXd) are:

T-DXd vs. capecitabine: £45,216 per QALY gained

T-DXd vs. vinorelbine: £42,473 per QALY gained

T-DXd vs. eribulin: £37,471 per QALY gained

This single addendum comprises the following sections:

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 12 of 234

12



Addendum to CS Document A (Section 2)
Addendum to CS Document B (Section 3)
Addendum to the Budget Impact Model (submitted to NICE as a separate document as
requested)
Addenda to CS appendices
— Appendix D: Model diagnostics for the 7 MAIC analyses (Section 5.1)
— Appendix J: Clinical outcomes and disaggregated results from the model
(Section 5.2)

— Appendix N: Cost-effectiveness results using PAS price (Section 5.3)
Appendix O: Extrapolation of OS, PFS and time to treatment discontinuation (TTD)
(Section 5.4)

Please note that the addendum only contains sections that have been updated from the
original CS; the corresponding section numbers from the original CS are provided

throughout.
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2. Addendum to Document A

2.1. Key results of the clinical effectiveness evidence (addendum to
Document A, Section A.7)

A summary of the key results of the clinical effectiveness evidence from DESTINY-Breast01

at the June 8, 2020 data-cut are shown in Table 1: Key results of the clinical effectiveness

evidence, DESTINY-Breast01.

Table 1: Key results of the clinical effectiveness evidence, DESTINY-Breast01

Endpoints T-DXd 5.4 mg/kg Section, page in the
(Part 1+2a+2b) submission
(N=184)
Primary endpoint
ORR (ICR assessed), n (% 113 (61.4 NG Addendum 3.1.1.2, page 55
[95% CI])
CR, n (%) 12 (6.5)
PR, n (%) 101 (54.9)
SD, n (%) 66 (35.9)
PD, n (%) ]
NE, n (%) ]

Secondary endpoints specified i

n the decision problem

Median PFS, months (95% CI)
(ICR assessed)

19.4 (14.1, NE)

Events, n (%)

PD, n (%)

Death, n (%)

Censored, n (%)

Addendum 3.1.1.3, page 57

Preliminary median OS,
months (95% CI) (ICR
assessed)

24.6 (23.1, NE)

Events

Censored, n (%)

Addendum 3.1.1.3, page 58

Median DoR, months (95% CI)
(ICR assessed)

20.8 (15.0, NE)'

Events, n/N patients with
response, (%)

Censored, n/N patients
with response (%)

I —+

Addendum 3.1.1.3, page 59-60
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Endpoints T-DXd 5.4 mg/kg Section, page in the

(Part 1+2a+2b) submission
(N=184)
Other secondary endpoints (ICR assessed)
DCR, n (% [95% CI]) 179 (97.3 [93.8, 99.1]) Addendum 3-25-3 -3, pages 59-
CBR, n (% [95% Cl]) I
Median TTR, months -
(95% CI)

Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DCR, disease control
rate; DoR, duration of response; EAS, Enrolled Analysis Set; ICR, independent central review; NE, not evaluable;
ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease; TTR, time to
response; T-DXd, trastuzumab deruxtecan.

Data-cut: June 8, 2020
—

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file) ?

2.1.1. DESTINY-Breast01: Primary efficacy outcome: Objective response rate
evidence (addendum to Document A, Section A.7.1)

Among the 184 patients who received T-DXd at the recommended dose of 5.4 mg/kg (data-
cut of June 8, 2020), the confirmed objective response rate (ORR) on independent central
review (ICR) was 61.4% | GG of thesc 12 patients (6.5%) had a CR, and
101 patients (54.9%) had a PR (Figure 1). [ EIGczcEIIIIIIIIEEEEE
I 1< confirmed ORR based on investigator assessment (secondary
endpoint) in the 5.4 mg/kg dose cohort was || EKGTcTcNGNGNGNEEEEEEEEEE
I

15

Company evidence submission template for trastuzumab deruxtecan for treating HER2-
positive unresectable or metastatic breast cancer after 2 or more anti-HER2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 15 of 234



Figure 1: DESTINY-Breast01: Waterfall plot of change from baseline in tumour size for
the 5.4 mg/kg dose of T-DXd, as measured by ICR (EAS) - Addendum 3.1.1.2 (page 55)

Abbreviations: ICR, independent central review.
Data-cut: June 8, 2020

The upper horizontal line indicates a 20% increase in tumour size in the patients who had

disease progression, and the lower line indicates a 30% decrease in tumour size (partial response).
Source: Daiichi-Sankyo, Inc., 2020 (data on file) 2

Prespecified subgroup analyses showed consistent responses across demographic and

prognostic subgroups including

(Addendum Section 3.1.2).

2.1.2. DESTINY-Breast01: Progression-free survival (addendum to Document A,
Section A.7.2)

Of the 184 patients receiving the recommended dose of 5.4 mg/kg (data-cut of June 8,
2020), there were | GGG - the median PFS for these patients was 19.4
months (95% Cl: 14.1, NE) (Figure 2). Of the 184 patients, || ] had PD and |}
I had died. Figure 20 presents a Kaplan—Meier (KM) curve of PFS for the 5.4 mg/kg
dose in Part 1, Part 2a and Part 2b.
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Figure 2: DESTINY-Breast01: Kaplan—Meier plot of PFS for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS) - Addendum B.2.6.1.2 (page 11)

Abbreviations: EAS, Enrolled Analysis Set; ICR, independent central review; PFS, progression-free survival; T-
DXd, trastuzumab deruxtecan.

Data-cut: June 8, 2020

Data for .patients were censored, as indicated by tick marks. Disease progression was assessed with the use
of the modified RECIST version 1.1. The dashed lines indicate the 95% CI.

Source: Daiichi-Sankyo, Inc., 2020 (data on file) 2

2.1.3. DESTINY-Breast01: Overall survival (addendum to Document A, Section
A.7.3)

At the data-cut of June 8, 2020 (median follow-up of 20.5 months), median OS was 24.6
months (95% Cl: 23.1, NE); | GG - dicd and [ vcrc
censored for the OS analysis; the majority of patients were thought to be censored
I (bascd on an analysis from August 1, 2019). Figure 3 presents a KM curve of
OS for the 5.4 mg/kg dose in Part 1, Part 2a and Part 2b. Please note that the median OS
data are preliminary, estimated at 35% maturity.! The information provided by a KM curve at
a particular time point is dependent on the number of subjects at risk at that time point, and if
there are only a few patients at risk, then one single extra event will make a substantial
impact on the distance by which the KM curve decreases.? Therefore, | EGcIcIEINEG

|
I | akes this portion of the KM data uninformative for

modelling in terms of long-term survival extrapolation. Although the data are preliminary, it is
17
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worth noting that the lower Cl for T-DXd (23.1 months) already exceeds the median OS of

the comparator treatments, and indeed the upper CI from most of the comparator studies.

Figure 3: DESTINY-Breast01: Kaplan—Meier plot of OS for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS) - Addendum 3.1.1.3 (page 57)

Abbreviations: EAS, Enrolled Analysis Set; ICR, independent central review; OS, overall survival; T-DXd,
trastuzumab deruxtecan.

Data-cut: June 8, 2020

Data for [l patients were censored, as indicated by tick marks. The dashed lines indicate the 95% CI.

The reasons for censoring for OS were not collected as part of the analysis. Additional analyses provided to the

ERG for the previous data-cut (August 1, 2019; n=159 censored) showed that the majority of patients were
censored due to

Source: Daiichi-Sankyo, Inc., 2020 (data on file) 2

2.1.4. DESTINY-Breast01: Duration of response (addendum to Document A, Section
A.7.4)

For the 112 patients who achieved a response with the 5.4 mg/kg dose, the median duration
of response (DoR) was 20.8 months (95% CI: 15.0, NE). See Addendum 3.1.1.3, page 59-
60.
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2.1.5. DESTINY-Breast01: Additional key secondary outcomes (addendum to
Document A, Section A.7.5)

The disease control rate (DCR) and clinical benefit rate (CBR) was 97.3% (95% CI: 93.8,
99.1) and | GG, r<spectively. For the 112 patients who achieved a response

with the 5.4 mg/kg dose, the median time to response (TTR) was | GKcNGG}:
. Sce Addendum 3.1.1.3, page 59-60.

2.2. Evidence synthesis (addendum to Document A, Section A.8)

An SLR was conducted to identify relevant clinical evidence describing the efficacy and
safety of T-DXd and all currently available therapies (as per NICE scope for T-DXd) used to
treat patients with advanced BC or mBC presenting with either HER2+ status, mixed HER2
status, or an unknown HER2 status, who have received two or more prior therapies in a
uBC/mBC setting (Appendix D). The patient population in the SLR was broad as there are
few published data available for currently available treatments solely in HER2+ patients (see
Appendix D in the original company submission for details of the SLR, which remains

unchanged).

DESTINY-Breast01 is a single-group trial; a series of unanchored MAICs were therefore
performed to assess the comparative effectiveness of T-DXd vs the comparators listed in the
NICE final scope (eribulin, capecitabine and vinorelbine) (Section B2.9, pages 55-88).
MAICs were conducted for four studies identified for eribulin, two identified for capecitabine
and one for vinorelbine; outcomes considered were OS, PFS and response (Table 2).
Results from the MAICs were used to inform PFS in the cost-effectiveness model; following

clinical expert feedback, an alternative approach was taken to modelling OS (Section 2.5

All analyses were consistent with NICE Decision Support Unit (DSU) Technical Support
Document (TSD) 18 and Phillippo et al.*®
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Table 2: Summary of studies included in the MAIC analyses — Addendum 3.1 (page 64)

Comparator | Author (Year) Study design Aim of study
Barni (2019)77 Multicentre, Efficacy of eribulin in patients with mBC
retrospective cohort in a real-world setting, with HER2+
subgroup data for OS and PFS
Cortes (2010)8 | Phase Il, single-arm, | Safety and efficacy of eribulin mesylate
open-label in patients with locally advanced or mBC
who were previously treated with
anthracycline, a taxane and capecitabine
Eribulin Cortes (2011)8" | Phase lll, randomised | To compare eribulin mesylate and
controlled, open-label | treatment of physician’s choice amongst
patients with locally recurrent or mBC
who had previous chemotherapies
Gamucci Multi-centre Safety and efficacy of eribulin in real-
(2014)8 observational world patients with advanced breast
cancer who have been previously treated
by no less than 2 lines of chemotherapy
Blum (2001)82 Multicentre, Phase Il | Efficacy and safety of capecitabine in
single-arm patients with mBC who failed taxane
Capecitabin therapy
e Fumoleau Multicentre, Phase Il | To evaluate the capecitabine
(2004)83 single-arm monotherapy in mBC patients who
previously were treated with
anthracycline and taxane
Sim (2019)7° Phase Il, randomised | To compare lapatinib + vinorelbine vs.
Vinorelbine controlled, open-label | vinorelbine alone in patients with HER2+

mBC who progressed on both
trastuzumab and lapatinib

Abbreviations: MAIC, matching-adjusted indirect comparison; mBC, metastatic breast cancer; PFS, progression-
free survival; OS, overall survival.

All results show T-DXd to be associated with significant improvement in OS, PFS and

response (Table 3).

Table 3: Summary of the MAIC analyses results — Addendum 3.1.3 (pages 64-89)

Comparator

Study

Hazard ratio (95% CI) for

T-DXd vs. comparator

Odds ratio for T-DXd vs.

comparator

PFS

DCR CBR

Eribulin

Cortes 2011

Barni 2019

Cortes 2010

Gamucci 2014

Capecitabine

Fumoleau
2004

Blum 2001

Vinorelbine

Sim 2019

A 1IE
(]

B 1LLE
N il
=

Abbreviations: Cl, confidence interval; CBR, clinical benefit rate; D
free survival; ORR, objective response rate; OS, overall survival.

(@)

R, disease control rate; PFS, progression-
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2.3. Key clinical issues (addendum to Document A, Section A.9)
Despite the high quality of DESTINY-Breast01, there were some limitations consistent with
conducting clinical trials in an area of very high unmet need (Section B.2.13.2, Company
submission pages 100—104 and addendum 3.1.5.2 page 99).

o DESTINY-BreastO1 is a single arm study, and therefore there is uncertainty
regarding the magnitude of benefit compared with standard-of-care.

e The median OS data are only preliminary, estimated at 35% maturity with only 17
patients at risk at 24 months. In particular, the high number of censorings from 20
months onwards makes this portion of the KM data uninformative for modelling in
terms of long-term survival extrapolation.

Health-related quality of life (HRQoL) data were not captured in the DESTINY-Breast01

study.
Daiichi Sankyo considers T-DXd to be a candidate for the CDF. It is anticipated that the CDF
would provide the opportunity to address the clinical uncertainty by collecting additional data,
while providing timely, managed patient access to an innovative and efficacious treatment in
this disease area of high unmet need. Efficacy and safety data, which can be used to inform
an indirect treatment comparison, will be obtained from the DESTINY-Breast02
(NCT03523585) Phase Il RCT of T-DXd versus treatment of investigator's choice
(trastuzumab in addition to capecitabine or lapatinib in addition to capecitabine) in HER2+,

u/mBC patients previously treated with T-DM1.
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2.4. Overview of the economic analysis (addendum to Document A,
Section A.10)

Figure 4: Model diagram — B.3.2 (page 111)

i

Progression-free Progression-free
on treatment off treatment

Progressed

The economic model compares T-DXd against eribulin, capecitabine and vinorelbine in
individuals with HER2-positive, unresectable or metastatic breast cancer who have received

two or more prior anti-HERZ2 therapies.

The model considers a ‘lifetime’ time horizon. A 1-week cycle length is used to adequately
capture transitions and reflect changes in health, while also allowing drug cycles to be

appropriately costed. A half-cycle correction is applied using the life table method.

The modelled health state distribution is derived based on overall survival (OS), progression-

free survival (PFS), and time to discontinuation (TTD) curves for each of the comparators.

2.5. Incorporating clinical evidence into the model (addendum to
Document A, Section A.12)

The OS data in DESTINY-Breast01 from the June 2020 data cut are considered prohibitively
immature for informative parametric modelling with only 35.3% of patients having an OS
event. Extrapolation of the T-DXd OS curve is therefore performed by applying a hazard
ratio to third-line data for a HER2-targeted treatment (T-DM1) with longer follow-up than
observed in DESTINY-Breast01. Given that T-DXd and T-DM1 are both HER2-targeted
therapies and are both ADCs including a trastuzumab-like antibody, long-term survival for T-

DXd is expected to be more comparable to T-DM1 than to eribulin, vinorelbine or
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capecitabine. Clinical experts at an August advisory board confirmed that the shape of the T-
DXd OS curve is expected to more closely reflect the shape of the T-DM1 curve than that of
the model comparators. A HR was generated for T-DXd vs. T-DM1 using a cox proportional

hazards model based on:

e Only OS data from DESTINY-Breast01 up to 20.5 months (primary analysis)
o All OS data from DESTINY-Breast01 (secondary analysis)

OS data beyond 20.5 months were not considered to be informative given the substantial
censoring observed beyond this time point: ] patients (l|% of those remaining) are
censored and only [J] (l]%¢) OS events occur after 20.5 months. This results in an
implausible trajectory for OS, suggesting that OS and PFS Kaplan-Meier curves would
converge shortly after the end of trial follow-up. OS for comparator treatments is estimated
by fitting parametric survival curves to the digitized Kaplan-Meier data from the relevant

studies.

Parametric survival modelling is used to inform PFS and TTD curves in the model using data
from DESTINY-Breast01 for T-DXd patients. The TTD curve represents the individuals in the
progression-free, on treatment health state and the difference between the PFS and TTD
curves represents the individuals in the progression-free, off-treatment health state. For
each comparator, a MAIC was conducted to generate a HR vs. T-DXd for the PFS curve. In
the absence of Kaplan-Meier data for TTD in the comparator studies, treatment to

progression for comparator treatments is assumed in the base-case.

Patient-level data from DESTINY-Breast01 was used for T-DXd safety data. All grade three
and above adverse events that occurred in at least 5% of patients were included for each

comparator from the respective base-case studies. In addition, any adverse events listed as
AEs of special interest in the DESTINY-Breast01 clinical study report, or those identified by

clinicians as AEs of particular significance were also included.

In the base-case, utility weights were calculated using the method applied in TA423.°
Baseline utility and the incremental utility of response weights were taken from TA423 and
adjusted using ORR. For T-DXd, the ORR was taken directly from DESTINY-Breast01. A
MAIC was conducted to adjust each comparator ORR based on patient population

differences between trials.
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2.6. Key model assumptions and inputs (addendum to Document A,
Section A.13)

Table 4: Key model assumptions and inputs

Model input and | Source/assumption Justification

cross-reference

Overall survival Extrapolations of T- | OS data in DESTINY-Breast01 from the June
DXd overall survival | 2020 data cut are not considered sufficiently
were based on mature for informative parametric modelling,

applying a HR vs. with only [l of patients having an OS

the T-DM1 OS curve | event, therefore a HR was applied to T-DM1
from the TH3RESA | OS curve from TH3RESA. Given that T-DXd
trial and T-DM1 are both HER2-targeted therapies
and are both ADCs including trastuzumab,
long-term survival for T-DXd is expected to
be more comparable to T-DM1 than to
eribulin, vinorelbine or capecitabine. Clinical
experts at the August advisory board
confirmed that the shape of the T-DXd OS
curve is expected to more closely reflect that
of T-DM1 than that of the model comparators,
and that a ‘tail’ should be expected in the T-
DXd OS curve; anchoring on non-targeted
therapies (such as eribulin) is not expected to
provide an accurate estimate of long-term

survival.
Vinorelbine OS is Only the Sim (2019) study was available to
equivalent to inform the comparison against vinorelbine’;
capecitabine OS however, clinical experts at the August

advisory board advised that the OS observed
in Sim 2019 (18.9 months) is not plausible
following PFS of 12 weeks, and is likely
driven by the use of post-progression
therapies.? Given that vinorelbine is
associated with similar or worse PFS
compared with capecitabine, OS for
vinorelbine is assumed to be equivalent to
OS for capecitabine.

Adjustment for 20% HER2-positive | Where information was available on the

HER2 status patients were distribution of HER2-expression in a trial
assumed in trials population (Cortes, 2011), an adjustment was
with no information made to the trial outcomes in order to
regarding HER2- compare outcomes with a 100% HER2+
expression in the population. No adjustment was required for
patient population the Barni 2019 study, which evaluates the

only NICE-recommended treatment option,
eribulin, in a HER2-positive population, or for
the Sim 2019 study. There was no
information on HER2-expression in the data
presented by Fumoleau et al, therefore an
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Model input and
cross-reference

Source/assumption

Justification

adjustment was made assuming that 20% of
patients in the study were HER2+, as
observed in clinical practice.®

Adjustment for HER2 status was
recommended by clinical experts at the
August advisory board®and is in line with
previous published findings'® demonstrating
HER2+ disease to be more aggressive and
more likely to recur.

The impact of HER2
status on outcomes
is the same between
OS and PFS

In the base-case, an adjustment to OS and
PFS in the eribulin and capecitabine arms of
the model is made to account for the
proportion of patients with HER2+ vs. HER2—
disease, using the HR presented by Lv et al.
Only OS was presented in the study, and
therefore the same HR was applied to adjust
PFS. At the August advisory board, clinical
experts advised that both PFS and OS would
be poorer for HER2-positive patients.

Time on treatment

Treatment to PFS is
assumed for all
comparator drugs

For comparator treatments, only median TTD
data were available from the studies. When a
HR is applied vs. T-DXd TTD for each
comparator that passes through the median
TTD, the TTD curve quickly passes through
the PFS curve. This suggests that the shape
of the TTD curves of each comparator is not
the same as that of T-DXd. Furthermore, as
mean PFS for each comparator is relatively
short, it is reasonable to assume that patients
would not discontinue treatment before
progression in UK clinical practice.

Wastage

50% drug wastage is
assumed

In TA523, a clinical expert confirmed that “in
clinical practice drug wastage is recognised
and efforts are made to minimise it by
carefully scheduling patients for treatment
where vial sharing is possible, although the
proportion of drug cost saved through vial
share is uncertain”. In the absence of further
data, 50% wastage is assumed, with
scenarios considering 0% and 100%
wastage.

Adverse events

AE-associated cost
and QALY losses
accounted for in first
cycle of model

Time on treatment is short for all
comparators, and therefore there are not
expected to be any long-term cost and QALY
losses associated with AES.
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Model input and
cross-reference

Source/assumption

Justification

The proportion of
AEs that resulted in
hospitalisation in
DESTINY-Breast01
was applied to all
comparator AE
proportions

There were no data available on the
proportion of each AE that resulted in
hospitalisation for each comparator, therefore
the best available evidence - patient level
data from DESTINY-Breast01 - was used.

0% hospitalisation is
assumed in AEs with
no hospitalisation
data

For AEs that did not occur in DESTINY-
Breast01, there were no data available on the
proportion of AEs that resulted in
hospitalisation. A conservative assumption of
0% was applied in the base-case.

Relative dose
intensity

The RDI for
capecitabine and
vinorelbine was
assumed equal to
eribulin.

In the absence of other data, the RDI for
capecitabine and vinorelbine is conservatively
assumed to be the same as for eribulin.

Resource use

Resource use
estimates are equal
for all treatments

This is consistent with previous TAs

Abbreviations: ADC, antibody drug conjugate; AE, adverse event; HER2, human epidermal growth factor 2; OS,
overall survival; PFS, progression-free survival; QALY, quality-adjusted life-year; RDI, relative dose intensity; TA,
technology appraisal; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TTD, time to

discontinuation.
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2.7. Base-case ICER (deterministic, PAS price results) (addendum to Document A, Section A.14)

In the original company submission, PAS price results were presented in Appendix N. Following the approval of the PAS for T-DXd on 3rd
November 2020, the PAS price results are presented in sections 2.7, 2.8, 2.9 and 3.2.5. Results based on the list price for T-DXd are presented
in sections 2.10, 2.11, 2.12 and 3.2.8.

2.7.1. Primary analysis, T-DXd PAS price

In the primary analysis, censoring T-DXd OS at 20.5 months, eribulin is found to be dominated and vinorelbine is extendedly dominated. T-DXd
is associated with incremental costs of -and - incremental QALYs compared with capecitabine, resulting in an incremental cost-
effectiveness ratio (ICER) of £45,216 per quality-adjusted life-year (QALY) gained. A summary of the fully incremental results using the PAS
price for T-DXd are presented in Table 5.

Table 5: Primary analysis results (censoring T-DXd OS at 20.5 months), T-DXd PAS price

Technologies | Total costs Total LYG Total QALYs Incremental | Incremental | Incremental | ICER versus | ICER

(£) costs (£) LYG QALYs baseline incremental

(E/QALY) (E/QALY)
Capecitebine | |HEE | NN EE N = -
Vinoreibine | I I I I I N £483,164 Ext.
Dominated

Eribulin I I N N N N Dominated | Dominated
T-DXd N I I I I N £45,216 £45,216
Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; PAS, patient access scheme; QALYs, quality-adjusted life years; T-DXd,
trastuzumab deruxtecan
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2.7.2. Secondary analysis, T-DXd PAS price

Secondary analyses are considered in which the full OS Kaplan-Meier data for T-DXd are used, assuming each of the exponential and
generalised gamma distributions. Due to the high level of censoring from 20.5 months, the Kaplan Meier data from this point onwards is not
considered to be informative. Therefore, this analysis is expected to be a conservative estimate of the cost-effectiveness of T-DXd and it is

proposed that the primary analysis is used for decision making purposes.

In the secondary analysis assuming an exponential distribution for T-DXd OS, eribulin is found to be dominated and vinorelbine is extendedly
dominated. T-DXd is associated with incremental costs of ] and [l incremental QALYs compared with capecitabine, resulting in an

ICER of |l per QALY gained. A summary of the fully incremental results is presented in Table 6.

Table 6: Secondary analysis results (full use of K-M data), T-DXd OS distribution: exponential (T-DXd PAS price)

Technologies | Total costs Total LYG Total QALYs | Incremental Incremental Incremental ICER versus ICER
costs (£) LYG QALYs baseline incremental
(£/QALY) (£/QALY)
Capecitabine I I I I
Vinorelbine - - - -
Eribulin I I I I
T-DXd ] I I I

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

In the secondary analysis assuming a generalised gamma distribution for T-DXd OS, eribulin is found to be dominated and vinorelbine is
extendedly dominated. T-DXd is associated with incremental costs of |l and Il incremental QALYs compared with capecitabine,

resulting in an ICER of [l per QALY gained. A summary of the fully incremental results is presented inTable 7 .
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Table 7: Secondary analysis results (full use of K-M data), T-DXd OS distribution: generalised gamma (T-DXd PAS price)

Technologies | Total costs Total LYG Total QALYs Incremental Incremental Incremental ICER versus ICER
(£) costs (£) LYG QALYs baseline incremental
(E/QALY) (E/QALY)
Capecitabine | N ] I I ] ] ] ]
Vinorelbine ] ] I I ] ] ] ]
Eribulin ] ] I I ] ] ] ]
T-DXd ] ] I I ] ] ] ]

Abbreviations: ICER, incremental cost-effectiveness ratio; K-M, Kaplan-Meier; LYG, life years gained; QALY's, quality-adjusted life years
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2.8. Probabilistic sensitivity analysis

Joint parameter uncertainty was explored through probabilistic sensitivity analysis (PSA), in

which all parameters are assigned distributions and varied jointly. 10,000 Monte Carlo

simulations were recorded. Where the covariance structure between parameters was

known, correlated random draws were sampled from a multivariate normal distribution.

Results were plotted on a cost-effectiveness plane (CEP) and a cost-effectiveness

acceptability curve (CEAC) was generated.

The average incremental costs over the simulated results were xxxxxxx and the average

incremental QALYs were xxxx compared with capecitabine, giving a probabilistic ICER of

£45,008. This is highly congruent with deterministic changes in costs of xxxxxxx and QALY's

of xxxx, respectively. The proportion of simulations considered cost-effective at a threshold

of £50,000 per QALY was xx%. A summary of the probabilistic, fully incremental results

using the PAS price for T-DXd are presented in Table 8. The cost-effectiveness plane vs.

each comparator and CEAC are presented in Figure 5, Figure 6, Figure 7, and Figure 8.

Table 8: PSA results, T-DXd PAS price

Technologies | Total Total Incremental | Incremental | ICER versus ICER
costs (£) | QALYs | costs (£) QALYs baseline incremental
(£/QALY) (E/QALY)
Capecitabine | [ N |1 I - :
Vinorelbine I e e £648,845 Ext.
Dominated
Eribulin I e e Dominated Dominated
T-DXd I B N £45,008 £45,008

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; PAS, patient access scheme;
QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan
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Figure 5: T-DXd versus eribulin scatterplot, T-DXd PAS price
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Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 6: T-DXd vs capecitabine scatterplot, T-DXd PAS price
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Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 7: T-DXd vs vinorelbine scatterplot, T-DXd PAS price
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Abbreviations: QALYs, quality-adjusted life years; T-DXd, trastuzumab deruxtecan.
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Figure 8: Cost-effectiveness acceptability curve, T-DXd PAS price
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2.9. Key sensitivity and scenario analyses, T-DXd PAS price (addendum to Document A, Section A.16)
For each analysis, a tornado diagram of one-way sensitivity analysis (OWSA) is presented in Figure 9, Figure 10, and Figure 11. OWSA
showed that the most influential parameter was the HR for T-DXd vs. TH3RESA that defined the survival extrapolations in OS; this is to be
expected as the cost-effectiveness results are primarily driven by survival gains. Beyond this parameter, the impact of varying other parameters

in the model was small.

Figure 9: Tornado diagram, T-DXd vs. Eribulin, PAS price — 3.2.6.2 (page 150)

Tornado diagram
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Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; PFS,
progression-free survival; OS, overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.
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Figure 10: Tornado diagram, T-DXd vs. capecitabine, PAS price — 3.2.6.2 (page 151)
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_Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; PFS,
progression-free survival; OS, overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.

36

Company evidence submission template for trastuzumab deruxtecan for treating HER2-positive unresectable or metastatic breast cancer after
2 or more anti-HERZ2 therapies

© Daiichi Sankyo (2020). All rights reserved Page 36 of 234



Figure 11: Tornado diagram, T-DXd vs. vinorelbine, PAS price — B.3.2.6.2 (page 153)

Tornado diagram
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_Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; OS,
overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.

For each analysis, the scenarios that change the ICER by at least 15% are presented in Table 9, Table 10, and Table 11. The most influential
scenarios in each comparison are anchoring T-DXd OS to eribulin; modelling T-DXd based on a no-censoring approach (i.e. Secondary
analysis); and scenarios that change the distributions of OS for either T-DXd or a comparator. The main model drivers are the OS gains and
treatment costs in the T-DXd arm; therefore, it is reasonable that scenarios that change these parameters have the biggest impact on the
ICER. The scenario comparing T-DXd against the only NICE-recommended comparator, eribulin, using the Barni 2019 study (the only
identified study of eribulin with data in the HER2-positive population) resulted in a modest change in the ICER to £41,827.
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Table 9: Key scenario analyses, T-DXd vs. eribulin, PAS price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER
Base case _
Alternative HR for T-DXd OS vs. Secondary analysis: Modelling The ICER is sensitive to the OS HR vs. TH3RESA as [
TH3RESA OS using a HR vs. TH3RESA that ; i o
) modelled T-DXd OS is a key model driver. All clinically
was caloulated using no plausible distributions were tested in scenario analyses
censoring in the T-DXd KM data. )
: ) Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as
Alternative OS anchor for T-DXd -\ 4 o i) i modelled T-DXd OS is a key model driver. L
The ICER is sensitive to the distribution and data source
Alternative eribulin baseline data Modelling eribulin OS using data for the comparator OS as it influences the OS gains,
source and OS distribution from Gamucci 2014 and the which is a key model driver. All alternative distributions -
(B.3.3.1.2) generalised gamma distribution and data sources were therefore tested in scenario
analyses.
Alternative OS distribution for Using log-normal distribution to [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
Alternative OS distribution for Using Gompertz distribution to tested in scenario analyses. [ ]

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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Table 10: Key scenario analyses, T-DXd vs. capecitabine, PAS price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER
Base case -
flemalive AR for T-DXd OS vs. | Secondary analysis: Modelng o | The ICER is sensitive to the OS HR vs. TH3RESA as
was calc;qulated USing no modelled T-DXd OS is a key model driver. All clinically e
censoring in the T-Dng KM data plausible distributions were tested in scenario analyses.
. ) Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as
Alternative OS anchor for T-DXd -\ 4 o i) i modelled T-DXd OS is a key model driver. L
Alternative OS distribution for Using log-normal distribution to s
TH3RESA (B.3.3.1.1.1) model TH3RESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key I
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
. . . o tested in scenario analyses.
Alternative OS distribution for Using Gompertz distribution to
9o —

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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Table 11: Key scenario analyses, T-DXd vs. vinorelbine, PAS price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER
Base case -
flemalive AR for T-DXd OS vs. | Secondary analysis: Modelng o | The ICER is sensitive to the OS HR vs. TH3RESA as
was calc;qulated USing no modelled T-DXd OS is a key model driver. All clinically e
censoring in the T-Dng KM data plausible distributions were tested in scenario analyses.
. ) Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as
Alternative OS anchor for T-DXd -\ 4 o i) i modelled T-DXd OS is a key model driver. L
Alternative OS distribution for Using log-normal distribution to s
TH3RESA (B.3.3.1.1.1) model TH3RESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key I
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
. . . o tested in scenario analyses.
Alternative OS distribution for Using Gompertz distribution to
9o —

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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2.10. Base-case ICER (deterministic, list price results) (addendum to Document A, Section A.14)

2.10.1.
In the base-case analysis, eribulin is found to be dominated and vinorelbine is extendedly dominated. T-DXd is associated with incremental

costs of | and Il incremental QALYs compared with capecitabine, resulting in an ICER of |l per QALY gained. A summary of
the base-case, fully incremental results are presented in Table 12. The results presented here are calculated using the list price of T-DXd and

Primary analysis, list price

therefore do not reflect the incremental costs based on the PAS price of T-DXd.

Table 12: Primary analysis results assuming list price (deterministic) — B.3.2.8.1.1 (page 164)

Technologies Total costs Total LYG Total QALYs | Incremental. | Incremental Incremental ICER versus | Incremental
(£) costs (£) LYG QALYs baseline ICER
(E/QALY) (E/QALY)
Capecitabine | [N I I I I I I I
Vinorelbine I I I I I I I I
Eribulin I I I I I I I I
T-DXd I I I I I I I I

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

2.10.2. Secondary analysis, list price

In the secondary analysis, assuming a generalised gamma distribution for T-DXd OS, eribulin is found to be dominated and vinorelbine is
extendedly dominated. T-DXd is associated with incremental costs of |l and Il incremental QALYs compared with capecitabine,
resulting in an ICER of |l per QALY gained. A summary of the fully incremental results are presented in Table 13. The results presented

here are calculated using the list price of T-DXd and therefore do not reflect the incremental costs based on the PAS price of T-DXd.
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Table 13: Secondary analysis results, T-DXd OS distribution:

gen. gamma, assuming list price (deterministic) — B.3.2.8.1.1 (page 165)

Technologies Total costs Total LYG Total QALYs | Incremental. Incremental Incremental ICER versus Incremental
(£) costs (£) LYG QALYs baseline ICER
(E/QALY) (£/QALY)
Capecitabine | [N I I I I I I I
Vinorelbine I I I I I I I I
Eribulin I I I I I I I I
T-DXd I I I I I I I I

Abbreviations: gen. gamma, generalised gamma; ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYs, quality-adjusted life years

In the secondary analysis, assuming an exponential distribution for T-DXd OS, eribulin is found to be dominated and vinorelbine is extendedly
dominated. T-DXd is associated with incremental costs of _ and - incremental QALYs compared with capecitabine, resulting in an

ICER of |l per QALY gained. A summary of the fully incremental results are presented in Table 14Table 12. The results presented here
are calculated using the list price of T-DXd and therefore do not reflect the incremental costs based on the PAS price of T-DXd. Results based

on the PAS price of T-DXd are presented in Appendix N of Document B.
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Table 14: Secondary analysis results, T-DXd OS distribution: exponential, assuming list price (deterministic) — B.3.2.8.1.1 (page 165)

Technologies Total costs Total LYG Total QALYs | Incremental. Incremental Incremental ICER versus Incremental
(£) costs (£) LYG QALYs baseline ICER
(E/QALY) (E/QALY)
Capecitabine | [N N I I I I I I
Vinorelbine I I I I N N I I
Eribulin I I N I N N I I
T-DXd I I N I N N I I

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

2.11. Probabilistic sensitivity analysis, list price (addendum to Document A, Section A.15)

Joint parameter uncertainty was explored through probabilistic sensitivity analysis (PSA), in which all parameters are assigned distributions and
varied jointly. 10,000 Monte Carlo simulations were recorded. Where the covariance structure between parameters was known, correlated
random draws were sampled from a multivariate normal distribution. Results were plotted on a cost-effectiveness plane (CEP) and a cost-

effectiveness acceptability curve (CEAC) was generated.

The average incremental costs over the simulated results were [l and the average incremental QALYs were [} compared with
capecitabine, giving a probabilistic ICER of |l This is highly congruent with deterministic changes in costs of |l and QALYs of
. respectively. The proportion of simulations considered cost-effective at a threshold of £50,000 per QALY was [ A summary of the
probabilistic, fully incremental results are presented in Table 15. The cost-effectiveness plane vs. each comparator and CEAC are presented in
Figure 12, Figure 13, Figure 14and Figure 15. Probabilistic results presented here are calculated using the list price of T-DXd and therefore do
not reflect the incremental costs based on the PAS price of T-DXd. Probabilistic results based on the PAS price of T-DXd are presented in

Appendix N of Document B.
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Table 15: Base-case results assuming list price (probabilistic) - Addendum 3.2.9.1 (page 167)

Technologies Total costs (£) Total QALYs Incremental. Incremental ICER versus Incremental ICER
costs (£) QALYs baseline (£/QALY) | (E/QALY)

Capecitabine - -

Vinorelbine - -

Eribulin I I

T-DXd I I
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Figure 12: Scatterplot of probabilistic results, T-DXd vs. eribulin, list price — 3.2.9.1
(page 168)
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Figure 13: Scatterplot of probabilistic results, T-DXd vs. capecitabine, list price —
3.2.9.1 (page 168)
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Figure 14: Scatterplot of probabilistic results, T-DXd vs. vinorelbine, list price — 3.2.9.1

(page 169)
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Figure 15: Cost-effectiveness acceptability curve, list price - 3.2.9.1 (page 169)
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2.12. Key sensitivity and scenario analyses, list price (addendum to Document A, Section A.16)
For each analysis, a tornado diagram of one-way sensitivity analysis (OWSA) is presented in Figure 16, Figure 17 and Figure 18. OWSA
showed that the most influential parameter was the HR for T-DXd vs. TH3RESA that defined the survival extrapolations in OS; this is to be

expected as the cost-effectiveness results are primarily driven by survival gains. Beyond this parameter, the impact of varying other parameters
in the model was small.

Figure 16: Tornado diagram, T-DXd vs. eribulin, list price — 3.2.9.2.1 (page 171)
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Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; PFS,
progression-free survival; OS, overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.
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Figure 17: Tornado diagram, T-DXd vs. capecitabine, list price — 3.2.9.2.2 (page 172)
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Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; PFS,
progression-free survival; OS, overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.
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Figure 18: Tornado diagram, T-DXd vs. vinorelbine, list price — 3.2.9.2.3 (page 173)

Tornado diagram
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Abbreviations: ERG; evidence review group; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; IV, intravenous; MAIC, matched adjusted indirect comparison; OS,
overall survival OWSA, one-way sensitivity analysis; RDI, relative dose intensity; T-DXd, trastuzumab deruxtecan.

For each analysis, the scenarios that change the ICER by at least 15% are presented in Table 16, Table 17 and Table 18. The most influential
scenarios in each comparison are anchoring T-DXd OS to eribulin; modelling T-DXd based on a no-censoring approach; and ones that change
the distributions of OS for either T-DXd or a comparator. The main model drivers are the OS gains and treatment costs in the T-DXd arm;
therefore, it is reasonable that scenarios that change these parameters have the biggest impact on the ICER. The scenario comparing T-DXd
against the only NICE-recommended comparator, eribulin, using the Barni 2019 study (the only identified study of eribulin with data in the
HERZ2-positive population) resulted in a modest change in the ICER to £60,939.
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Table 16: Key scenario analyses, T-DXd vs. eribulin, list price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER
Base case -
Alternative HR for T-DXd OS vs. Secondary analysis: Modelling The ICER is sensitive to the OS HR vs. TH3RESA as [ ]
TH3RESA OS using a HR vs. TH3RESA that ; i o
) modelled T-DXd OS is a key model driver. All clinically
was caloulated using no plausible distributions were tested in scenario analyses
censoring in the T-DXd KM data. )
. ) Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as I
Alternative OS anchor for T-DXd 14 eripyiin modelled T-DXd OS is a key model driver.
The ICER is sensitive to the distribution and data source -
Alternative eribulin baseline data Modelling eribulin OS using data for the comparator OS as it influences the OS gains,
source and OS distribution from Gamucci 2014 and the which is a key model driver. All alternative distributions
(B.3.3.1.2) generalised gamma distribution and data sources were therefore tested in scenario
analyses.
Alternative OS distribution for Using log-normal distribution to [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
Alternative OS distribution for Using Gompertz distribution to tested in scenario analyses. [ ]

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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Table 17: Key scenario analyses, T-DXd vs. capecitabine, list price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER
Base case -
Alternative HR for T-DXd OS vs. Secondary analysis: Modelling The ICER is sensitive to the OS HR vs. TH3RESA as
TH3RESA OS using a HR vs. TH3RESA that ; i o
: modelled T-DXd OS is a key model driver. All clinically e
was calculated using no plausible distributions were tested in scenario analyses
censoring in the T-DXd KM data. '
. _ Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as e
Alternative OS anchor for T-DXd | 4 /o i jin modelled T-DXd OS is a key model driver.
Alternative OS distribution for Using log-normal distribution to [ ]
TH3RESA (8.3.3.1.1.1) model THIRESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
Alternative OS distribution for Using Gompertz distribution to tested in scenario analyses. [ ]

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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Table 18: Key scenario analyses, T-DXd vs. vinorelbine, list price

Scenario and cross reference

Scenario detail

Brief rationale

Impact on base-

TH3RESA (B.3.3.1.1.1)

model TH3RESA OS

case ICER

Base case -
?g%rggtg: HR for T-DXd OS vs. gescggﬂarg ﬂ‘;'zz'sﬂ'\fggg"s'”p\gthat The ICER is sensitive to the OS HR vs. TH3RESA as L

was calc;qulated usiln no modelled T-DXd OS is a key model driver. All clinically

censoring in the T-Dng KM data plausible distributions were tested in scenario analyses.

. _ Modelling T-DXd OS by anchoring | The ICER is sensitive to the anchor for T-DXd OS as e

Alternative OS anchor for T-DXd 14 eripyiin modelled T-DXd OS is a key model driver.
Alternative OS distribution for Using log-normal distribution to [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS The ICER is sensitive to the distribution chosen for
Alternative OS distribution for Using log-logistic distribution to TH3RESA OS as it affects T-DXd OS gains which is a key [ ]
TH3RESA (B.3.3.1.1.1) model TH3RESA OS model driver. All alternative distributions were therefore
Alternative OS distribution for Using Gompertz distribution to tested in scenario analyses. [ ]

Abbreviations: HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; T-DXd, trastuzumab deruxtecan; TTD, time-to-discontinuation
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2.13. End-of-life criteria (addendum to Document A, Section A.18)
NICE end-of-life status applies for the current appraisal for T-DXd (Table 19).

Table 19: End-of-life criteria — Addendum 3.1.5.2 (page 99-100)

Criterion

Data available

The treatment is indicated for
patients with a short life
expectancy, normally less than
24 months

Mean overall survival estimated in the cost-effectiveness
model is as follows:

e Eribulin: - months
e Capecitabine: - months
e Vinorelbine: - months

Of note, median PFS for T-DXd is greater than comparator
modelled median OS: 19.4 months (95% CI: 14.1, NE).

There is sufficient evidence to
indicate that the treatment
offers an extension to life,
normally of at least an
additional 3 months, compared
with current NHS treatment

Mean overall survival estimated in the cost-effectiveness
model for T-DXd is months, resulting in an estimated
extension to life of L and [l months compared
with eribulin, capecitabine and vinorelbine, respectively.

In the DESTINY-Breast01 trial at the June 8, 2020 data-
cut, the estimated OS was 85% (95% CI: 79, 90) at 12
months and 74% (67%, 80%) at 18 months. Preliminary

median OS was 24.6 months (23.1, NE) (estimated at 35%
maturity).

Abbreviations: OS, overall survival.

2.14. Budget impact (addendum to Document A, Section A.19)

The net budget impact for T-DXd in the population under evaluation assuming the PAS price

of T-DXd is reported in Table 20 and is not expected to exceed the budget impact test of

£20 million per year in any of the first three years of its use in the NHS in England. The

budget impact assuming the list price is reported in Table 20.

Table 20: Budget impact assuming PAS price — Budget impact analysis submission

Company estimate Cross reference
Number of people in Year 1: igﬂ“z Section 3
England who would have
treatment Year 2: -

Year 3: ||}

Year 4: [}

Year 5: ||}
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Company estimate Cross reference

Average treatment cost Section 4
per person
Estimated annual budget Section 7

impact on the NHS in
England

Table 21: Budget impact assuming list price — Budget impact analysis submission

Company estimate Cross reference
Number of people in Year 1: -9’“’12 Section 3
England who would have
treatment Year 2 -

Year 3: ||}

Year 4: [}

Year 5: ||}

Average treatment cost Section 4
per person
Estimated annual budget Section 7

impact on the NHS in
England
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2.15. Interpretation and conclusions of the evidence (addendum to
Document A, Section A.20)

In the key trial, DESTINY-Breast01, T-DXd at a dose of 5.4 mg/kg at the latest data-cut
(June 8, 2020; median duration of follow-up: 20.5 months || | GzG) continued to
demonstrate robust anti-tumour activity in patients with HER2+ unresectable BC and mBC
who had undergone extensive previous treatment, with a confirmed ORR of 61.4%, a
median duration of PFS of 19.4 months, a median DoR of 20.8 months, and a median OS,
reported for the first time albeit as preliminary results, of 24.6 months.? These results
validate earlier observations from the Phase | study.’ T-DXd has distinct pharmaceutical
properties which may contribute to it retaining efficacy in these difficult to treat patients.™
Overall, the efficacy observed with T-DXd is expected to substantially exceed those of
currently available treatments in an area of a high unmet need. Given the clinical uncertainty
in the evidence base, with only 35.3% of patients having an OS event at the June 2020 data
cut off, Daiichi Sankyo considers T-DXd to be a candidate for the CDF, while additional
evidence from the Phase Il active-controlled RCT (DESTINY-Breast02) and real-world data
are collected. Further, DS considers T-DXd to meet the EoL criteria in this setting (Section
2.13). Significant LY gain is expected versus comparator treatments, supported by median

PFS from DESTINY-Breast01 being greater than observed comparator median OS.
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3. Addendum to Document B

3.1. Clinical effectiveness (addendum to Document B, Section B.2)

Section 3.1 reflects updates to the clinical effectiveness of T-DXd using the most mature
clinical data from the DESTINY-Breast01 trial (data-cut June 8, 2020).

DESTINY-Breast01 is a two-part, open-label, single-group, multicentre, Phase Il study,
evaluating T-DXd in adults with pathologically documented human epidermal growth factor
2 overexpression (HER2+) unresectable breast cancer (uBC) or metastatic breast cancer
(mBC) who had received previous treatment with trastuzumab emtansine (T-DM1). The
efficacy and safety of T-DXd were evaluated at the recommended dose of 5.4 mg/kg
(N=184).

At a data-cut of June 8, 2020 (median duration of follow-up: 20.5 months || KGKcIEzGzN
-]) T-DXd demonstrated a consistent high level of clinical activity across a range of

endpoints:

e Response to therapy was reported in 113 patients (61.4%;_
I Hos<d on independent central review (ICR)

e Complete response (CR) was reported in 12 (6.5%) patients and partial response
(PR) in 101 (54.9%) patients

¢ Most patients had a reduction in tumour size while on treatment

¢ Median progression-free survival (PFS) was 19.4 months (95% CI: 14.1, not
evaluable [NE])

e Preliminary median overall survival (OS) was 24.6 months (95% CI: 23.1, NE)
(estimated at 35% maturity with only 17 patients at risk at 24 months); this is the
first report of median OS

e Prespecified subgroup analyses showed consistent responses across

demographic and prognostic subgroups including patients

e Durable activity was demonstrated with a median duration of response (DoR) of
20.8 months (95% CI: 15.0, NE)
o Disease control rate (DCR) was 97.3% (95% ClI: 93.8, 99.1)

e Clinical benefit rate (CBR) was _
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Median time to response (TTR) was [ EEENENNNNNNNNNNN = |

Summary of matching-adjusted indirect comparisons (MAICs)

DESTINY-Breast01 is a single group trial; a series of unanchored MAICs were
therefore performed to assess the comparative effectiveness of T-DXd vs the
comparators listed in the NICE final scope (eribulin, capecitabine and vinorelbine)
MAICS were conducted for four studies identified for eribulin, two identified for
capecitabine and one for vinorelbine; outcomes considered were OS, PFS and
response (ORR, DCR and CBR)

All results show T-DXd to be associated with significant improvement in OS, PFS
and response (ORR, DCR and CBR).

Comparator Study Hazard ratio for T-DXd Odds ratio for T-DXd vs.
vs. comparator comparator
PFS R

B

o
A
(e}
A

Eribulin Cortes
2011

Barni 2019
Cortes
2010
Gamucci
2014

Capecitabine Fumoleau
2004
Blum 2001

Bl B B HR B¢
(7]
O
Bl B B NR K&
A

Vinorelbine Sim 2019

Summary of safety of T-DXd for DESTINY-Breast01

The most common treatment-emergent adverse events (TEAEs) were
gastrointestinal and haematologic in nature

-% had serious TEAEs; -% and -% had a dose interruption or dose
reduction, respectively, and 18.5% discontinued treatment due to TEAEs

No events of cardiac failure with left ventricular ejection fraction (LVEF) decline
were reported

— No patients had an LVEF of <40% or a decrease of 220% at any timepoint
Interstitial lung disease (ILD) was observed in a subgroup of patients and required

attention to pulmonary symptoms and careful monitoring
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—ILD events were independently adjudicated and actively managed by patient
monitoring, dose modification, and adherence to the ILD management guidelines

—ILD related to T-DXd was observed in 28 patients (15.2%), primarily Grade 1 or 2
(). Five deaths (2.7%) were attributed to ILD

e There were _ TEAE-associated deaths _

End-of-life
NICE end-of-life status applies for the current appraisal as:

e T-DXd is indicated for patients with a short life expectancy and high unmet need,
with all available evidence demonstrating that the life expectancy in patients with
HER2+ mBC is normally less than 24 months; and

o T-DXd has the prospect of offering an extension to life of more than 3 months
versus current treatment in the NHS. Median PFS for T-DXd is greater than

comparator modelled median OS.

Conclusion
e T-DXd at a dose of 5.4 mg/kg at the latest data-cut (June 8, 2020) continued to
demonstrate robust anti-tumour activity in patients with HER2+ uBC and mBC who
had undergone extensive previous treatment, with a confirmed ORR of 61.4%, a
median duration of PFS of 19.4 months, a median DoR of 20.8 months, and a

median OS, reported for the first time, of 24.6 months.

3.1.1. Key trial: DESTINY-Breast01 (addendum to Document B, Section B.2.6.1)

3.1.1.1. Participant flow (addendum to Document B, Section B.2.4.3)
At the time of the data cut-off (June 8, 2020), 37 of 184 patients (20.1%) who had received

the recommended dose were continuing to receive T-DXd. The primary reasons for

discontinuation included progressive disease ([ KGTGTcTNTNGNGNGNGNGEGENEGEEEEEEEEE
B -« B (T:ble 22). The median treatment duration was ||z
B - ¢ the median duration of follow-up was 20.5 months || | R
. B o tinued to receive T-DXd for more than 6 months.
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Table 22: DESTINY-Breast01: Patient disposition

T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
Subjects enrolled 184
Subjects treated 184
Subjects on treatment, n (%) 37 (20.1)
Subjects discontinued by reasons, n (%) ]
PD per RECIST I
TEAE I
Withdrawal by subject [
Physician decision ]
Death I
Other -
Median duration of follow-up, months (range) 20.5 G
Median treatment duration, months (range) I

Abbreviations, PD, progressive disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse
event.

Data-cut: June 8, 2020

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file): Table 14.1.1.1 and Table 14.1.5.1?

3.1.1.2. Primary efficacy outcome: objective response rate (addendum to Document
B, Section B.2.6.1.1)

The efficacy results for the primary outcome of ICR-assessed ORR in the DESTINY-
Breast01 trial at the data-cut of June 8, 2020 are presented in Table 23. Among the 184
patients who received T-DXd at the recommended dose of 5.4 mg/kg, the confirmed ORR on
ICR was 61.4% | I IIINNNNGJEEE: of these 12 patients (6.5%) had a CR, and 101
patients (54.9%) had a PR. N

The confirmed ORR based on investigator assessment (secondary endpoint) in the

5.4 mglkg dose cohort was [
I
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Table 23: DESTINY-Breast01: Primary efficacy outcome — ORR by ICR (EAS)

Primary endpoint T-DXd 5.4 mg/kg T-DXd 5.4 mg/kg
(Part 1+2a+2b) (Part 1+2a+2b)
(N=184) (N=184)
(ICR) (INV)'
ORR, n (% [95% CI]) 113 (61.4 | NEG—_——_ I
CR, n (%) 12 (6.5) ]
PR, n (%) 101 (54.9) ]
SD, n (%) 66 (35.9) ]
PD, n (%) I I
NE, n (%) I I

Abbreviations: Cl, confidence interval; CR, complete response; EAS, enrolled analysis set; ICR, independent

central review; INV, investigator; NE, not evaluable; ORR, overall response rate; PD, progressive disease; PR,

partial response; SD, stable disease; T-DXd, trastuzumab deruxtecan

*Key secondary endpoint was ORR based on investigator assessment

Data-cut: June 8, 2020

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file): Table 14.2.1.1 and Table 14.2.1.22

Most of the patients for whom both baseline and postbaseline data were available had a

reduction in tumour size (Figure 19).
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Figure 19: DESTINY-Breast01: Waterfall plot of change from baseline in tumour size
for the 5.4 mg/kg dose of T-DXd, as measured by ICR (EAS)

Abbreviations: ICR, independent central review.
Data-cut: June 8, 2020

_The upper horizontal line indicates a 20% increase in tumour size in the patients who had

disease progression, and the lower line indicates a 30% decrease in tumour size (partial response).
Source: Daiichi-Sankyo, Inc., 2020 (data on file): Figure 14.2.1.12

3.1.1.3. Key secondary outcomes (addendum to Document B, Section B.2.6.1.2)

Progression-free survival
Of the 184 patients receiving the recommended dose of 5.4 mg/kg (data-cut of June 8,
2020), there were | and the median PFS for these patients was 19.4 months

(95% Cl: 14.1, NE) (Table 24). Of the 184 patients, | KGcNGTNEE
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Table 24: DESTINY-Breast01: PFS as assessed by ICR (EAS)

PFS

T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)

Median PFS, months (95% CI)
PFS events, n (%)
Progressive disease, n (%)
Death, n (%)
Censored, n (%)

No PD or death

New anti-cancer therapy

Missed 2 consecutive tumour
assessments

No post-baseline tumour assessments

19.4 (14.1, NE)

Abbreviations: Cl, confidence interval; EAS, Enrolled Analysis Set; ICR, independent central review; ITT, Intent-
to-Treat; NE, not evaluable; PD, progressive disease; PFS, progression-free survival; T-DXd, trastuzumab

deruxtecan
Data-cut: June 8, 2020

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file): Table 14.2.2.2

Figure 20 presents a Kaplan—Meier (KM) curve of PFS for the 5.4 mg/kg dose in Part 1, Part

2a and Part 2b.
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Figure 20: DESTINY-Breast01: Kaplan—Meier plot of PFS for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS)

Abbreviations: EAS, Enrolled Analysis Set; ICR, independent central review; PFS, progression-free survival; T-
DXd, trastuzumab deruxtecan

Data-cut: June 8, 2020

Data for .patients were censored, as indicated by tick marks. Disease progression was assessed with the use
of the modified RECIST version 1.1. The dashed lines indicate the 95% CI.

Source: Daiichi-Sankyo, Inc., 2020 (data on file): Figure 14.2.4.12

Overall survival

At the data-cut of June 8, 2020 (median follow-up of 20.5 months), preliminary median OS
was 24.6 months (95% CI: 23.1, NE) (estimated at 35% maturity with only 17 patients at risk
at 24 months); [ GGG - dicd and ] were censored for the OS
analysis (Table 25). Estimated OS was 85% (95% CI: 79, 90) at 12 months and 74% (67,
80) at 18 months.
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Table 25: DESTINY-Breast01: OS as assessed by ICR (EAS)

oS

T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)

Median OS, months (95% CI)
OS events, n (%)

Censored, n (%)

24.6 (23.1, NE)

Abbreviations: ClI, confidence interval; EAS, Enrolled Analysis Set; ICR, independent central review; ITT, Intent-
to-Treat; NE, not evaluable; OS, overall survival; T-DXd, trastuzumab deruxtecan

IThe reasons for censoring for OS were not collected as part of the analysis. Additional analyses provided to the
ERG for the previous data-cut (August 1, 2019; n=159 censored) showed that the majority of patients were
censored due to being alive (n=144; 78.3%), while 10 (5.4%) were lost to follow-up, and 5 (2.7%) were due to
withdrawal by subject.

Data-cut: June 8, 2020

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file): Table 14.2.2.3

Figure 21 presents a KM curve of OS for the 5.4 mg/kg dose in Part 1, Part 2a and Part 2b
(data-cut of June 8, 2020).

Figure 21: DESTINY-Breast01: Kaplan—Meier plot of OS for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS)

Abbreviations: EAS, Enrolled Analysis Set; ICR, independent central review; OS, overall survival; T-DXd,
trastuzumab deruxtecan

Data-cut: June 8, 2020
Data for [l patients were censored, as indicated by tick marks. The dashed lines indicate the 95% CI.
Source: Daiichi-Sankyo, Inc., 2020 (data on file): Figure 14.2.4.22
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Other secondary endpoints
A summary of the results for other secondary efficacy outcomes assessed in the DESTINY-
Breast01 trial (data-cut of June 8, 2020) are presented in Table 26.

Table 26: DESTINY-Breast01: Summary of other secondary efficacy endpoints as
assessed by ICR (EAS)

Secondary endpoints T-DXd 5.4 mg/kg
(Part 1+2a+2b)
(N=184)
DCR, n (% [95% CI]) 179 (97.3 [93.8, 99.1])
CBR, n (% [95% CI]) I
Median DoR, months (95% CI) 20.8 (15.0, NE)

Events, n/N patients with response, (%)

I
Censored, n/N patients with response I
(%)

I

Median TTR, months (95% CI)

Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; DCR, disease control rate; DoR, duration of
response; EAS, Enrolled Analysis Set; ICR, independent central review; TTR, time to response; T-DXd,
trastuzumab deruxtecan

Data-cut: June 8, 2020

DoR and TTR is shown for the 112 patients who had a complete or partial response among the 184 patients
treated with the recommended dose of 5.4 mg/kg T-DXd

Source: Modi 2020"; Daiichi-Sankyo, Inc., 2020 (data on file): Table 14.2.4.1 and Table 14.2.2.1?

The DCR and CBR for patients receiving the 5.4 mg/kg dose was 97.3% (95% CI: 93.8,

90.1) GG o' the 112 patients who achieved a

response with the 5.4 mg/kg dose, the median DoR was 20.8 months (95% CI: 15.0, NE),

and the median TTR was | NN /. <\ curve of DoR is presented

in Figure 22.
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Figure 22: DESTINY-Breast01: Kaplan—Meier plot of DoR for the 5.4 mg/kg dose of T-
DXd, assessed by ICR (EAS)

Abbreviations: DoR, duration of response; ICR, independent central review
Data-cut: June 8, 2020

DoR is shown for the 112 patients who had a complete or partial response among the 184 patients treated with
the recommended dose of 5.4 mg/kg T-DXd

Source: Daiichi-Sankyo, Inc., 2020 (data on file): Figure 14.2.4.32

3.1.1.4. Efficacy discussion and conclusions (addendum to Document B, Section
B.2.6.3)

In the key trial, DESTINY-Breast01, T-DXd at a dose of 5.4 mg/kg at the latest data-cut
(June 8, 2020) continued to demonstrate robust anti-tumour activity in patients with HER2+
uBC and mBC who had undergone extensive previous treatment, with a confirmed ORR of
61.4%, a median duration of PFS of 19.4 months, and a median DoR of 20.8 months. In

adcition, I
——

At this latest data-cut, median OS, reported for the first time, was 24.6 months (95% CI:
23.1-NE), representing an increase in overall survival compared to current treatment in the
NHS. However, please note that the median OS data are preliminary, estimated at 35%

m