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List of Abbreviations

Abbreviation Definition

AE Adverse event

AlC Akaike information criterion

AML Acute myeloid leukaemia

ANC Absolute neutrophil count

APL Acute promyelocytic leukaemia

AZA Azacitidine

Bcl-2 B-cell lymphoma 2

BIC Bayesian information criteria

BIM Bcl-2 interacting mediator of cell death

BSA Body surface area

BSC Best supportive care

CAR-T Chimeric antigen receptor T-cells

CCR Conventional care regimen

CHMP Committee for Medicinal Products for Human Use

Cl Confidence interval

CLL Chronic lymphocytic leukaemia

CNS Central nervous system

CPX-351 Liposomal cytarabine-daunorubicin

CR Complete remission

CRD Centre for Reviews and Dissemination

CRh Complete remission with or without partial haematological recovery
CRi Complete remission with incomplete blood count recovery
CRp Complete remission with incomplete platelet recovery
CSR Clinical study report

CYP3A Cytochrome P450 3A isoform subfamily

DOR Duration of response

DSA Deterministic sensitivity analysis

DSU Decision support unit

ECOG Eastern Cooperative Oncology Group

EFS Event-free survival

ELN European LeukemiaNet

EMA European Medicines Agency

eMIT Drugs and Pharmaceutical Electronic Market Information Tool
EORTC European Organisation Research and Treatment of Cancer
ERG Evidence Review Group

ESMO European Society of Medical Oncology

EU European Union

FAS Full analysis set
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GHS Global health status

HC/HU Hydroxycarbamide/hydroxyurea

HIV Human immunodeficiency virus

HMA Hypomethylating agent

HMRN Haematological Malignancy Research Network
HR Hazard ratio

HRQoL Health-related quality of life

HSCT Haematopoietic stem cell transplantation
1A1 Interim analysis 1

1A2 Interim analysis 2

IC Intensive chemotherapy

ICER Incremental cost effectiveness ratio
IWRS Interactive web response system

IPD Individual patient data

IRT Interactive response technology

IVRS Interactive voice response system
JSMO Japanese Society of Medical Oncology
LDAC Low-dose cytarabine

LY Life year

max Maximum

MCT Meaningful change threshold

MDS Myelodysplastic syndrome

MedDRA Medical Dictionary for Regulatory Activities
MFC Multicolour flow cytometry

MID Minimum important difference

MIDO Midostaurin

MIMS Monthly Index of Medical Supplies

min Minimum

MLFS Morphological leukaemia-free state
MPN Myeloproliferative neoplasm

MR Minor response

MRC Myelodysplasia-related changes

MRD Minimal residual disease

NCCN National Comprehensive Cancer Network
NCI-CTCAE National Cancer Institute Common Terminology
NHS National Health Service

NMA Network meta-analysis

NOS Not otherwise specified

OR Odds ratio

(01] Overall survival

PAS Patient access scheme
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PASLU Patient Access Scheme Liaison Unit
PBO Placebo

PD Progressive disease

PROMIS Patient-Reported Outcomes Measurement Information System
PSA Probabilistic sensitivity analysis
PSS Personal Social Services

PSW Propensity score weighting

PT Preferred term

QALY Quality-adjusted life year

QALY Quality adjusted life year

QD Once daily

QoL Quality of life

RBC Red blood cell

RCT Randomised controlled trial

SAS Safety analysis set

SD Standard deviation

SE Standard error

SF-7a Short form 7a

SLR Systematic literature review

SmPC Summary of product characteristics
SOC Standard of care

SUCRA Surface under the cumulative ranking curve
TA Technology appraisal

TEAE Treatment emergent adverse event
TLS Tumour lysis syndrome

TRM Treatment-related mortality

TSD Technical support document

TTD Time to deterioration

UK United Kingdom

VBA Visual Basic for Applications

Ven Venetoclax

WHO World Health Organisation
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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem

This submission covers the marketing authorisation (expected || ) of venetoclax

(Venclyxto®) |
|

I The decision problem addressed within this submission is consistent with the
NICE final scope for this appraisal with respect to the population, intervention, outcomes and
comparators (with the exception of best supportive care [BSC]), and the NICE reference case.
The differences between the decision problem addressed within this submission and the NICE
final scope are outlined in Table 1.
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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

venetoclax, for example:

e LDAC

o AZA for adults who are not eligible for
haematopoietic stem cell
transplantation (HSCT) and have AML
with 20—-30% blasts and multilineage
dysplasia

e BSC

populations:" 2

e VenAZA comparators:
o Blast cell count 20-30%: AZA
o Blast cell count >30%: LDAC

¢ VenLDAC comparators:
o Blast cell count >30%: LDAC

Population People with untreated AML for whom IC F In line with the final NICE scope.
is unsuitable This patient population
is in line with the full anticipated
marketing authorisation for VenAZA and
VenLDAC in AML
Intervention Venetoclax in combination with an HMA | Venetoclax in combination with an HMA | In line with the final NICE scope.
or LDAC or LDAC. The decision problem
addresses this by providing separate Azacitidine (AZA) is the HMA used in UK
clinical and cost-effectiveness evidence | clinical practice and hence would be the HMA
for: used in combination with venetoclax in the UK
¢ Venetoclax with azacitidine (VenAZA) | upon a positive recommendation for this
e Venetoclax with LDAC (VenLDAC) appraisal. Use of AZA as the HMA is in line
with the VIALE-A trial."
Comparator(s) Established clinical management without | The decision problem is split into distinct | Given that the use of AZA is only

recommended by NICE for patients with a
blast cell count of 20—30%), comparisons have
been split into two populations: AML with 20—
30% blasts and AML with >30% blasts.

LDAC is not restricted by blast cell count but,
in clinical practice, it is used in patients with
blast cell counts of >30%, as AZA is used in
patients with blast cell counts of 20-30%.
Therefore, in this appraisal VenLDAC is
compared only with LDAC in patients with
>30% blasts. This approach has been
validated by UK clinicians experienced in the
treatment of AML.

BSC is not considered a relevant comparator
for this appraisal. Patients who receive BSC
alone are not considered fit for treatment with
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AZA or LDAC due to being frail or elderly, or
refusing treatment. This is evidenced by data
from real-world clinical practice in the UK,
which demonstrate that those who receive
BSC comprise a different population to those
who would receive VenAZA or VenLDAC (e.g.
when considering age and performance
status), and has been validated by UK
clinicians.® 4

be expressed in terms of incremental
cost per quality-adjusted life year
(QALY).

The reference case stipulates that the
time horizon for estimating clinical and
cost effectiveness should be sufficiently
long to reflect any differences in costs or
outcomes between the technologies
being compared.

Outcomes The outcome measures to be The outcome measures considered Whilst disease-free survival data were not
considered include: include: explicitly collected in the VIALE-A and VIALE-
e Overall survival e Overall survival C trials, duration of response data were
e Event-free survival e Event-free survival collected, which describe the time spentin a
. . . disease-free state.
e Disease-free survival e Duration of response
o Respopse rates, including ° Res_popse rates, including Whilst not specified in the NICE scope, MRD
remission remission o . ;
. , negativity has been included in the
e Blood transfusion dependence e Blood transfusion dependence submission as it serves as a marker of the
e Adverse effects of treatment e Adverse effects of treatment depth of response to treatment, and has been
e Health-related quality of life e Health-related quality of life shown to be correlated with long-term disease
o Minimal residual disease (MRD) free survival.
Economic The reference case stipulates that the As per final scope and NICE reference In line with the NICE final scope
analysis cost effectiveness of treatments should case
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Costs will be considered from an NHS
and Personal Social Services
perspective.

Subgroups to be
considered

No subgroup analyses were specified in
the NICE scope

The decision problem will be split into
two distinct populations according to
blast cell count, since the relevant
comparators differ in these
subpopulations:

e Blast cell count: 20—-30%
e Blast cell count: >30%

Economic subgroup analyses were conducted
for VenAZA and VenLDAC for subgroups
based on blast cell count, using patient level
data from the VIALE-A and VIALE-C trials,
respectively. These subgroup analyses
informed the base case cost-effectiveness
analysis for comparisons versus AZA (in
patients with blast cell count 20-30%) and
LDAC (in patients with blast cell count >30%).

It should be noted that these subgroup
analyses were conducted to account for the
current NICE restrictions on the use of AZA
only in patients with a blast count of 20-30%,
and the VIALE trials were not designed to split
patients by blast count.

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; BSC: best supportive care; HMA: hypomethylating agent; HMRN; Haematological Research Network; HSCT:
haematopoietic stem cell transplantation; IC: intensive chemotherapy; LDAC: low-dose cytarabine; NHS: National Health Service; QALY: quality-adjusted life year; UK: United
Kingdom; Ven: venetoclax.

Source: NICE Final Scope [ID1564]°
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B.1.2 Description of the technology being appraised

Table 2: Technology being appraised

UK approved
name and brand
name

Venetoclax (Venclyxto®) [in combination with AZA or LDAC]

Mechanism of
action

Venetoclax is an orally bioavailable, selective small molecule inhibitor of B-
cell lymphoma 2 (Bcl-2). Bcl-2 is an anti-apoptotic member of the Bcl-2 family
of proteins, which regulate the intrinsic apoptosis pathway.®® The
overexpression of Bcl-2 can cause cells to resist apoptosis and therefore
continue to survive.® ° Over-expression of Bcl-2 has been implicated in the
maintenance and survival of AML cells and has been associated with
resistance to chemotherapeutics. Additionally, malignant cells commonly
display Bcl-2 dependency for survival.'® 1

Venetoclax helps to restore the process of apoptosis in malignant cells by
binding directly to Bcl-2, freeing pro-apoptotic proteins such as Bcl-2
interacting mediator of cell death (BIM), triggering mitochondrial outer
membrane permeabilisation and the activation of caspases, and thereby
initiating cell death. (Figure 1).1 13

Venetoclax, in the treatment of AML, is administered in combination with an
HMA or LDAC and this combination of therapeutic agents can potentiate
malignant cell death. HMAs and LDAC indirectly increase the sensitivity to
Bcl-2 inhibition in AML cells by modifying the relative levels of Bcl-2 family
members. 417

Figure 1: Mechanism of action of venetoclax
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Venetoclax binds selectlvely to Bcl-2, freeing pro-death proteins that can initiate
apoptosis (programmed cell death). Malignant cells can evade apoptosis through
upregulation of pro survival proteins.

Source: Adapted from Souers et al. (2013),"® Leverson et al. (2017)'?

Malignant cell survival Mallgnant cell death

Marketing
authorisation/CE
mark status

An application for a marketing authorisation for venetoclax for the indication
of interest was submitted to the European Medicines Agency (EMA) in [l

The anticipated date of positive Committee for Medicinal Products for Human
Use (CHMP) opinion is

Marketing authorisation approval for venetoclax in this indication is expected
in ﬁ

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

The anticipated EU marketing authorisation for venetoclax in the indication of
interest for this submission is:
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product
characteristics
(SmPC)

Venetoclax has existing marketing authorisations from the EMA in the
following indications:

e Venetoclax in combination with obinutuzumab is indicated for the
treatment of adult patients with previously untreated chronic
lymphocytic leukaemia (CLL)

e Venetoclax in combination with rituximab is indicated for the
treatment of adult patients with CLL who have received at least one
prior therapy

e Venetoclax monotherapy is indicated for the treatment of CLL either:

0 Inthe presence of del(17p) or TP53 mutation in adult
patients who are unsuitable for or have failed B-cell receptor
pathway inhibitor; or

0 Inthe absence of del(17p) or TP53 mutation in adult patients
who have failed both chemoimmunotherapy and a B-cell
pathway inhibitor

Method of
administration
and dosage

Venetoclax is administered orally as a film coated tablet. The expected
licensed dose of venetoclax in combination with an HMA or LDAC is:

e Venetoclax orally (400 mg per day [QD]) in combination with AZA (75
mg/m? on days 1-7 of each 28-day cycle). Patients should receive a
three day dose ramp-up to reach the target 400 mg dose (D1: 100
mg, D2: 200 mg, D3 onwards: 400 mg).

e Venetoclax orally (600 mg QD) in combination with LDAC (20 mg/m?
on days 1-10 of each 28-day cycle). Patients should receive a four
day dose ramp-up increase to reach the target 600 mg dose (D1:
100 mg, D2: 200 mg, D3: 400, D4 onwards: 600 mg).

The expected licensed doses of venetoclax in combination with an HMA or
LDAC are based on early phase studies which assessed the safety and
pharmacokinetics of venetoclax in combination with AZA or LDAC, initial
efficacy, and determined a recommended dose."® °

Venetoclax dosing may be interrupted as needed for management of
haematologic toxicities and blood count recovery. Concomitant anti-microbial
treatment with CYP3A inhibitors requires a reduction of venetoclax dosing.
Full details of dose modifications are reported in the draft summary of
product characteristics (SmPC) supplied alongside this submission.

Venetoclax, in combination with an HMA or LDAC, should be continued until
disease progression or unacceptable toxicity is observed.

Additional tests
or investigations

Patients receiving venetoclax should receive the following tests/investigations
prior to treatment:

e Patients should be assessed and have a white blood cell count
<25x108/L prior to initiation of venetoclax

e Patients should have blood chemistry assessed (potassium, uric
acid, phosphorus, calcium, and creatine) and any pre-existing
abnormalities should be corrected prior to initiation of venetoclax

Blood chemistries should be monitored for tumour lysis syndrome (TLS) at
pre-dose, six to eight hours after each new dose during titration phase, and
24 hours after reaching final dose. For patients with risk factors for TLS,
additional measures should be considered, including increased laboratory
monitoring and reducing venetoclax starting dose.

List price and
average cost of a
course of
treatment

Price of venetoclax (excluding VAT):

Dose: 10 mg 50 mg 100 mg

Pack size: 14 7 7 14

112
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List price: £59.87 £149.67 | £299.34 | £598.68 | £4789.47

PASpice: | NN | HE | HEN | EEN | BN

Confirmed list price of AZA:
e 100 mg = £220.00

Confirmed list price of LDAC:
100 mg = £2.64

At list price, a 1-cycle (excluding first cycle) course of VenAZA and VenLDAC
(assuming 100% treatment compliance) is £7,869.44 and £7,210.56,
respectively.

Patient access This submission includes the confidential simple patient access scheme
scheme (if (PAS) for venetoclax, representing a discount to the list price of [J%.
applicable)

A confidential PAS is also available for AZA. Since the PAS price is not
available to AbbVie, all results presented in the submission include AZA at
list price, including the figure for the average cost of VenAZA above.

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; BIM: Bcl-2 interacting mediator of cell death;
CHMP: Committee for Medicinal Products for Human Use; CLL: chronic lymphocytic leukaemia; D: day; EMA:
European Medicines Agency; EU: European Union; HMA: hypomethylating agent; IC: intensive chemotherapy;
LDAC: low-dose cytarabine; PAS: patient access scheme; PASLU: Patient Access Scheme Liaison Unit; QD: once
daily; SmPC: summary of product characteristics; VAT: value-added tax.

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

treatment pathway

Disease overview

e AML is an aggressive, fast-growing haematological cancer that is characterised by the
overproduction and accumulation of abnormal myeloblasts in the bone marrow and
peripheral blood of affected patients.?% 2!

e Despite existing treatment options, the prognosis for patients with AML who are ineligible
for IC remains very poor, with a median overall survival (OS) in UK clinical practice of 9.5
and 4.6 months for patients treated with AZA and LDAC, respectively.3

e The signs and clinical manifestations of AML are associated with proliferation of malignant
cells and the reduction of normal, functioning blood cells (causing anaemia, neutropenia,
thrombocytopenia and coagulopathy), resulting in a wide range of debilitating symptoms,
including bone pain, fatigue, anorexia, weight loss and enlarged organs.?'?*

e Due to poor prognosis and the considerable symptom burden, patients with AML have
been shown to experience a substantially reduced health-related quality of life (HRQoL)
and psychosocial well-being compared to the general population, which worsen as the
disease progresses.?>?’

e Treating AML is associated with a considerable economic burden on the UK healthcare
system as patients require extensive use of hospital resources, such as hospitalisation and
frequent blood transfusions.?®

Current treatment pathway and position of the technology

e Treatment for AML begins with an assessment to determine patient eligibility for IC, which
is based on the clinician assessed risk of treatment-related mortality (TRM) and patient
preference.® IC is the preferred route for the treatment of AML as these treatments are
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used with curative intent and are able to drive deep and lasting remission.

e Inthe UK approximately 40% of AML patients are ineligible for IC.# Patients who are
ineligible for IC receive non-intensive treatment, limited to AZA or LDAC." 2 No curative
treatment options are currently available for this patient population.

e For the vast majority of patients who do not respond to AZA or LDAC, or who are
unsuitable for/refuse treatment with these therapies due to more severe comorbidities,
there are no further effective treatment options with acceptable side effect profiles. These
patients therefore receive BSC, which consists of hydroxycarbamide/hydroxyurea (HC/HU)
and blood transfusions. BSC aims to alleviate symptoms and complications of the disease
but does not treat the underlying condition.?® Additionally, a small minority of FLT3-positive
patients subsequently are eligible to receive treatment with gilteritinib after failure of AZA or
LDAC. Given this context, the current prognosis for IC-ineligible patients is therefore
markedly different to those who can receive IC.

e In this submission, venetoclax, in combination with AZA or LDAC, is positioned as a first
line treatment for patients with newly diagnosed AML who are ineligible for IC. Relevant
comparators are therefore AZA and LDAC.

e There has been no new innovative treatment for patients in this population since the
reimbursement of AZA in 2011. Venetoclax in combination with AZA or LDAC not only
represents an innovative therapy in an indication with limited recent treatment advances,
but also has the ability to dramatically improve treatment for patients who are ineligible for
IC, bringing their outcomes closer to those afforded to older patients who are able to
tolerate 1C.30-%* These therapies therefore represent a ‘step-change’ in treatment for
patients with newly diagnosed AML who are ineligible for IC.4

B.1.3.1 Disease overview and epidemiology

AML is an aggressive, rapidly progressing haematological cancer that is characterised by the
overproduction and accumulation of abnormal myeloblasts in the bone marrow and peripheral
blood of affected patients.?%: 2! AML is a clinically heterogeneous disease characterised by many
chromosomal abnormalities and genetic mutations which disrupt almost every facet of cell
transformation.20 3%

The overexpression of Bcl-2 has been implicated in the maintenance and survival of AML cells
and has been associated with resistance to chemotherapeutics.'® " Bcl-2 is an anti-apoptotic
member of the Bcl-2 family of proteins which regulate the intrinsic apoptosis pathway.®® The
overexpression of Bcl-2 can therefore lead to resistance or evasion of apoptosis by malignant
cells.® 9

AML is the most common haematological malignancy, accounting for <1% of all new cancer
cases, with an estimated 2,895 new cases reported in England and Wales (in 2017).3¢: 37 Overall,
the incidence rate of AML in the UK increased by 29% between 1993-2017.3¢ Over this period,
the incidence remained stable in people aged 0-59, but increased by 17% in those aged 60—69,
36% in those aged 70-79 and 72% in those aged 280.36. 3840 Despite accounting for <1% of alll
new cancer cases in the UK in 2017, AML accounted for ~2% of all cancer deaths, with mortality
rates highest in those aged 85-89.36 AML has the worst survival outcomes of any leukaemia,
with an overall five-year relative survival rate of 15% in England, and just 6% in patients aged 65
and older.36:41

AML therefore disproportionately affects older people and older patients with AML often have a
substantial comorbidity burden.*?4’ Further, many studies of older adults with AML show a
relationship between greater comorbidity burden and worse outcomes, including lower remission
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rates, higher risk of 30-day mortality and shorter OS. Advanced age (=75 years) and presence of
comorbidities commonly form the basis for determining ineligibility for 1C.4 48

Currently available non-intensive treatment options are used to control the disease but
importantly do not have the capacity to deliver long term survival and, in contrast to the outcomes
of older patients with IC, do not have the capacity to deliver long-term disease free survival. In
clinical trials evaluating AZA and LDAC for use in this indication, median OS was 10.4-24.5
months and 6.4 months, respectively.33 4% 50 However, real-world data for 870 non-intensively
treated patients from the Haematological Malignancy Research Network (HMRN) suggests that
median OS in UK clinical practice for patients treated with AZA and LDAC is lower, 9.5 and 4.6
months, respectively.® The absence of effective treatments for older patients with AML who are
ineligible for IC therefore represents a major unmet need. Importantly, there are no current
therapies with the capacity to deliver long-term remissions and therefore there is a requirement
to identify effective therapies with innovative mechanisms of action and acceptable side effect
profiles.

B.1.3.2 Disease burden

The signs and clinical manifestations of AML are associated with proliferation of malignant cells
and the loss of normal, functioning blood cells, resulting in a wide range of debilitating
symptoms.?? Specifically, anaemia results in fatigue and weakness; neutropenia leads to
increased risk of infection; and thrombocytopenia increases the risk of bleeding complications
and often leads to bruising.?' Accumulation of myeloblasts in the medullary cavity can lead to
bone pain, most commonly in the long bones of the legs and arms, and can also result in the
enlargement of organs, such as the lymph nodes, liver, spleen.?3 24 AML is also associated with
anorexia and weight loss. Bleeding in the brain or lungs, and myeloid sarcoma may also be
present in severe cases of AML.?* AML often progresses rapidly and if left untreated usually
causes death due to bleeding or infection within months of diagnosis.?’

Very few studies have evaluated health-related quality of life (HRQoL) outcomes specifically in
patients ineligible for IC but given their older age, the presence of comorbidities and their poorer
prognosis, HRQoL outcomes are likely to be worse for these patients compared to the wider AML
population. Many patients with AML report psychological stress in the form of anxiety and
depression arising from uncertainty surrounding their disease.?®> Symptom burden (especially
fatigue, anxiety and inability to engage in hard work) has been shown to worsen with a patient’s
proximity to death, with large proportions of patients being hospitalised in the last month of life or
dying in intensive care units.?’ Clinical specialists and patient experts consulted as part of TA218
(azacitidine for the treatment of myelodysplastic syndromes [MDS], CMML and AML) indicated
that fatigue and a reduced ability to carry out day-to-day activities are common in
myelodysplastic syndromes, including AML, and can have a substantial impact on patients'
quality of life.

Patients ineligible for IC also typically require hospitalisation and frequent blood transfusions,
adding further burden on patients’ ability to live a normal life.5" While the systematic literature
review (SLR) performed to inform this submission identified no studies that assessed the impact
of blood transfusions on HRQoL in patients with AML, evidence from patients with MDS suggest
that blood transfusions are detrimental to HRQoL, with the number of transfusions received per
month being negatively correlated with HRQoL.52 53 This was reflected in the views of patient
groups consulted as part of TA218, who confirmed that dependence on blood transfusions has a
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negative impact on quality of life." Treating AML is also associated with a considerable economic
burden, with patients requiring extensive use of hospital resources due to the need for frequent
hospitalisation (including resource intensive emergency admissions) and blood transfusions.?8 54

As AML progresses, a considerable burden can be placed on caregivers due to patients
becoming more dependent on their assistance and support. A study surveying caregivers of AML
patients found that 80% reported significant caregiver strain.%® This further adds to the HRQoL
impact on patients, with patients reporting feelings of guilt associated with caregiver burden.>®
Patient experts consulted as part of TA399 (azacitidine for treating AML with blast count >30%)
described how the high mortality rate and symptom burden of AML have a considerable
emotional impact on patients’ friends and family, and thus any improvements in patients’ survival
and HRQoL outcomes will also have a positive impact on the lives of their friends and family.’

In conclusion, AML has a substantial negative effect on the physical and psychosocial well-being
of patients and carers. Whilst there is limited HRQoL data available for patients with AML
ineligible for IC, the HRQoL for these patients is expected to be similar or worse than that of for
patients eligible for IC, given the advanced age and existing comorbidities that are common in
this patient population.

B.1.3.3 Current treatment pathway for patients with newly diagnosed AML

Guidelines for the treatment of patients with newly diagnosed AML are available from the
European LeukemiaNet (ELN), the National Comprehensive Cancer Network (NCCN) and the
European Society of Medical Oncology (ESMO) and Japanese Society of Medical Oncology
Society of Medical Oncology (JSMO).%6-58 These guidelines which contain largely congruent
treatment recommendations form the basis for UK treatment guidelines.

Diagnosis

Diagnostic procedures involved in AML include the analysis of morphology and
immunophenotyping, plus the characterisation of the cytogenetics and molecular genetics of
leukaemic cells.%® %° According to the World Health Organization (WHQO) 2016 classification of
myeloid neoplasms and acute leukaemia, AML is generally diagnosed when a patient’s
myeloblast cell count exceeds 20%.%° The WHO classification recognises four clinically
meaningful subcategories of AML: AML with recurrent genetic abnormalities, AML with
myelodysplasia-related changes, therapy related myeloid neoplasms and AML not otherwise
specified (NOS).60

Treatment aims

The initial aim of treatment in patients with newly diagnosed AML is to reduce the myeloblast cell
count to achieve complete remission (CR), which is defined as achieving normal absolute
neutrophil count (ANC), normal platelet count, bone marrow with < 5% blasts, absence of
circulating blasts and blasts with Auer rods, absence of extramedullary disease, and blood
transfusion independence. In patients treated with IC, acquisition of CR is considered a
surrogate for long-term survival.* Achieving CR also results in alleviation of symptoms and
improved survival and HRQoL outcomes. The ELN 2017 recommendations incorporate CR with
incomplete haematological recovery (CRi), defined as CR with residual cytopenia such as ANC
<1000 cells per pL or platelet count <100 000 cells per pL, into response criteria.® It has been
demonstrated that achieving CR or CRi is associated with increased median OS in patients with
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AML, and therefore CRi (in addition to CR), can be used to assess patients response to AML
treatments.®! CRi is considered particularly important for patients treated with venetoclax given
that the iatrogenic and lengthy myelosuppression induced by venetoclax may hinder complete
haematological recovery and prevent CR being reached.5?

Once CR/CRIi is achieved, the ultimate aim of treatment is to eradicate residual disease and aid
in achieving lasting remission.?! As a measure of residual disease; MRD negativity, defined by
the ELN consensus as levels below 1 leukaemic cell per 1,000 leukocytes (MRD <0.001 or
<0.1%), has been shown to be a strong prognostic indicator for OS and risk of relapse in patients
who have received IC, and therefore achieving MRD negativity can be indicative of a potential
curative response.®® 64 However, improved outcomes do not necessarily require undetectable
levels of MRD, whilst, inversely, a minority of MRD-negative patients may still relapse.5-68
Currently, IC with or without allogeneic stem cell transplantation (alloSCT) is the only potentially
curative treatment option for AML, with disease relapse universally observed in adults unfit for IC
treated with AZA or LDAC.%*

Assessment of eligibility for IC

IC is the preferred route for the treatment of AML as these treatments are used with curative
intent and are able to drive deep and lasting remission, but are also associated with significant
toxicity. Therefore, many patients with AML are ineligible for IC due to older age or other
comorbidities leading to a high risk of TRM.% As such, an assessment of patient eligibility for IC
is of critical importance prior to initiating IC. There are currently no consensus guidelines for
objectively determining patient eligibility for IC and decisions are largely based on assessment of
age and fitness by experienced haematologists with particular reference to previous levels of
physical activity and exercise tolerance in conjunction with careful evaluation of the presence of
comorbidities.* #8 In routine clinical practice, important predictors of TRM in patients treated with
IC include pre-existing heart, kidney, lung or liver disease, cognitive impairment, an Eastern
Cooperative Oncology Group (ECOG) score =3 and advanced age (275 years), and therefore
these factors commonly form the basis for determining ineligibility for IC.# 48

Current treatments
Intensive chemotherapy

IC consists of induction therapy (typically anthracycline, daunorubicin, or idarubicin, in
combination with high-dose cytarabine) followed by 2—4 courses of consolidation therapy,
typically including medium/high dose cytarabine or allogeneic haematopoietic stem cell
transplants (allo-HSCT).# %6 Complete remission (CR) is achieved in 60-80% of younger adults
and 40-60% of older adults (260 years) who receive IC.32 56.69.70 |n patients treated with IC, the
duration of first remission is positively correlated with survival.3"- 7' 5-years OS was lower in
patients with a shorter duration of first CR (5% and 26% for a first duration of CR of <6 months
and >18 months, respectively).”" Disease relapse represents the major cause of treatment failure
in adults treated with IC. The majority of patients who relapse do so within the first two years of
diagnosis, and the risk of relapsing is small in those who maintain CR in the long term.!-34 7275
Thus, patients who achieve a deep remission that is sustained 2—3 years after completion of IC
are likely to achieve long-term disease-free survival. The specific timepoint that patients in CR
can be considered cured is uncertain, but is generally considered to be between 2-3 years.”®
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The proportion of patients with AML treated with IC who can be considered to be cured is 35—
40% in younger adults and 5-15% in patients who are >60 years of age.>?

Non-intensive treatment

The only treatments currently available for adults with newly diagnosed AML deemed unfit for IC
are AZA or LDAC.% AZA is recommended by NICE as the standard of care for adults who are
not eligible for HSCT and have AML with 20-30% blasts and multilineage dysplasia, according to
the WHO classification.! However, AZA does not have a NICE recommendation for treating AML
in patients with >30% bone marrow blasts.? In clinical trials, AZA treatment is associated with CR
rates of 18—-28% and median OS of 10.4—24.5 months.*% 50 |n patients who do achieve CR,
remission is often not maintained long-term and rates of relapse are high; UK real-word data for
newly diagnosed patients receiving AZA demonstrate that median event-free survival (EFS),
which includes relapse after CR, was 6.6 months in patients treated with AZA.2 Real-world data
have also demonstrated a median OS of 9.5 months.® Additionally, patients treated with AZA
frequently continue to rely on blood transfusions to manage their disease, with 38-53% of
patients treated with AZA in clinical trials achieving red blood cell (RBC) or platelet transfusion
independence.*% 50

Importantly, AZA is not recommended by NICE for the treatment of AML in patients with >30%
bone marrow blasts and consequently LDAC represents the standard of care for these patients.?
The use of LDAC in AML patients is not restricted by blast count but AZA has displaced LDAC
use in patients with a blast cell count of 20-30% given its modestly greater efficacy.*® LDAC is
therefore predominantly used in patients with a blast cell count >30%.4 LDAC has a tolerable
safety profile but is associated with CR rates of 18% and median OS of 6.4 months.%® 77 UK real-
world data for the use of LDAC have demonstrated a median OS of 4.6 months and a median
EFS of 2.1 months for patients treated with LDAC.3

Best supportive care

The use of best supportive care is limited to two scenarios in which there are no remaining
tolerable and effective treatment options for patients:

e First line use of BSC in patients who are ineligible for IC and are also unsuitable for or decline
treatment with active treatments for AML (AZA or LDAC), due to frailty or the severity of their
existing comorbidities

e Subsequent treatment with BSC in patients who have failed to respond to, or relapsed from,
treatment with AZA or LDAC

It should be noted that in neither of these situation is BSC a valid comparator for VenAZA or
VenLDAC. Treatment with BSC aims to alleviate the symptoms and complications of AML but
does not treat the underlying condition.?® BSC consists of treatment with HC/HU, anti-microbial
prophylaxis and blood transfusions. The survival outcomes for patients receiving BSC are very
poor, and UK based real-world data have shown that patients treated with BSC achieve a
median OS of just 1.1 months.3
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Gilteritinib

Gilteritinib is not currently approved as a first-line treatment for AML, and is recommended by
NICE as a treatment option for a small proportion of patients with AML; those who do not
respond to or relapse following first-line treatment (i.e. relapsed/refractory AML) and are positive
for FLT3 mutations.”®

Unmet need

AML incidence rates increase with age; as a result of the current demographic changes
associated with an aging population, the prevalence and mortality of AML are likely to increase
over the next decades, increasing the burden of disease on the NHS.36. 78

There are few treatment options for patients with untreated AML who are ineligible for IC, a
population that accounts for approximately 40% of the AML population.* A substantial proportion
of patients who are treated with current non-intensive treatment options (AZA and LDAC) fail to
achieve CR, and in patients who do achieve CR with non-intensive treatment options, CR is often
not maintained long-term and rates of relapse are high.2 As such, no curative treatment options
are available for this patient population. Furthermore, AZA is restricted in the UK to use in
patients with 20—30% blasts and therefore, a considerable proportion of patients in the overall
ineligible for IC population, who already face limited treatment options, are not able to benefit
from treatment with AZA."-2 77 Expected outcomes for patients ineligible for IC are therefore
considerably worse than for their IC-eligible counterparts, which is demonstrated by a five-year
survival rate of just 1.1% in this patient population.® A clinical trial will be sought for patients with
AML where available, highlighting the lack of effective treatment options.%” Furthermore, due to
their low blood count patients are often reliant on blood transfusions which are burdensome not
only to the patient but also to the NHS, given the extensive use of hospital resources.?® 51 54

With the reimbursement of AZA in 2011 being the most recent advancement in treatment for
patients in this population, and the recent termination of NICE appraisals for novel potential
treatments,”® & there remains an urgent unmet need for new, effective therapies which can
improve survival, complete response rates and blood transfusion independence. Given that
duration of CR is positively correlated with survival, new therapies for patients with AML who are
ineligible for IC that can provide deep and durable remission, thereby improving long-term
outcomes, have the potential to change the treatment paradigm for these patients.”"

Proposed positioning of VenAZA and VenLDAC in clinical practice

A summary of the UK clinical pathway of care for patients with AML, including the anticipated
positioning of VenAZA and VenLDAC, is presented in Figure 2. This pathway has been adapted
from the ELN guidelines, based on feedback from UK clinical experts and reflects the blast count
restricted usage of currently available non-intensive treatment options described above.* 4 56
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Figure 2: Current treatment pathway for patients with newly diagnosed AML and proposed
positioning of venetoclax in combination with AZA or LDAC

Newly diagnosed patient with AML deemed ineligible for IC

—— > Entry into clinicaltrials

. .

Patient suitable for Patient unfit for active
active treatment treatment

1

Patient blast count is assessed

! !

Patient with 20—30% blasts Patient with >30% blasts
| ! |
AZA LDAC
BSC
VenAZA VenAZA or VenLDAC

! !

Treatment is continued until disease progression occurs

!

BSC or Gilteritinib (FLT3 positive patients only)

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; BSC: best supportive care; FLT3: FMS-like
tyrosine kinase 3; IC: intensive chemotherapy; LDAC: low-dose cytarabine; Ven: venetoclax.
Source: Dohner et al. (2017),%6 NICE TA218," NICE TA399,? Clinical expert opinion.?

As a selective inhibitor of Bcl-2, venetoclax represents a first in class oral therapy with a unique
targeted mechanism of action available for the treatment of AML in patients who are ineligible for
IC, and has the potential to dramatically improve response rates and survival in these patients. In
this submission, venetoclax, in combination with AZA or LDAC, is positioned as a first line
treatment for patients with newly diagnosed AML who are ineligible for IC, but would be eligible
for and accept treatment with AZA or LDAC. This is aligned with the anticipated marketing

authorisation (expected | ): venetoclax (Venclyxto®) NG

B.1.4 Equality considerations

No equality issues related to the use of VenAZA and VenLDAC in this indication have been
identified or are foreseen. However, if recommended, VenAZA and VenLDAC would provide
effective treatment options for the elderly AML patient population that have not benefitted from
recent advances in treatment.

Company evidence submission template for venetoclax with a hypomethylating agent or
low-dose cytarabine for untreated acute myeloid leukaemia unsuitable for intensive
chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 28 of 227



B.2 Clinical effectiveness

The efficacy and safety of venetoclax in combination with AZA or LDAC has been demonstrated in
VIALE-A and VIALE-C, two ongoing, Phase lll, international, randomised, double-blind, placebo-
controlled trials.8" 82

Efficacy
e The VIALE-A trial met its dual primary endpoints, demonstrating that VenAZA significantly

improved OS and rates of CR + CR with incomplete haematological recovery (CRi)
compared to AZA alone.®

o0 VenAZA was associated with significantly longer median OS compared to AZA
alone (14.7 versus 9.6 months, hazard ratio [HR]: 0.66; 95% CI: 0.52-0.85, P <
0.001).81

o VenAZA significantly improved the proportion of patients who achieved CR + CRi
compared to AZA alone (66.4% versus 28.3%, P < 0.001)..7" 8

o VenAZA provided patients with a significantly higher rate of deep remissions (MRD
<0.001 and CR + CRi) than AZA alone (JJli] versus [} P < l); additionally,
patients treated with VenAZA achieved a lower median MRD value than those
treated with AZA alone.

o0 VenAZA significantly improved the proportion of patients who achieved both RBC
and platelet transfusion independence compared to AZA alone (- versus -
P = -)_83

o0 In the subgroup of patients with 20-30% blasts, median OS was higher in the
VenAZA arm than in the AZA arm (Jij versus ] months; HR: [} [95% CI:
)

o Similarly in the subgroup of patients with >30% blasts, median EFS was higher in
the VenAZA arm than in the AZA arm (JJ] versus [ months; HR: [} [95% CI:

)

e At the planned primary analysis of the VIALE-C trial, a non-significant improvement in the
primary endpoint of OS was observed in patients treated with VenLDAC compared to
LDAC alone. With an additional 6 months of follow-up, VenLDAC further improved OS and
was associated with higher rates of CR + CRi compared to LDAC alone.8? 8

o0 VenLDAC was associated with longer median OS compared to LDAC alone (8.4
versus 4.1 months, HR: 0.70; 95% CI 0.50-0.99, descriptive P = 0.040).82 84

o0 VenLDAC improved the proportion of patients who achieved CR + CRi compared
to LDAC alone (JJl§% versus [J1%; descriptive | ) 2

o VenLDAC improved the proportion of patients who achieved both RBC and platelet
transfusion independence compared to LDAC alone (-% versus -%;
descriptive [ )

0 In the subgroup of patients with >30% blasts, median OS was higher in the
VenLDAC arm than in the LDAC arm (JJj versus ] months; HR: [} (95% CI:
) -

o Similarly in the subgroup of patients with >30% blasts, median EFS was higher in
the VenLDAC arm than in the LDAC arm (] versus ] months; HR: [} (95% C!:
)

Indirect treatment comparisons
e Given the lack of head-to-head data, indirect treatment comparisons were conducted to
assess the relative efficacy of VenAZA versus LDAC.

e Network meta-analyses (NMAs) based on VIALE-A, VIALE-C and systematically identified
literature demonstrated VenAZA to be associated with a statistically significantly lower risk
of death and a significantly improved odds of achieving CR + CRi versus LDAC.83-8
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e A propensity score analysis was conducted to compare patients receiving VenAZA (VIALE-
A to patients receiving LDAC (VIALE-C) in the subgroup of patients with >30% blasts. After
matching, this analysis found a statistically significantly lower risk of death and a significant
improvement in event free survival (EFS) for patients who received VenAZA compared to
LDAC.

e Individual patient data available from the HMRN dataset allows assessment of the relative
efficacy of VenAZA and VenLDAC versus their relevant comparators based on real-world
data in UK clinical practice. Propensity score analysis matching of the VIALE-A and VIALE
C trials with the real-world HMRN dataset found statistically significant HRs for OS and
EFS in favour of VenAZA versus AZA, VenAZA versus LDAC and VenLDAC versus LDAC,
in the blast subgroups of relevance to the respective comparators.3

e In the propensity score-weighting analyses (VIALE trial data versus HMRN) the effective
sample sizes for comparator arms derived from the HMRN were small, and thus the
relative treatment effect estimates derived from these analyses are associated with
considerable uncertainty.’Despite this uncertainty, all three ITC methods used to compare
VenAZA and VenLDAC to relevant comparators produced results that were consistently in
favour of VenAZA and VenLDAC.

Adverse reactions

e Overall, the safety profile of VenAZA and VenLDAC is consistent with the known individual
safety profiles of venetoclax, LDAC, AZA, and the natural history of AML .82 8
End of life criteria
e Given the short life-expectancy for patients with AML who are ineligible for IC, and the
extension to life compared to current treatment that is offered by VenAZA and VenLDAC,
venetoclax should be considered as meeting the end of life criteria for this patient
population.

B.2.1 Identification and selection of relevant studies

An SLR was conducted in January 2019, with subsequent updates completed in May 2020 and
October 2020, to identify efficacy and safety data of treatments for AML in treatment-naive
patients who are ineligible for IC.

The searches identified a total of 83 publications that were considered relevant for the review. Of
these, 19 publications reporting on nine unique trials were included in the SLR. Of the nine trials
that were identified in the SLR, four contained two or more interventions of interest and thus were
included in the indirect comparisons. Two of these trials (VIALE-A and VIALE-C) included
patients receiving venetoclax.

Full details of the SLR, including search strategy, study selection process and detailed results,
can be found in Appendix D, along with details of the indirect comparisons conducted.

B.2.2 List of relevant clinical effectiveness evidence

Two separate randomised controlled trials (RCTs) were identified in the SLR that provide clinical

evidence for the efficacy and safety of venetoclax [ GcNGNGGEEEEEEEE

o VIALE-A (NCT02993523) is an ongoing, Phase I, international, randomised, double-blind,
placebo-controlled trial investigating the safety and efficacy of venetoclax in combination
with AZA (VenAZA) for patients with treatment naive AML who are ineligible for IC. Data
from VIALE-A have been published in the New England Journal of Medicine by DiNardo et
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al. (2020).8" Additional data from VIALE-A is provided in the clinical study report (CSR)
located in the reference pack accompanying this submission.8

e VIALE-C (NCT03069352) is an ongoing, Phase lll, international, randomised, double-blind,
placebo-controlled trial investigating the safety and efficacy of venetoclax in combination
with LDAC (VenLDAC) for patients with treatment naive AML who are ineligible for IC. Data
from VIALE-C have been published in Blood by, Wei et al. (2020).82 Additional data from
VIALE-C is provided in the CSR located in the reference pack accompanying this
submission.®*

The patient populations in VIALE-A and VIALE-C are aligned with the population of relevance for
this submission. An overview of the clinical effectiveness evidence from the VIALE-A and VIALE-
C trials is provided in Table 3.

Table 3: Clinical effectiveness evidence

Study

VIALE-A (NCT02993523) ‘ VIALE-C (NCT03069352)

Study design

Phase lll, international, randomised, double-blind, placebo-

controlled trial

Population

Newly diagnosed adult patients with AML who are treatment
naive and ineligible for standard IC due to age or comorbidities?

Interventions

Venetoclax (400 mg QDP) +
AZA (75 mg/m?on days 1-7 of
each 28-day cycle)

Venetoclax (600 mg QD°) +
LDAC (20 mg/m?on days 1-10
of each 28-day cycle)

Comparator

Placebo + AZA (75 mg/m?on
days 1-7 of each 28-day cycle)

Placebo + LDAC (20 mg/m?on
days 1-10 of each 28-day
cycle)

economic model

Indicate if trial supports Yes Yes
application for marketing

authorisation

Indicate if trial used in the Yes Yes

Rationale for use/non-use
in the model

Both VIALE-A and VIALE-C were included in the economic
model as they provide the primary source of evidence for the
clinical efficacy and safety of VenAZA and VenLDAC,
respectively, are relevant to the decision problem and informed
the marketing authorisation application.

Reported outcomes
specified in the decision
problemd

e CR + CR with incomplete haematological recovery

e OS
(CRi)
e EFS

e Duration of response

e Blood transfusion dependence
e Adverse effects of treatment

¢ HRQoL outcomes

All other reported
outcomes

AML is a heterogenous disease which lacks a simple, uniform
signature to identify malignant cells capable of causing relapse.
MRD is the persistence of leukaemic cells following treatment
and serves as an independent, post-diagnosis, prognostic
indicator in AML.%® MRD negativity, defined by the ELN
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guidelines as levels below 1 leukaemic cell per 1,000 leukocytes
(<0.001; <0.1%), has been shown to be prognostic for OS and
risk of relapse in patients who have received IC.%?

aPresence of AML was confirmed using the WHO definition. In cycle 1 patients received a three day dose ramp-
up of venetoclax to reach the target 400 mg dose (100, 200, 400). °In cycle 1 patients received a four day dose
ramp up of venetoclax to reach the target 600 mg dose (100, 200, 400, 600). Outcomes in bold indicate those
used in the cost effectiveness analysis.

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; CR: complete remission; CRi: complete
remission with incomplete haematological recovery; EFS: event-free survival; ELN: European Leukaemia Net;
HRQoL: health-related quality of life; IC: intensive chemotherapy; LDAC: low-dose cytarabine; MRD: minimal
residual disease; OS: overall survival; QD: once daily; Ven: venetoclax.

Source: VIALE-A Clinical Study Report,®® DiNardo et al. (2020),%" VIALE-C Clinical Study Report,3* Wei et al.
(2020).82

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Trial design and methodology

Summaries of the trial design and methodology for VIALE-A (NCT02993523) and VIALE-C
(NCT03069352) are detailed below and presented in Table 4.

VIALE-A (NCT02993523)

A summary of the trial design for VIALE-A is presented in Figure 3.

Figure 3: VIALE-A trial design
VenAZA treatment arm (n=286)

) 5 Venetoclax £400 mg QDP) + azacitidine Treatment continues until
Newly diagnosed adult = (75 mg/m? on days 1-7 of each 28- disease progression,
patients with AML B day cycle) unacceptable side effects,
considered ineligible for IC E withdrawal of consent, or
(N=433) o AZA treatment arm (n=145) any protocol-defined criteria
S are met

Placebo + azacitidine (75 mg/m?on
days 1-7 of each 28-day cycle)

aPatients received a unique number via an IRT system. After meeting the eligibility criteria, patients were enrolled
into a treatment arm via IRT. °In cycle 1 patients received a three day dose ramp-up of venetoclax to reach the
target 400 mg dose (100, 200, 400).

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; IC: intensive chemotherapy; IRT: interactive
response technology; QD: once daily; Ven: venetoclax.

Eligible patients were assigned, in a 2:1 ratio, either to the VenAZA group or to the AZA control
group. All patients were hospitalised on or before day 1 of cycle 1, and remained hospitalised
during the venetoclax/placebo ramp up period (days 1-3) for the purposes of receiving
prophylaxis against tumour lysis syndrome (TLS) and for monitoring.8" All patients received an
agent to reduce the level of uric acid as well as oral and/or intravenous hydration, and all patients
underwent scheduled laboratory monitoring.8' Venetoclax was administered orally, once-daily,
with food. For mitigation of TLS in cycle 1, the dose of venetoclax was 100 mg on day 1 and 200
mg on day 2; on day 3, the target dose of 400 mg was reached and continued until day 28. In all
subsequent 28-day cycles, the dose of venetoclax was continued at 400 mg daily.8! Patients in
the AZA group received an oral venetoclax placebo according to the same schedule. Patients in
both groups received AZA at a dose of 75 mg per square meter of body surface area (BSA),
subcutaneously or intravenously, on days 1 through 7 every 28-day cycle.®! To mitigate
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cytopenia and related clinical consequences, venetoclax was interrupted between cycles for
recovery of blood counts after clearance of leukaemia from the bone marrow, and dose
modifications related to prophylactic anti-infective agents for venetoclax dose equivalency were
implemented.?' Patients continued to receive treatment until they had disease progression or
unacceptable toxic effects, until they withdrew consent, or until they met any protocol-defined
criteria.8’ Except for patients who withdrew consent, all patients who discontinued a trial regimen
were followed for survival.®!

VIALE-C (NCT03069352)
A summary of the trial design for VIALE-C is presented in Figure 4.

Figure 4: VIALE-C trial design
VenLDAC treatment arm (n=143

% Veneto;::lax (600 mg QD®) + LDAC (20 Treatment continues until
Newly diagnosed adult = mg/m?on days 1-10 of each 28-day disease progression,
patients with AML 2 cycle) unacceptable side effects,
considered ineligible for IC £ withdrawal of consent, or
(N=211) 2 LDAC treatment arm (n=68) any protocol-defined criteria
= are met

Placebo + LDAC (20 mg/mZon days
1-10 of each 28-day cycle)

aPatients received a unique number via an IRT system. After meeting the eligibility criteria, patients were enrolled
into a treatment arm via IRT. °In cycle 1 patients received a four day dose ramp up of venetoclax to reach the target
600 mg dose (100, 200, 400, 600)

Abbreviations: AML: acute myeloid leukaemia; IC: intensive chemotherapy; IRT: interactive response technology;
LDAC: low-dose cytarabine; QD: once daily; Ven: venetoclax.

Eligible patients were randomised in a 2:1 ratio, either to the VenLDAC group or to the LDAC
control group.8? All patients were hospitalised on or before day 1 of cycle 1, and remained in
hospital during the venetoclax/placebo ramp up period (days 1—4) for the purposes of receiving
prophylaxis against TLS.82 All patients received an agent to reduce the level of uric acid as well
as oral and/or intravenous hydration, and all patients underwent scheduled laboratory
monitoring.®? Venetoclax was administered orally, once-daily, with food. Venetoclax dosing
began at 100 mg on day 1 and increased over 4 days to reach the target dose of 600 mg (100,
200, 400, and 600 mg); dosing was continued at 600 mg per day from day 4 through day 28.82 In
all subsequent 28-day cycles, the dose of venetoclax was initiated at 600 mg daily. Patients in
the LDAC group received an oral venetoclax placebo according to the same schedule.®? For
patients in both arms, LDAC (20 mg/m?) was administered subcutaneously once daily on days 1-
10 of each 28-day cycle.®? Patients continued to receive treatment until they had disease
progression or unacceptable toxic effects, until they withdrew consent, or until they met any
protocol-defined criteria.82 Except for patients who withdrew consent, all patients who
discontinued a trial regimen were followed for survival.82
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Table 4: Summary of trial methodology for VIALE-A and VIALE-C

Key inclusion criteria:

Study VIALE-A (NCT02993523) VIALE-C (NCT03069352)

Location International (134 sites across 27 countries): Australia, | International (76 across 21 countries): Australia,
Austria, Belgium, Brazil, Canada, China, Croatia, Czech Belgium, Brazil, Canada, China, Czech Republic, France,
Republic, Denmark, Finland, France, Germany, Hungary, Germany, Greece, Hungary, Japan, New Zealand,
Israel, Italy, Japan, Norway, Poland, Portugal, Russia, Norway, Puerto Rico, Russia, South Africa, South Korea,
South Africa, South Korea, Spain, Sweden, Taiwan, Spain, Taiwan, United Kingdom, and United States.
Turkey, and the United States.

Trial design Phase lll, multicentre, double-blind, randomised, placebo-controlled trial

Eligibility criteria for A summary of the criteria for baseline inclusion in VIALE-A and VIALE-C are provided below. Key eligibility criteria were

participants broadly consistent across both trials, full details of the eligibility criteria are presented in Appendix L

e Aged 18 years or older with a confirmed diagnosis of AML by WHO criteria, previously untreated and be ineligible for

treatment with standard IC due to age or comorbidities.

e Ineligibility for IC on the basis of advanced age (=75 years) or =2 18 to 75 years of age with one or more of the

following pre-existing comorbidities:

1. A history of congestive heart failure for which treatment was warranted or an ejection fraction of 50% or less

or chronic stable angina

2. A diffusing capacity of the lung for carbon monoxide of 65% or less or a forced expiratory volume in 1

second of 65% or less,

3. An ECOG performance-status score of 2 or 3 (on a 5-point scale, with higher numbers indicating greater

disability).
4. Creatine clearance =30 to <45 mL/min

5. Moderate hepatic impairment with total bilirubin (>1.5 to 3.0 x upper limit of normal)

e An ECOG score of 0-2 in patients aged =75 years or 0-3 for patients aged 18-74 years
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Key exclusion criteria:
e Prior therapy with:
0 An HMA, venetoclax and/or chemo therapeutic
agent for MDS
o0 CAR-T cell therapy or other experimental therapies
for MDS or AML
¢ History of myeloproliferative neoplasm (MPN)

e Favourable risk cytogenetics according to the AML
NCCN guidelines

e Known active central nervous system (CNS)
involvement with AML

o Patient is HIV positive
e Acute promyelocytic leukaemia (APL)

Key exclusion criteria:

e Received prior therapy for AML, with the exception of
HC/HU in cycle 1 (prior treatment for MDS allowed,
except cytarabine)

¢ Previous exposure to cytarabine for any indication
¢ History of MPN

e Known CNS involvement with AML

e Patient is HIV positive

e APL

Method of study drug
administration

¢ Venetoclax was administered orally, once daily, with
food.

e Patients in the control group received an oral
venetoclax placebo (identical tablet appearance)
according to the same schedule.

e Azacitidine was administered subcutaneously or
intravenously once daily on days 1-7 of each 28-day
cycle

e Venetoclax was administered orally, once daily, with
food.

e Patients in the control group received an oral venetoclax
placebo (identical tablet appearance) according to the
same schedule.

e LDAC was administered subcutaneously once daily on
days 1-10 of each 28-day cycle

Permitted and disallowed
concomitant medication

o All patients received an agent to reduce the level of uric acid (e.g., allopurinol, rasburicase) as well as oral and/or

intravenous hydration

e Anti-infective prophylaxis for bacterial, viral and fungal infections were required for all patients with absolute

neutrophil count (ANC) of < 500/uL

e Venetoclax is a CYP3A and P-glycoprotein substrate, and therefore patients received protocol-recommended dose

modifications for the following inhibitors:

0 50% reduction in venetoclax dose if co-administered with a moderate CYP3A inhibitor P-glycoprotein inhibitor
0 Venetoclax dose reduced to 50 mg if co-administered with a strong CYP3A inhibitor

e Excluded medications: Strong CYP3A inducers — during ramp up and throughout the study

e Cautionary medications: Strong and moderate CYP3A inhibitors; moderate CYP3A inhibitors; P-gp substrates or
inhibitors; Warfarin; Coumarin derivatives e.g. phenprocoumon; BCRP substrates or inhibitors; OATP1B1/1B3

substrates;
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Primary outcome

e OS e OS
e Composite CR (CR +CRi)

Secondary and other
outcomes

A summary of the key secondary outcomes for VIALE-A and VIALE-C is provided below. Key secondary outcomes were
broadly consistent across both trials, full details of all the secondary outcomes can be found in Appendix L.
Secondary outcomes

e Composite CR (CR + CRi)®
e CR + CR with or without partial haematological recovery (CRh)

e Proportion of patients with CR + CRi and CR + CRh by initiation of therapy cycle 2
e EFS

e RBC and platelet transfusion independence
e Response rates and OS in molecular subgroups
¢ HRQoL (Fatigue/global health status [GHS]) outcomes
0 PROMIS and SF7a
0 EORTC QLQ-C30
e Minimal residual disease (MRD) response rate
Exploratory outcomes
e Exploration of biomarkers predictive of venetoclax activity and duration of response (DOR)
e HRQoL impact of venetoclax based on remaining subscales from EORTC QLQ-C30 and EQ-5D-5L

Safety evaluations included adverse events, serious adverse events, deaths, and changes in laboratory determinations
and vital sign parameters.

Pre-planned subgroup The primary objective was analysed by several The primary objective was analysed by several
analyses demographic variables: demographic variables:
e Gender (Male, Female) e Gender (Male, Female)
e Age (18—<65 years, 65—<75 years, 275 years) e Age (18—< 65 years, 65-< 75 years, 275 years)
e Geographic region (US, Europe, China, Japan, rest of e Geographic region (US, Europe, China, Japan, Asia,
world) rest of world)
e Baseline ECOG score (grade <2, grade 22) ¢ Baseline ECOG score (grade <2, grade 22)
e Type of AML (de novo, secondary and therapy-related e Type of AML (de novo, secondary)
AML) e Type of secondary AML (therapy related, post
e Cytogenetic risk (intermediate, poor) MDS/CMML)
e Molecular marker (FLT3, IDH1/IDH2, TP53, NPM1) e Patients who received prior HMA for MDS (Yes, No)
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o AML with myelodysplasia-related changes (MRC) e Cytogenetic risk categorization (favourable,

o Antecedent haematological history of MDSP intermediate, poor)

« Bone marrow blast count (<30%, 30%-50%, >50%)  Molecular marker (FLT3, IDH1/2, TP53, NPM1)

o AML with MRC

e Bone marrow blast count (<30%, 30%-50%, =50%)

Duration of study and e The median duration of follow-up was 20.5 months e The median duration of follow-up was - months
follow-up (Range: < 0.1-30.7) (Range: I

aVIALE-C only. PAlthough planned for, subgroup analyses for OS and CR + CRi is not presented due to the small number of subjects with antecedent haematologic history of
MDS.

Abbreviations: AML: acute myeloid leukaemia; ANC: absolute neutrophil count; APL: acute promyelocytic leukaemia; CAR-T: chimeric antigen receptor T-cells; CNS: central
nervous system; CR: complete remission; CRh: complete remission with or without partial haematological recovery; CRi: complete remission with incomplete haematological
recovery; CYP3A: cytochrome P450 3A isoform subfamily; DOR: duration of response; ECOG: Eastern Cooperative Oncology Group; EFS: event-free survival; EORTC QLQ-
C30: European Organisation for Research and Treatment of Cancer core quality of life questionnaire; EQ-5D-5L: EuroQol 5 Dimensions 5 Levels Health State Instrument; GHS:
global health status; HC/HU: hydroxycarbamide/hydroxyurea; HIV: human immunodeficiency virus; HMA: hypomethylating agent; HRQoL: health-related quality of life; IC:
intensive chemotherapy: LDAC: low-dose cytarabine; MDS: myelodysplastic syndromes; MPN: myeloproliferative neoplasm; MRC: myelodysplasia related changes; MRD:
minimal residual disease; NCCN: National Comprehensive Cancer Network; OS: overall survival; PROMIS: Patient-Reported Outcomes Measurement Information System
Fatigue; QD: once daily; RBC: red blood cell; SF-7a: Short-Form 7a; WHO: World Health Organisation.

Source: VIALE-A Clinical Study Report,® DiNardo et al. (2020),8" VIALE-C Clinical Study Report,3 Wei et al. (2020).82
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Definition of outcome measures

The definitions of the efficacy outcomes used in VIALE-A and VIALE-C are presented in Table 5.

Table 5: Outcome definitions used in VIALE-A and VIALE-C trials

Outcome Measure

Definition

os

Number of days from the date of randomisation to the date of death or
last known alive date

CR + CRi

Proportion of patients who achieve a CR or CRi at any time point
during the study as per the modified IWG criteria for AML:®"

e CR: ANC 2 10%/L, platelets = 105/uL, RBC transfusion
independence, and bone marrow with < 5% blasts. Absence of
circulating blasts and blasts with Auer rods; absence of
extramedullary disease

e CRi: All criteria as CR except for residual neutropenia < 10%/uL
(1000/uL) or thrombocytopenia < 105/uL (100,000/uL). RBC
transfusion dependence is also defined as CRi

CR + CRi by the
Initiation of Cycle 2

Proportion of patients who achieved a CR or CRi by the initiation of
Cycle 2 per the modified IWG criteria for AML®”

EFS

Number of days from randomisation to the date of progressive disease
(PD), confirmed MR from CR or CRi, treatment failure defined as
failure to achieve CR, CRIi, or morphologic leukaemia-free state
(MLFS) after at least 6 cycles of study treatment or death from any
cause

Transfusion
Independence Rate

The rate is defined as the proportion of patients who achieved
transfusion independence post baseline. Transfusion Independence is
defined as a period of at least 56-days with no RBC and platelet
transfusion-while on study therapy (patients who did not receive study
drug were considered transfusion dependent during the study)

MRD negativity

MRD negativity was defined as less than one leukaemic cell per 1000
leukocytes (MRD <0.001 or 0.1%) in bone marrow aspirates evaluated
via a centralised, validated, multicolour flow cytometry (MFC) assay®?

PROMIS Cancer
Fatigue SF 7a

A seven-item questionnaire that assesses the impact and experience
of fatigue over the prior 7 days

EORTC QLQ-C30

A 30-item subject self-report questionnaire composed of both multi-
item and single scales, including five functional scales (physical, role,
emotional, social, and cognitive), three symptom scales (fatigue,
nausea and vomiting, and pain), a global health status/quality of life
scale, and six single items (dyspnoea, insomnia, appetite loss,
constipation, diarrhoea, and financial difficulties). Patients rate items
on a four-point scale, with 1 as "not at all" and 4 as "very much"

Abbreviations: AML: acute myeloid leukaemia; ANC: absolute neutrophil count; CR: complete remission; CRi:
complete remission with incomplete blood count recovery: EORTC QLQ-C30: European Organization for Research
and Treatment of Cancer Quality of Life Questionnaire Core; ELN: European LeukemiaNet; IWG: International
Working Group; MLFS: morphologic leukaemia-free state; MR: morphologic relapse; MRD: minimal residual
disease; OS: overall survival; PD: progressive disease; PROMIS SF-7a: Patient Reported Outcomes Measurement
Information System Short Form 7a; RBC: red blood cell;

Source: VIALE-A Clinical Study Report,® VIALE-C Clinical Study Report.8*
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B.2.3.2 Baseline characteristics

The baseline characteristics of patients in VIALE-A and VIALE-C are summarised in Table 6.

Baseline characteristics were broadly consistent across treatment arms in both VIALE-A and
VIALE-C. Patients in both trials had a median age of 76 years, and a similar proportion of
patients in both trials were aged 275 years.?"- 8 In both trials, there was a higher proportion of
males than females, which is consistent with the higher proportion of male AML patients in the
UK (56%).36- 8182 The distribution of somatic mutations was also broadly similar between the
treatment arms of each study and across the VIALE-A and VIALE-C trials as a whole. The
proportion of patients who were dependent on RBC and/or platelet transfusions at baseline was
consistent within each trial, however, patients in VIALE-C had much higher rates of transfusion
dependence at baseline than patients in VIALE-A. Additionally, there was a much higher
proportion of patients in VIALE-C with an antecedent history of MDS compared to patients in
VIALE-A, and a greater proportion of patients with secondary AML were included in VIALE-C
compared to VIALE-A.8384 |n VIALE-C [JJ|% of patients in the VenLDAC arm, and % of
patients in the LDAC arm had received prior treatment for MDS with an HMA, whereas patients
with prior HMA treatment were excluded from VIALE-A.8384 A large proportion of patients in both
trials had a blast count 250% (49% and [J§% for VIALE-A and VIALE-C, respectively). The
baseline characteristics for patients in both trials are consistent with the target population in the
UK, and the generalisability of the VIALE-A and VIALE-C baseline characteristics has been
validated by clinical experts.*
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Table 6: Baseline characteristics of patients in the VIALE-A and VIALE-C trials

Characteristic VIALE-A VIALE-C

VenAZA (n=286) | AZA (n=145) VenLDAC (n=143) | LDAC (n=68)
Age
Median (range), years 75.6 (49.0-91.0) 75.1 (60.0-90.0) 75.1 (36.0-93.0) 74.3 (41.0-88.0)
>75 years, n (%) 174 (60.8) 87 (60.0) 78 (54.5) 39 (57.4)
Sex, n (%)
Male/Female | 172(60.1)/114(39.9) | 87(60.0)/58(40.0) | 78(54.5)/65(455) | 39(57.4)/29 (42.6)
AML type, n (%)
De novo 214 (74.8) 110 (75.9) 92 (64.3) 46 (67.6)
Secondary 72 (25.2) 35 (24.1) e [ ]
Secondary AML, n/N (%)
History of myelodysplastic syndrome or CMML 46/72 (63.9) 26/35 (74.3) 52 19
Therapy-related AML 26/72 (36.1) 9/35 (25.7) 6 4
ECOG performance status score, n (%)
0 | |
1 I |
2 | |
3 I I
Bone marrow blast count, n (%)
<30% 85 (29.7) 41 (28.3) e [ ]
>30 to <50% 61 (21.3) 33 (22.8) e [ ]
250% 140 (49.0) 71 (49.0) e [ ]
AML with MRC, n (%) 92 (32.2) 49 (33.8) e [ ]
Antecedent haematologic history of MDS,
o gic history - _— - _
Cytogenetic risk category, n (%)?
Favourable | - | - ‘ I | [ ]
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o VIALE-A VIALE-C
Characteristic

VenAZA (n=286) AZA (n=145) VenLDAC (n=143) LDAC (n=68)
Intermediate 182 (63.6) 89 (61.4) I N
Poor 104 (36.4) 56 (38.6) I N
Somatic mutations, n/N (%)
IDH1 or IDH2 61/245 (25.7) 28/127 (22.9) [ ]
FLT3, ITD or TKD 29/206 (14.1) 22/108 (20.4) I I
NPM1 27/163 (16.6) 17/86 (19.8) 19 (17.0) 7 (13.5)
TP53 38/163 (23.3) 14/86 (16.3) 22 (19.6) 9 (17.3)
Baseline cytopenia grade 23, n (%)°
Anaemia 88 (30.8) 52 (35.9) I ]
Neutropenia 206/286 (72.0) 90/144¢ (62.5) I [
Thrombocytopaenia 145 (50.7) 73 (50.4) [ [
> PR -
e o ey o recaie 1 402) 65 449 — —
Prior HMA used (yes), n (%) NAZ NAZ I ]
RBC or platelet infusionf (yes), n (%) [ N
RBC transfusionf (yes), n (%) ] I
Platelet transfusionf (yes), n (%) I ]

aAs per the electronic data capture. °Percentages were calculated using the total number of subjects with results (Detected or Not Detected) as the denominator of the sample
size. Non-evaluable subjects (undetermined or missing values) were not included in the denominator. °Cytopenia was graded according to the Common Terminology Criteria for
Adverse Events. 9Data missing for 1 patient due to white blood cell count being too low to perform differential counts and report absolute neutrophil count. eMissing data for
neutropenia for 12 and 6 patients in the VenLDAC and LDAC arms of VIALE-C, respectively. \Within 8 weeks prior to the first dose of study drug (or randomisation for non-treated
patients).9Prior use with an HMA was part of the exclusion criteria for VIALE-A.

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; CMML: chronic myelomonocytic leukaemia; ECOG: Eastern Cooperative Oncology Group; FLT3: FMS-like
tyrosine kinase-3; HMA: hypomethylating agent; IDH: isocitrate dehydrogenase; ITD: internal tandem duplication; LDAC: low-dose cytarabine; MDS: myelodysplastic syndrome;
MRC: myelodysplasia related changes; NPM1: nucleophosmin 1; RBC: red blood cell; TKD: tyrosine kinase domain; TP52: tumour protein 53; Ven: venetoclax.

Source: VIALE-A Clinical Study Report,33 DiNardo et al. (2020),8" VIALE-C Clinical Study Report,3* Wei et al. (2020).82
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B.2.3.3 Concomitant medications

VIALE-A

Concomitant medications used by =220% of patients in the VIALE-A trials are presented in Table
7.

To mitigate the potential risk of TLS, all patients were to receive prophylactic uric acid reducing
agents (e.g., allopurinol, rasburicase), and hydration. Anti-infective prophylaxis for bacterial, viral
and fungal infections were required for all patients with ANC of < 500/uL. At the data cut-off, a
similar percentage of patients had received anti-infective prophylaxis agents while receiving
study treatment in the VenAZA arm (236 patients [82.5%]) and in the AZA arm (117 patients
[80.7%]). In patients with CR + CRiI/MLFS who had delays between treatment cycles to enable
count recovery, more patients being treated with VenAZA (i} received anti-infective
prophylaxis agents compared to the AZA arm ().

Table 7: Concomitant medications used by 220% of patients in any treatment arm of
VIALE-A

Concomitant medications, VenAZA (N=286) AZA (N=145)
n (°/o)

Ondansetron

Paracetamol

Furosemide

Potassium

Levofloxacin

Piperacillin / Tazobactam

Meropenem

Pantoprazole

Acyclovir

Metoclopramide

Sodium chloride

Filgrastim

Vancomycin

Allopurinol

Lactulose

Lidocaine

Ciprofloxacin

Bactrim

Cefepime

Amlodipine

Abbreviations: AZA: azacitidine; Ven: venetoclax.
Source: VIALE-A Clinical Study Report, Table 14.1_4.3, Page 68483
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VIALE-C

To mitigate the potential risk of TLS, all patients were to receive prophylactic uric acid reducing
agents (e.g., allopurinol, rasburicase), and hydration.

Table 8: Concomitant medications used by 220% of patients in any treatment arm of
VIALE-C

Concomitant medications, VenLDAC (N=143) LDAC (N=68)
n (%)

Furosemide

Paracetamol

Potassium

Ondansetron

Levofloxacin

Meropenem

Piperacillin / Tazobactam

Metoclopramide

Acyclovir

Omeprazole

Sodium chloride

Bactrim

Valaciclovir

Abbreviations: LDAC: low-dose cytarabine; Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Table 14.1_1.6.3A, Page 736%

B.2.3.4 Participant flow

Full CONSORT diagrams of participant flow for the VIALE-A and VIALE-C studies are provided
in Appendix D. A summary for each study is provided in Section B.2.3.5 below.

B.2.3.5 Statistical analysis and definition of study groups in the relevant

clinical effectiveness evidence

Trial populations

The analysis sets used in the VIALE-A and VIALE-C trials are presented in Table 9.

VIALE-A

A total of 579 patients were assessed for trial eligibility, of which 146 were excluded before
randomisation (the majority [98 patients] for not meeting the eligibility criteria). Therefore, 433
patients underwent randomisation. Of these, two patients (Group 1) were randomised under the
original protocol with age and region as stratification factors and were not stratified according to
cytogenetic risk. The remaining 431 patients (Group 2) were randomised under protocol
amendments, with cytogenetic risk as an additional stratification factor. ] patients in China were
enrolled directly without randomisation to receive VenAZA in an open-label safety cohort.
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VIALE-C

A total of 255 patients were assessed for trial eligibility, of which 44 were excluded before
randomisation (the majority [27 patients] for not meeting the eligibility criteria). Therefore, 211
patients underwent randomisation, with 143 patients randomised to VenLDAC and 68 patients
randomised to LDAC. One patient in the VenLDAC arm did not receive their allocated

intervention; all patients in the LDAC arm received LDAC.

Table 9: Analysis sets used in the analysis of outcomes in the VIALE-A and VIALE-C trials

Analysis set

VIALE-A

VIALE-C

Full analysis set
(FAS)

Consisted of all randomised
Group 2 patients, excluding the
open-label China safety cohort
(n=431)

Used for efficacy analyses

Data were analysed by the
treatment arm assignment
given at the time of
randomisation, even if the
patient took the incorrect drugs
that did not match the assigned
treatment, did not receive any
treatment, or did not follow the
protocol until completion

Consisted of all randomised
patients (n=211)
Used for efficacy analyses

Data were analysed by the
treatment arm assignment given
at the time of randomisation, even
if the patient took the incorrect
drugs that did not match the
assigned treatment, did not
receive any treatment, or did not
follow the protocol until
completion

Safety analysis
set (SAS)

Consisted of all Group 1 and
Group 2 patients, excluding the
open-label China safety cohort,
who took at least one dose of
venetoclax/placebo and AZA
(n=427)

Used for safety analyses

Data were analysed by the
treatment the patient received

Consisted of all patients who take
at least one dose of
venetoclax/placebo or LDAC
(n=210)

Used for safety analyses.

Data were analysed by the actual
treatment that patient received

Abbreviations: AZA: azacitidine; FAS: full analysis set; LDAC: low-dose cytarabine; SAS: safety analysis set.
Source: VIALE-A Clinical Study Report,®® DiNardo et al. (2020),8" VIALE-C Clinical Study Report,®* Wei et al.

(2020).82

VIALE-A

Primary efficacy analysis

The primary objective of the VIALE-A trial was to evaluate if VenAZA would improve OS and
composite CR rate (CR + CRi) versus AZA, in treatment-naive patients with AML. Full details of
the statistical methods for the primary analysis of the VIALE-A trial are presented in Table 10.

Summary of clinical data cut-off dates

An initial interim analysis (IA1) was conducted for the first ] randomised patients (AZA: n=Jj;
VenAZA: n=[J}) with 6-months follow-up, representing a data cut-off date of 15t October 2018.
Results from this interim analysis are presented in this submission for CR + CRi rate,

representing the primary analysis of CR + CRi for the EU and EU reference countries. A second
interim analysis (IA2) was conducted for 431 randomised patients (AZA: n=145; VenAZA: n=286)
patients, once approximately ] OS events (75% of the total 360 events) in the FAS had been
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observed, corresponding to a data cut-off date of 4" January 2020. Results from this second
interim analysis are presented in this submission for all outcomes. A final analysis is planned
once approximately 360 OS events have been observed.

VIALE-C
Primary efficacy analysis

The primary objective of the VIALE-C trial was to evaluate if VenLDAC improves OS versus
LDAC, in treatment naive patients with AML. Full details of the statistical methods for the primary
analysis of the VIALE-C trial are presented in Table 10.

Summary of clinical data cut-off dates

A primary interim analysis was conducted for 211 patients (LDAC: n=68; VenLDAC: n=143),
corresponding to a data cut-off date of 15" February 2019. At the time of the primary analysis,
there was greater censoring of patients in the VenLDAC arm than the LDAC arm, as more
patients receiving VenLDAC had not yet reached median OS. As such, results for the primary
endpoint, median OS, are presented from both the primary analysis and a more recent analysis
with an additional 6-month follow-up, corresponding to a data cut-off date of 15" August 2019.
Results for all secondary endpoints are presented from the additional 6-month data cut, with
results from the primary analysis available in the CSR accompanying this submission.
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Table 10: Statistical methods for the primary analyses of VIALE-A and VIALE-C

Statistical methods

VIALE-A

VIALE-C

Hypothesis objective

The primary objective was to evaluate if VenAZA improves
OS and composite complete remission rate (CR + CRi)
versus AZA, in treatment-naive patients with AML

e The primary objective was to evaluate if VenLDAC

improves OS versus LDAC, in treatment naive patients
with AML

Statistical analysis

The significance level of 0.05 (two sided) was split between
the dual primary endpoints to give a 0.01 significance level to
the CR + CRi rate analysis (based on the investigator
assessment) and an overall 0.04 significance level to the OS
analysis

CR + CRi rate was compared between treatment arms using
Cochran-Mantel-Haenszel test stratified by age (18 —< 75, 2
75) and cytogenetic risk (intermediate, poor). In addition, the
95% confidence interval (Cl) for CR + CRi rate based on the
binomial distribution (Clopper-Pearson exact method) by
treatment arms were provided. The analysis of CR + CRi rate
was planned to be performed with the first 225 patients in the
FAS. The 95% CI for the risk difference (exact unconditional
confidence limits) were provided

The distribution of OS was estimated for each treatment arm
using Kaplan—Meier methodology and compared between
treatment arms using the log-rank test stratified by age (18 —
< 75, 2 75) and cytogenetic risk (intermediate, poor). The
hazard ratio between treatment arms was estimated using the
Cox proportional hazards model stratified by age (18 - <75, 2
75) and cytogenetic risk (intermediate, poor)

The distribution of OS was estimated for each treatment
arm using Kaplan—Meier methodology and compared
between treatment arms using the log-rank test stratified
by age (18 — < 75, = 75) and cytogenetic risk
(intermediate, poor). The hazard ratio between treatment
arms was estimated using the Cox proportional hazards
model stratified by age (18 — < 75, = 75) and cytogenetic
risk (intermediate, poor). Statistical significance was
determined by a two-sided P value < 0.05 (when rounded
to three decimal places).

Sample size, power
calculation

The sample size calculation was based on the following
assumptions:
o The significance level (two-sided 0.05) was split to give a
0.01 significance level to the OS analysis
0 Median OS of 10.4 months for AZA arm
0 Median OS of 14.9 months for VenAZA arm (HR of 0.7)
o Interim analysis of OS at 75% of death events with
O'Brien-Fleming boundary

e The sample size calculation was based on the following

assumptions:
0 Median OS of 6 months for LDAC arm
0 Median OS of 11 months for VenLDAC arm (HR of
0.545)
o Interim analysis of OS at 75% of death events with
O'Brien-Fleming boundary
0 2:1 randomisation ratio to VenLDAC, and LDAC arm
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0 2:1 randomisation ratio to VenAZA and AZA arm « With the above assumptions:

¢ With the above assumptions: o A total of 133 death events provide 90% power to
o A total of 225 patients (150 in VenAZA arm, and 75 in detect statistically significant difference between
AZA arm) provide 88% power to detect statistically treatment arms at two-sided alpha level of 0.05
significant difference in CR + CRi rate between treatment o0 A total of approximately 210 patients (140 in VenLDAC
arms at two-sided alpha level of 0.01 arm and 70 in LDAC arm) were planned to be
0 A total of 360 death events provide 86.7% power to detect randomised into the study to obtain the 133 death
statistically significant difference in OS between treatment events

arms at two-sided alpha level of 0.04

o A total of ~400 patients (267 in VenAZA arm, and 133 in
AZA arm) were planned to be randomised into the study
to obtain 360 death events.

Data management, e For OS, if a patient had not died, then the data were censored at the date the patient was last known to be alive on or before
patient withdrawals the cut-off date

e The date patients were “last known alive” was determined by selecting the last available date of the following study
procedures for a patient: adverse event start date, bone marrow collection, disease assessment, vital signs assessment,
clinical laboratory collection, study drug administration, concomitant medicine start date, biospecimen sample collection,
transfusion, survival follow-up, quality of life assessments, and performance status. All patients in the FAS were included in
the analysis

The primary endpoint of the VIALE-A trial differed between Japan, EU and EU reference countries and US and US reference countries: Japan, EU and EU reference countries:
dual primary endpoints of composite complete remission (CR + CRi) rate (as assessed by investigator) and OS; US and US reference countries: a single primary efficacy endpoint
of OS. presented in this submission is aligned with Japan, EU and EU reference countries.

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; Cl: confidence interval; CR: complete remission; CRi: complete remission with incomplete blood count recovery;
FAS: full analysis set; HR: hazard ratio; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax.

Source: VIALE-A Clinical Study Report,83 VIALE-C Clinical Study Report.84
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B.2.4 Quality assessment of the relevant clinical effectiveness
evidence

Full details of the SLR, including methods and results of the quality assessment can be found in
Appendix D.

A quality assessment of VIALE-A and VIALE-C was performed using the University of York’s
Centre for Reviews and Dissemination (CRD) checklist for RCTs (as per recommendations in the
NICE user guide), and is presented in Appendix D.8 Overall, both VIALE-A and VIALE-C are
considered to be of high quality with low risk of bias.

B.2.5 Clinical effectiveness results of the relevant trials

A summary of key clinical outcomes from the VIALE-A and VIALE-C trials for both the overall trial
population, and the blast count restricted subgroups of interest to this submission are presented
in Table 11.

In VIALE-A patients treated with VenAZA had statistically significant improvements in OS, EFS,
and rate of CR + CRi compared with patients treated with AZA.8 Additionally improvements in
OS and EFS for patients treated with VenAZA compared with AZA were also demonstrated in the
subgroup of patients most relevant to the decision problem (those with 20-30% blast cells).83

In VIALE-C no statistically significant difference was observed in OS (data cut-off date 15"
February 2019). At the time of planned primary analysis there was greater administrative
censoring of patients in the VenLDAC arm than the LDAC arm because trial enrolment was
ongoing as recently as 3.4 months before the planned OS analysis. This administrative censoring
of patients still alive at the time of analysis occurred more frequently in the VenLDAC arm than in
the LDAC arm (17 [12%] versus 4 [6%)] patients, respectively, within the first 6 months). This
resulted in a shorter OS in patients treated with VenLDAC due to the censoring imbalance, which
limited the conclusions that could be drawn from the planned primary analysis. At an unplanned
post-hoc 6 month follow up patients treated with VenLDAC demonstrated improvements in OS,
EFS, and rate of CR + CRi compared with patients treated with LDAC.8* Additionally
improvements in OS and EFS for patients treated with VenLDAC compared with LDAC were also
demonstrated in the subgroup of patients most relevant to the decision problem (those with
>30% blast cells).84
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Table 11: Summary of key outcomes in the VIALE-A and VIALE-C trials

VIALE-A VIALE-C
Outcome Overall Population (B.2.5.1) | 20-30% blast count (B.2.6.1) | Overall Population (B.2.5.2) >30% blast count (B.2.6.2)
VenAZA AZA (N=145) VenAZA AZA (N=36) VenLDAC | LDAC (N=68) | VenLDAC | LDAC (N=52)
(N=286) (N=78) (N=143) (N=108)
Rate of CR + CRi
CR + CRi, % 65.4 28.3 48.3 13.2
(95% ClI) (60.6-71.9) (21.1-36.3) - (39.8-56.8) (6.2—23.6) .
P <0.0012 <0.001bc
Overall Survival
Events, n (%) 161 (56.3) 109 (75.2) [ ] [ ] [ ] [ ] [ ]
mgg‘tﬂg 82;,/0 cn (11_19‘2178.7) (7.4%162_7) a 84(59-101) | 41331-s1) | R | T
HR (95% ClI), P 0.66 (0.52-0.85), P < 0.0012 0.70 (0.50-0.99), P = 0.041b¢ ]
Event-free Survival
Events, n (%) I I I I I I I
Median EFS, 9.8 7.0 [ | [ | [ | [ |
months (95% CI) |  (8.4-11.8) (5.6-9.5) [ [ [ [
HR (95% Cl), P 0.63 (0.50-0.80), P < 0.001° | I |

a Stratified by age (17-<75, 275 years) and cytogenetics (immediate risk, poor risk).® Stratified by age (18-<75, 275 years) and AML status (de novo, secondary). ¢ P value
descriptive in nature only.

Abbreviations: AZA: azacitidine; Cl: confidence interval; CR: complete remission; CRi: complete remission with incomplete haematological recovery; EFS: event-free survival;
HR: hazard ratio; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax.
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B.2.5.1 VIALE-A (NCT02993523)

Overview of results

The following section presents results for patients receiving venetoclax in combination with
azacitidine (referred to hereafter as VenAZA) or placebo in combination with azacitidine (referred
to hereafter as AZA) from the VIALE-A trial. Unless stated otherwise, the following section
presents the results from the 4" January 2020 data cut of the VIALE-A trial (median 20.5 months
follow-up), at which time all patients had completed a median of 7 cycles of treatment. Key
results from the VIALE-A trials are presented in this section and additional results are presented
in Appendix L. The dual primary endpoints were investigator-assessed OS and best response of
CR + CRIi, which informed the cost-effectiveness analysis presented in Section B.3. VIALE-A met
its dual primary endpoints of OS and CR + CRi, and treatment with VenAZA was associated with
improved survival, rapid and durable remission, and improved rates of transfusion independence
compared to AZA alone.® The addition of venetoclax to AZA was also not associated with a
detrimental effect on patients’ HRQoL compared to AZA alone.®

Primary efficacy endpoints
Overall survival (data cut-off: 4" January 2020 [IA2])

After a median follow-up of 20.5 months, median OS was significantly longer in the VenAZA arm
than in the AZA arm (14.7 months versus 9.6 months, respectively [Table 12]) with a HR of 0.66
(95% CI: 0.52-0.85; P < 0.001).8

Table 12: OS in VIALE-A (FAS, 1A2)

VenAZA (N=286) AZA (N=143)
Events (deaths), n (%) 161 (56.3) 109 (75.2)
Median OS, months (95% Cl) 14.7 (11.9-18.7) 9.6 (7.4-12.7)
Rate of OS, % (95% CI)
6 months

12 months
24 months
Treatment Comparison (Stratified?)

HR (95% Cl) 0.66 (0.52-0.85)
P < 0.001

aStratified by age (18—<75, 275 years) and cytogenetics (intermediate risk, poor risk).

Abbreviations: AZA: azacitidine Cl: confidence interval; FAS: full analysis set; HR: hazard ratio; |1A2: interim
analysis 2; N: sample size; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 9, Page 140,% DiNardo et al. (2020).8"

The Kaplan—Meier plots show rapid separation of the curves in favour of VenAZA, which was
maintained over time, based on 20.5 months follow-up (Figure 5). At 24 months, a higher
proportion of patients in the VenAZA treatment arm were alive than in the AZA arm (JJ§% versus

).
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Figure 5: Kaplan—Meier plot of OS in VIALE-A (FAS, 1A2)
100 +
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Abbreviations: AZA: azacitidine; FAS: full analysis set; IA2: Interim Analysis 2; OS: overall survival; Ven:
venetoclax.
Source: VIALE-A Clinical Study Report,® Figure 2, Page 141, DiNardo et al. (2020).8"

Composite complete remission rate (data cut-off: 15t October 2018 [IA1])

The data presented below are from the 1A1 of VIALE-A, which was conducted with the first 226
randomised patients, allowing for a 6-month follow-up, representing a cut-off date of 15t October
2018.83 A clinically meaningful and statistically significant difference was observed in the rate of
patients achieving CR + CRIi, with patients in the VenAZA treatment arm achieving a higher rate
of CR + CRi compared to patients in the AZA arm (-% versus -%, P < 0.001 [Figure 6]).83
As discussed in Section B.1.3.3, achieving CR + CRi is a key treatment goal for patients with
AML, since it is associated with considerable improvements in HRQoL and subsequent survival.

Figure 6: Best response of CR + CRi based on investigators' assessment (first 226
patients, 1A1) in VIALE-A

The cut-off date for IA1 was 15t October 2018. 2P value is from Cochran-Mantel-Haenszel test stratified by age (18
to < 75, 2 75) and cytogenetics (intermediate risk, poor risk). °95% CI from the exact binomial distribution.
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Abbreviations: AZA: azacitidine; Cl: confidence interval; CR + CRi: composite complete remission; IA1: Interim
Analysis 1; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 7, Page 122.83

A sensitivity analysis was performed including data from the FAS at IA2 (data cut-off 4" January
2020). The CR + CRi rates at IA2 remained consistent with those observed at IA1 for the first
226 randomised patients (66.4% versus 28.3%, P < 0.001 [Figure 7]). Additionally, at IA2, the
median duration of CR + CRi was 17.5 months in the VenAZA arm and 13.4 months in the AZA
arm, demonstrating the improved durability of response with VenAZA 8

Figure 7: Best response of CR + CRi based on investigators' assessment (FAS, IA2) in
VIALE-A

B VenAZA 0 AzAa
P<0.001°
20% 66.4% (95% Cl: 60.6-71.9)°
60%
50%

Patients (%)
&

28.3% (95% Cl: 21.1-36.3)°

CR + CRi (as best response)

The cut-off date for IA2 was 4th January 2020. 2P value is from Cochran-Mantel-Haenszel test stratified by age (18
to < 75, 2 75) and cytogenetics (intermediate risk, poor risk). °95% CI from the exact binomial distribution.
Abbreviations: AZA: azacitidine; Cl: confidence interval; CR + CRi: composite complete remission; FAS: full
analysis set; IA2: Interim Analysis 2; Ven: venetoclax.

Source: DiNardo et al. (2020).8"

Secondary and exploratory efficacy outcomes (data cut-off: 4" January 2020 [FAS 1A2])
Early acquisition of CR: CR + CRi by initiation of Cycle 2

Achievement of CR within the first cycle of treatment has been associated with improved survival
outcomes for patients with AML.8° Patients in the VenAZA arm responded to treatment more
rapidly than in the AZA arm, with a median time to first response of 1.3 months versus 2.8
months, respectively, and a considerably higher proportion of patients achieving remission by
Cycle 2 (43.4% versus 7.6%; P < 0.001 [Figure 8]).8
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Figure 8: CR + CRIi before initiation of Cycle 2 in VIALE-A (FAS, 1A2)
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P value is from Cochran-Mantel-Haenszel test stratified by age (18 to <75, 275) and cytogenetics (intermediate
risk, poor risk). 95% Cl is from the exact binomial distribution.

Abbreviations: AZA: azacitidine; Cl: confidence interval; CR; complete remission; CRi: complete remission with
incomplete blood count recovery; FAS: full analysis set; IA2: Interim Analysis 2; Ven: venetoclax.

Source: DiNardo et al. (2020).8

Event-free survival

After a median follow-up of 20.5 months, median EFS was significantly longer in the VenAZA
than the AZA arm (9.8 months versus 7.0 months, respectively [Table 13]) with a HR of 0.63
(0.50-0.80; P < 0.001).8

Table 13: Event-free survival in VIALE-A based on investigators' assessment (FAS, 1A2)
VenAZA (N=286) AZA (N=145)
Number of patients with I I

events, n (%)

Duration of event-free survival, months (95% CI)
Median | 9.8 (8.4-11.8) | 7.0 (5.6-9.5)
Event-free survival rate, % (95% CI)

6 months

12 months
24 months
Treatment Comparison (Stratified?)

HR (95% Cl) 0.63 (0.50-0.80)
P value <0.001

The cut-off date for IA2 was 4" January 2020. 3Stratified by age (18—<75, 275 years) and cytogenetics (intermediate
risk, poor risk)

Abbreviations: AZA: azacitidine; Cl: confidence interval; FAS: full analysis set; HR: hazard ratio; IA2: interim
analysis 2; NA: not available; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 14, Page 164,83 DiNardo et al. (2020).8!

The Kaplan—Meier plots show rapid separation of the curves in favour of VenAZA, which was
maintained over time, based on 20.5 months follow-up (Figure 9). A higher proportion of patients
in the VenAZA treatment arm were event-free at 12 months than in the AZA arm (JJ|% versus
%), and [l of patients in the VenAZA arm remained event-free at 24 months.
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Figure 9: Kaplan—Meier plot of EFS in VIALE-A (FAS, 1A2)
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Abbreviations: AZA: azacitidine; EFS: event free survival; FAS: full analysis set; IA2: Interim Analysis 2; Ven;
venetoclax
Source: VIALE-A Clinical Study Report, Figure 3, Page 165.8% DiNardo et al. (2020).8!

Transfusion independence

As discussed in Section B.1.3.2, transfusion dependence is linked to poor HRQoL.5% 53 Achieving
transfusion independence is a key treatment goal for patients with AML, reducing the burden on
patients’ ability to live a normal life.

VenAZA significantly improved the percentage of patients who achieved RBC and platelet
transfusion independence (P < 0.001, [Figure 10]).8% For patients who were transfusion
dependent at baseline, a significantly higher proportion of patients receiving VenAZA become
transfusion independent during the course of treatment was compared to patients treated with
AZA (P < 0.001, [Figure 11]). The median duration of RBC and platelet transfusion independence
for VenAZA and AZA treatment arms was [JJJj and [l days respectively.8 Patients in the
VenAZA arm achieved RBC and platelet transfusion independence more rapidly than those in
the AZA arm, with a median time to first independence of ] and [l days, respectively.8® Full
details of transfusion independence rates reported for patients in VIALE-A are presented in
Appendix L.
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Figure 10: Post-baseline transfusion independence in VIALE-A (FAS, 1A2)

P value is from Cochran-Mantel-Haenszel test stratified by age (18—<75, 275 years) and cytogenetics (intermediate
risk, poor risk). Post-baseline transfusion evaluation period is from the first dose of study drug to the last dose of
study drug + 30 days, or disease progression, or confirmed morphological relapse, or post-treatment therapy, or
death, or data cut-off date, whichever occurred earlier.

Abbreviations: AZA: azacitidine; Cl: confidence interval; FAS: full analysis set; IA2: Interim Analysis 2; RBC: red
blood cells; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 12, Page 152.8% DiNardo et al. (2020).8

Figure 11: Post-baseline transfusion independence conversion rate in VIALE-A (FAS, 1A2)

Conversion rate of transfusion independence is the proportion of patients being post-baseline transfusion
independent from baseline dependence. Post-baseline transfusion evaluation period is from the first dose of study
drug to the last dose of study drug + 30 days, or disease progression, or confirmed morphological relapse, or post-
treatment therapy, or death, or data cut-off date, whichever occurred earlier.

Abbreviations: AZA: azacitidine; Cl: confidence interval; FAS: full analysis set; IA2: interim analysis 2; RBC: red
blood cell; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 12, Page 152.83 DiNardo et al. (2020).8
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Minimal residual disease

As described in Table 3, MRD has been identified as an independent prognostic indicator in
AML, with lower MRD levels indicating an improved prognosis.®® VenAZA provided patients with
a significantly higher rate of sustained deep remissions (MRD <0.001 and CR + CRi) than AZA
alone (] [Table 14]). Additionally, patients treated with VenAZA achieved a lower median
MRD value than those treated with AZA alone.

Table 14: MRD negativity

VenAZA (N=286) AZA (N=145)
Patients with MRD assessment, n . .
Median MRD value (range) I I
Patients with MRD negativity?, n (%) - -
Patients with deep remission (MRD <0.001 and CR + CRi)
n (%) [95% CI]° B 23.4)[18.6, 28.8] | B 76)[38 13.2]
P value® [ ]

a MRD negativity defined as MRD value of <0.001. ®95% CI from the exact binomial distribution. °P value from
Cochran-Mantel-Haenszel test stratified by age (18—<75, 275 years) and cytogenetic risk (intermediate, poor) from
IVRS/IWRS, significance level was P = 0.001.

Abbreviations: AZA: azacitidine; CI: confidence interval; CR: complete remission; CRi: complete remission with
incomplete blood count recovery; IVRS: interactive voice response system; IWRS: interactive web response
system MRD: minimal residual disease; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 13,83 DiNardo et al. (2020).%"

In both treatment arms, patients who achieved deep remission (MRD <0.001 and CR + CRi) had
longer median OS than those who achieved CR + CRi alone. In patients achieving deep
remission, median OS was longer in those treated with VenAZA, with median OS not yet being
reached as of the 4" January data cut-off, compared to AZA alone (Table 16). This demonstrates
the ability of VenAZA to improve patients’ long-term survival by providing deep and long lasting
remission.
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Table 15: OS among patients achieving CR + CRi stratified by MRD negativity

| VenAzA (N=286) | AZA (N=145)
Patients with deep remission (MRD <0.001 and CR + CRi)
n, (%)
Events
Median, months (95% CI)
Survival estimate, % (95% CI)

6 months

12 months
24 months 73.6
MRD 20.001 and CR + CRi

n

Events

Median, months (95% CI)
Survival estimate, % (95% CI)
6 months

12 months
24 months

Abbreviations: AZA: azacitidine; Cl: confidence interval; CR: complete remission; CRi: complete remission with
incomplete blood count recovery; MRD: minimal residual disease; NA: not applicable; OS: overall survival; Ven:
venetoclax.

Source: VIALE-A Clinical Study Report, Figure 14.2_ 11.4.5.1,8 DiNardo et al. (2020).8"

The Kaplan—Meier plots show rapid separation of the curves in favour of MRD negativity in both
treatment arms, which was maintained over time, based on 20.5 months follow-up (Figure 5).
Among those who achieved MRD negativity, the Kaplan Meier plots show separation in favour of
those treated with VenAZA. Notably, only || patients (J|%) in the AZA arm achieved deep
remission, 6 of whom had experienced an event as of the 4" January data cut-off. This
demonstrates the limited ability of AZA to provide deep and long-lasting remission, and therefore
improve long-term survival outcomes.

Figure 12: Kaplan—-Meier plot of OS among patients achieving CR + CRi stratified by MRD
negativit

Abbreviations: MRD: minimal residual disease; OS: overall survival.
Source: VIALE-A Clinical Study Report, Figure 14.2_ 11.4.5.1. 83
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Patient reported outcomes
PROMIS Cancer Fatigue SF7a

Change from baseline in the PROMIS Fatigue score was compared between the VenAZA and
AZA arms at each post-baseline visit; scores are presented in Figure 13. Mean baseline
PROMIS scores were similar across the VenAZA and AZA arms (JJJlil and [, respectively).
Patients in both treatment arms experienced a || | | I and there were
I i can change between the treatment arms. Therefore, treatment with

VenAZA was |GGG copared to AZA alone.
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Figure 13: Summary of PROMIS 7a Fatigue Score in VIALE-A (FAS)

A decrease in PROMIS 7a score indicates an improvement in fatigue.

Abbreviations: AZA: azacitidine; Cl: confidence interval; FAS: full analysis set; LS mean: least squares mean; PROMIS: Patient-Reported Outcomes Measurement Information
System; VEN: venetoclax;

Source: VIALE-A Clinical Study Report, Table 15, Page 167.83
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Global Health Status/Quality of Life (EORTC QLQ-C30)

Change from baseline in each EORTC QLQ-C30 GHS/QoL score was compared between the
VenAZA and AZA at each post-baseline visit, scores are presented in Figure 14. Baseline
EORTC QLQ-C30 GHS/QoL scores were similar between the VenAZA arm (JJil}) and the AZA
arm (JJl]). Patients in both treatment arms experienced an improvement in HRQoL. A ||l
B i EORTC QLQ-C30 GHS/QoL scores was observed in the VenAZA arm
compared to the AZA arm on Day 1 of all cycles, except Cycle 19, and between-group
differences in mean change from baseline || EGTGTcTcNGGNGEE
. Ho e ver, there were |GG i~ can change from

baseline in the VenAZA arm compared to the AZA arm. Therefore, no detriment to quality of life
(QolL) with the addition of venetoclax to AZA was observed.

Patients treated with VenAZA experienced a longer time to deterioration (TTD) of QoL, compared
to those treated with AZA alone, based on a deterioration of the within-group estimate of at least
the meaningful change threshold (MCT) of 10 points. The median TTD of QoL for patients in the
VenAZA arm was ] months longer (JJll months; 95% C!: | ) than the AZA arm

(Il months; 95% CI: | IR
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Figure 14: EORTC QLQ-C30 GHS/QoL Score in VIALE-A (FAS)

An increase in EORTC QLQ-C30 GHS/QoL score indicates an improvement in quality of life.

Abbreviations: AZA: azacitidine; CI: confidence interval; Diff: difference; EORTC: European Organisation for Research and Treatment of Cancer; FAS: full analysis set; GHS:
Global Health Status; LS mean: least squares mean; N: sample size; QLQ C-30: Quality of Life Questionnaire Core 30; QoL: quality of life; SE: standard error; Ven: venetoclax;
Source: VIALE-A Clinical Study Report, Table 16, Page 17.8%
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B.2.5.2 VIALE-C (NCT03069352)

Overview of results

The following section presents results for patients receiving venetoclax in combination with LDAC
(referred to hereafter as VenLDAC) or placebo in combination with LDAC (referred to hereafter
as LDAC) from the VIALE-A trial. This section presents two analyses for the primary endpoint of
OS. At the planned primary analysis, no significant difference was observed in OS (data cut-off
date 15™" February 2019). As previously mentioned, there was greater censoring of patients in
the VenLDAC arm than the LDAC arm, as more patients treated with VenLDAC had not yet
reached median OS. Results from a subsequent unplanned analysis, with an additional 6 months
of follow-up, are also presented in this section (data cut-off date 15" August 2019; median [}
months follow-up). The secondary endpoints included in this section also correspond to the 15"
August 2019 data cut, at which time all patients had completed a median of | cycles of treatment.
The primary endpoint of OS and secondary endpoints of CR + CRi and EFS are utilised in the
cost-effectiveness analysis presented in Section B.3

As VIALE-C did not meet its primary endpoint, all P values presented in this section are
descriptive only.

Thus in an unplanned analysis performed with an additional 6 months follow-up, treatment with
VenLDAC was associated with improved survival, rapid and durable remission, and improved
rates of transfusion independence compared to LDAC alone.?*

Primary endpoint — Overall survival (data cut-off: 15" February 2019)

At the planned primary analysis, median OS was longer in the VenLDAC arm (n=143) compared
to the LDAC arm (n=68) (7.2 versus 4.1 months, respectively). Although not statistically
significant, the HR was 0.75 (95% Cl: 0.52-1.07; P = 0.11),82 and when adjusting for baseline
prognostic factors, the covariate-adjusted HR was 0.67 (95% CI: 0.47-0.96, P = 0.03). The
Kaplan—Meier plots show separation of the curves in favour of VenLDAC, which was maintained
over time, based on a median follow-up of 12.0 months (Figure 16).84 The 12-month survival
estimate was higher in the VenLDAC arm than in the LDAC arm (il versus [},
respectively).84

Company evidence submission template for venetoclax with a hypomethylating agent or
low-dose cytarabine for untreated acute myeloid leukaemia unsuitable for intensive
chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 62 of 227



Figure 15: Kaplan-Meier plot of OS in VIALE-C (FAS, primary analysis)
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Abbreviations: LDAC: low-dose cytarabine; PBO: placebo: Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Figure 2, Page 139.84

Primary endpoint — Overall survival (6-month follow-up data cut-off: 15t August 2019)

With an additional 6 months of follow-up (median follow-up of [Jf months), a majority of patients
had passed the median survival time in both arms. Median OS was longer in the VenLDAC arm
compared to the LDAC arm (8.4 versus 4.1 months, respectively [Table 16]) with a HR of 0.70
(95% CI: 0.50-0.98; P = 0.04). Median OS in the control arm, remained unchanged between the
primary analysis and the 6-month follow-up.

Table 16: Analysis of OS in VIALE-C (FAS — 6-month follow-up)

VenLDAC group LDAC (N=68)
(N=143)

Events (deaths) - n (%) N N
Median duration of OS, months (95% CI) 8.4 (5.9-10.1) 4.1(3.1-8.1)
Survival estimate, % (95% CI)
6-Month ] ]
12-Month I I
24-Month [ | [ |
Treatment comparison (Stratified?)
HR (95% Cl) 0.70 (0.50-0.99)
pb 0.041

a Stratified by AML status (de novo, secondary) and age (18-<75, 275 years).’P value descriptive only.
Abbreviations: AML: acute myeloid leukaemia; CI: confidence interval; FAS: full analysis set; HR: hazard ratio;

LDAC: low-dose cytarabine; N: sample size; n: number of patients; NA: not available; OS: overall survival; Ven:
venetoclax;

Source: VIALE-C Clinical Study Report, Table 15, Page 182.8* Wei et al. (2020).82
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The Kaplan—Meier plots show separation of the curves in favour of VenLDAC, which was
maintained over time, based on a median follow-up of [Jff months (Figure 16).84 The 12-month

survival estimate was higher in the VenLDAC arm than in the LDAC arm (il versus |}
respectively).84

Figure 16: Kaplan-Meier plot of OS in VIALE-C (FAS 6-month follow-up)
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Abbreviations: FAS: full analysis set; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax
Source: VIALE-C Clinical Study Report, Figure 4, Page 183.8* Wei et al. (2020).82

Secondary and exploratory efficacy outcomes (FAS 6-month follow-up)

Composite complete remission (CR + CRi)

A clinically meaningful difference in CR + CRi was observed between treatment arms, with a
higher proportion of patients achieving CR + CRi at any stage during treatment in the VenLDAC
arm compared to the LDAC arm (] versus |}, BBl [Figure 17]). The median duration of

remission was ] months in the VenLDAC arm and ] months in the LDAC arm, demonstrating
the improved durability of the response with VenLDAC.

Patients in the VenLDAC arm also responded to treatment more rapidly than those in the LDAC
arm, with a median time to first remission of ] and Jf months, respectively. A higher proportion
of patients in the VenLDAC arm achieved a CR + CRi response by the initiation of Cycle 2 (Jjili]

versus [, I (Figure 17)).
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Figure 17: CR + CRi response rates in VIALE-C (FAS)

aP value is descriptive in nature only and is from Cochran-Mantel-Haenszel test stratified by age (18-<75, 275
years) and AML status (de novo, secondary) from IVRS/IWRS, and Fisher’s exact test. 95% Cl is from the exact
binomial distribution.

Abbreviations: AML: acute myeloid leukaemia; Cl: confidence interval; CR: complete remission; CRi: complete
remission with incomplete blood count recovery; FAS: full analysis set; LDAC: low-dose cytarabine; n: number of
patients; Ven: venetoclax.

Source: VIALE-C Clinical Study Report, Table 17, Page 186.84

Event-free survival

After a median follow-up of ] months, median EFS was longer in the VenLDAC arm compared
to the LDAC arm (JJj versus [ months, respectively [Table 17]) with a HR of || GGG

Table 17: Event-free survival in VIALE-C based on investigators’ assessment (FAS)
VenLDAC (N=143) LDAC (N=68)

Number of patients with events, n (%)

Confirmed morphologic relapse/confirmed disease
progression, n

Treatment failure, n

Death, n

Patients without an event, n (%)

Median duration of EFS, months (95% CI)
No event rate, % (95% CI)

6-month

12-month

18-month

Treatment comparison (Stratified?)
HR (95% Cl) ]
pb I

aStratified by AML status (de novo, secondary) and age (18-<75, 275 years).’P value is descriptive in nature only
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Abbreviations: AML: acute myeloid leukaemia; Cl: confidence interval; EFS: event free survival; FAS: full analysis
set; LDAC: low-dose cytarabine; N: sample size; n: number of patients; Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Table 19, Page 192.84

The Kaplan-Meier plots show rapid separation of the curves in favour of VenLDAC, which was
maintained over time, based on a median follow-up of [J§ months (Figure 18). A higher
proportion of patients in the VenLDAC arm were event-free at 18 months compared to the LDAC

arm ([} versus [, respectively).

Figure 18: Kaplan-Meier plot of EFS in VIALE-C (FAS)

Abbreviations: FAS: full analysis set; LDAC: low-dose cytarabine; PBO: placebo; VEN; venetoclax
Source: VIALE-C Clinical Study Report, Figure 5, Page 193.84

Transfusion independence

VenLDAC improved the percentage of patients who achieved transfusion independence for both
RBC and platelets (P = 0.002 [Figure 19]). Additionally, patients receiving VenLDAC who were
transfusion dependent at baseline were more likely to become transfusion independent during
the course of treatment than patients treated with LDAC (Figure 20). For those patients who
achieved transfusion independence, the median duration of RBC and platelet transfusion
independence was similar across the VenLDAC and LDAC arms (il and [l days,
respectively). Full details of transfusion independence rates reported for patients in VIALE-C are
presented in Appendix L.
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Figure 19: Post-baseline transfusion independence in VIALE-C (FAS)

apP value is description in nature only and is from Cochran-Mantel-Haenszel test stratified by age (18-<75, 275
years) and AML status (de novo, secondary) from IVRS/IWRS. "95% Cl is from exact binomial distribution. Post-
baseline transfusion evaluation period is from the first dose of study drug to the last dose of study drug + 30 days,
or disease progression, or confirmed morphological relapse, or post-treatment therapy, or death, or data cut-off
date, whichever occurred earlier.

Abbreviations: AML: acute myeloid leukaemia; Cl: confidence interval; FAS: full analysis set; LDAC: low-dose
cytarabine; RBC: red blood cells; Ven: venetoclax.

Source: VIALE-C Clinical Study Report, Table 20, Page 195.84

Figure 20: Post-baseline transfusion independence conversion rate in VIALE-C (FAS)

Conversion rate of transfusion independence is the proportion of patients being post-baseline transfusion
independent from baseline dependence. Post-baseline transfusion evaluation period is from the first dose of study
drug to the last dose of study drug + 30 days, or disease progression, or confirmed morphological relapse, or post-
treatment therapy, or death, or data cut-off date, whichever occurred earlier.

Abbreviations: CI: confidence interval; FAS: full analysis set; LDAC: low-dose cytarabine; RBC: red blood cells;
Ven: venetoclax.

Source: VIALE-C Clinical Study Report, Table 20 Page 195.84
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Minimal residual disease

VenLDAC provided patients with a higher rate of sustained deep remissions (MRD <0.001 and
CR + CRi) than LDAC alone (Table 18). Additionally, patients treated with VenLDAC achieved a
lower median MRD value than those treated with LDAC alone.

Table 18: MRD negativity

VenLDAC (N=143) LDAC (N=68)
Number of patients with MRD assessment, n . l
Median MRD value (range) _ _
Patients with MRD negativity?, n (%) ] e

Patients with deep remission (MRD <0.001 and CR + CRi)
n (%) [95% CII° I
P value® -

aMRD negativity defined as MRD value of <0.001. °95% CI from the exact binomial distribution. °P value from
Cochran-Mantel-Haenszel test stratified by age (18-<75, 275 years) and AML status (de novo, secondary) from
IVRS/IWRS.

Abbreviations: AML: acute myeloid leukaemia; Cl: confidence interval; CR: complete remission; CRi: complete
remission with incomplete blood count recovery; IVRS: interactive voice response system; IWRS: interactive web
response system; LDAC: low-dose cytarabine; MRD: minimal residual disease; Ven: venetoclax.

Source: VIALE-C Clinical Study Report, Table 23.

Patient reported outcomes
PROMIS Cancer Fatigue SF7a

Change from baseline in the PROMIS Fatigue score was compared between two treatment arms
at each post-baseline visit. PROMIS Cancer Fatigue SF7a scores from VIALE-C are presented
Figure 21

Mean baseline PROMIS fatigue score was similar between patients in the VenLDAC and LDAC
arms (] and [l respectively). Patients in the VenLDAC arm experienced a greater
improvement in fatigue than those in the LDAC arm. By Day 1 of Cycles 3, 5, 7, and 9, the
change from baseline was greater in the VenLDAC arm vs the LDAC arm, with Cycles 3 and 5
meeting the threshold for MID (3 points).
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Figure 21: PROMIS 7a Fatigue Score in VIALE-C (FAS)

A decrease in PROMIS 7a score indicates an improvement in fatigue.

MID was 3 points; estimated from the literature and confirmed by analysis of meaningful change using both anchor and distribution-based approaches

Abbreviations: Cl: confidence interval; LDAC: low-dose cytarabine; Diff: difference; FAS: full analysis set; LS mean: least squares mean; PROMIS: Patient-Reported Outcomes
Measurement Information System; VEN: venetoclax.

Source: VIALE-C Clinical Study Report, Table 21, Page 199.84
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Global Health Status/Quality of Life (EORTC QLQ-C30)

Change from baseline in each EORTC QLQ-C30 GHS/QoL score was compared between the VenLDAC and LDAC at each post-baseline visit, scores
are presented in Figure 22.

Figure 22: EORTC QLQ-C30 GHS/QoL Score in VIALE-C (FAS)

An increase in EORTC QLQ-C30 GHS/QoL score indicates an improvement in quality of life.
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Abbreviations: Cl: confidence interval; LDAC: low-dose cytarabine EORTC: European Organisation for Research and Treatment of Cancer; FAS: full analysis set; LS mean:
least squares mean; N: sample size; QLQ C-30: Quality of Life Questionnaire Core 30; Ven: venetoclax;
Source: VIALE-C Clinical Study Report, Table 22, Page 202.84
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B.2.6 Subgroup analysis

B.2.6.1 VIALE-A (NCT02993523)

Predictors of response

In order to identify any variation in the efficacy of VenAZA, the primary endpoints (OS and CR +
CRIi) were analysed by several demographic and disease subgroups. The subgroups included
gender, age group, region, baseline ECOG score, type of AML (primary or secondary),
cytogenetic risk group at diagnosis, molecular mutational status at diagnosis, antecedent
haematologic history of MDS, and AML-MRC. Subgroup analyses for CR, CR + CRi by initiation
of Cycle 2, and CR + CRh are presented in Appendix L.

Patients treated with VenAZA had increased OS compared with those treated with AZA alone for
the majority of subgroups evaluated. A forest-plot for OS by all included subgroups is presented
in Figure 23.

Figure 23: OS by subgroup in VIALE-A (FAS, 1A2)

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; Cl: confidence interval; ECOG: Eastern
Cooperative Oncology Group; EDC: electronic data capture; FAS: full analysis set; HR: hazard ratio.
Source: VIALE-A Clinical Study Report, Figure 4, Page 184.8% DiNardo et al. 2020.8"

In the subgroup analysis of CR + CRI, the incidence of CR + CRi was improved across all AML
genomic risk groups, including patients with adverse cytogenetic risk, secondary AML, and
across all molecular subgroups including those with high-risk mutations. A forest plot of the rate
of CR + CRi by all included subgroups is presented in Figure 24.
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Figure 24: CR + CRi rate by subgroup based on investigators' assessment in VIALE-A
(FAS, 1A2)

Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; Cl: confidence interval; ECOG: Eastern
Cooperative Oncology Group; EDC: electronic data capture; FAS: full analysis set; HR: hazard ratio.
Source: VIALE-A Clinical Study Report, Figure 6, Page 186.83

Impact of blast count restriction: 20—-30% blast count subgroup

As discussed in Section B.1.1, the use of AZA is restricted by NICE for the treatment of patients
with a blast count of 20—30% and, therefore, AZA is only considered a relevant comparator in this
subpopulation. As such, post-hoc subgroup analyses were conducted for OS and EFS for
patients in VIALE-A with 20—-30% blasts at diagnosis, to provide efficacy data for this population
in the cost-effectiveness model. This analysis confirmed that patients in this subgroup treated
with VenAZA had improved OS and EFS outcomes compared to those treated with AZA alone.
However, given the small number of patients in this subgroup, there is some uncertainty
associated with the results presented below.

Overall Survival in patients with 20-30% blasts (data cut-off: 4" January 2020 [IA2])

Median OS was higher in the VenAZA arm than in the AZA arm (JJf months versus [ months,
respectively [Table 19]) with a HR of [} (95% C!: ) .®' n the VenAZA arm, median OS
was higher in the 20-30% blast count subpopulation compared to the overall population (i

months versus 14.7 months, respectively [Table 12]) | GczczcEININININIIIIINNNDEE
I

Table 19: OS in the 20-30% blast subgroup VIALE-A (FAS, 1A2)
| | venAZA (N=Jll) | AzA (NI |
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Events (deaths), n (%) I I
Median OS, months (95% Cl) [ ]
Rate of OS, % (95% ClI)

6 months I I
12 months I I
24 months I I
Treatment Comparison

HR (95% Cl) I

P -

Abbreviations: AZA: azacitidine CI: confidence interval; FAS: full analysis set; HR: hazard ratio; I1A2: interim
analysis 2; N: sample size; n: number of patients; OS: overall survival; Ven: venetoclax.

The Kaplan—Meier plots generally show separation of the curves in favour of VenAZA (Figure
25). At 24 months, a higher proportion of patients in the VenAZA treatment arm were alive than
in the AZA arm (Jl|% versus %)

Figure 25: Kaplan—Meier plot of OS in the 20-30% blast subgroup in VIALE-A (FAS, 1A2)

Abbreviations: AZA: azacitidine; FAS: full analysis set; IA2: Interim Analysis 2; OS: overall survival; PBO: placebo;
VEN: venetoclax.

Event free survival in patients with 20-30% blasts (data cut-off: 4" January 2020 [IA2])

Median EFS was higher in the VenAZA arm than in the AZA arm (JJff months versus [Jf months,
respectively [Table 20]) with a HR of || | | | | ' \V\edian EFS was higher in the 20—
30% blast count subpopulation compared to the overall population in both the VenAZA (i}
months and 9.8 months, respectively [Table 13]) and AZA (Jj months and 7.0 months,
respectively) treatment arms.

Table 20: EFS in the 20-30% blast subgroup VIALE-A (FAS, 1A2)]

VenAZA (N=I§) AZA (N=l})
Events, n (%) I ]
Median EFS, months (95% Cl) [ ] I
Event free survival rate, % (95% CI)
6 months _ _
12 months I I
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24 months ‘ I ‘ [ |
Treatment Comparison

HR (95% Cl) ]

P |

Abbreviations: AZA: azacitidine Cl: confidence interval; EFS: event free survival; FAS: full analysis set; HR:
hazard ratio; IA2: interim analysis 2; N: sample size; n: number of patients; NA: not available; Ven: venetoclax.

The Kaplan—Meier plots show separation of the curves in favour of VenAZA, which was
maintained over time (Figure 26). A higher proportion of patients in the VenAZA treatment arm
were event-free at 12 months than in the AZA arm (% versus %), and [} of patients in
the VenAZA arm remained event-free at 24 months.

Figure 26: Kaplan—Meier plot of EFS in the 20-30% blast subgroup in VIALE-A (FAS, 1A2)

Abbreviations: AZA: azacitidine; EFS: event free survival; FAS: full analysis set; IA2: Interim Analysis 2; PBO:
placebo; VEN: venetoclax.

B.2.6.2 VIALE-C (NCT03069352)

Predictors of response

To identify any variation in the efficacy of VenLDAC, the primary endpoint and key secondary
endpoint (OS and CR + CRi rate, respectively) were analysed by several demographic and
disease subgroups. The subgroups included gender, age group, region, baseline ECOG score,
type of AML (primary or secondary), cytogenetic risk group at diagnosis, molecular mutational
status at diagnosis, antecedent haematologic history of MDS, and AML-MRC. Subgroup
analyses for CR, CR + CRi by initiation of Cycle 2, CR + CRh, and CR + CRh by initiation of
Cycle 2 are presented in Appendix L.

Across most patient subgroups, those treated with VenLDAC showed a trend towards longer OS
compared with those treated with LDAC alone. A forest plot for OS across all included subgroups
in VIALE-C is presented in Figure 27.
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Figure 27: OS by subgroup in VIALE-C (FAS)

HR calculated from unstratified Cox proportional hazards model. Arrow indicates Cl extended more than current
range.

Abbreviations: AML: acute myeloid leukaemia; Cl: confidence interval; CMML: chronic myelomonocytic
leukaemia; ECOG: Eastern Oncology Cooperative Group; EU: Europe; HMA: hypomethylating agent; HR: hazard
ratio; LDAC: low-dose cytarabine; MDS: myelodysplastic syndromes; MRC: myelodysplasia related changes; OS:
overall survival; PBO: placebo; US: United States; VEN: venetoclax.

Source: VIALE-C Clinical Study Report, Figure 14.2_1.3.1A, Page 1127.84

CR + CRi was increased across all patient subgroups patients in the VenLDAC treatment arm
compared to the LDAC arm. A forest plot of the rate of CR + CRi by all included subgroups in
VIALE-C is presented in Figure 28.
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Figure 28: CR + CRi based on investigators' assessment by subgroup in VIALE-C (FAS)

95% Cl is exact unconditional confidence limits. Arrow indicates Cl extended more than current range.
Abbreviations: AML: acute myeloid leukaemia; CIl: confidence interval; CMML: chronic myelomonocytic
leukaemia; CR: complete remission; CRi: complete remission with incomplete blood count recovery; ECOG:
Eastern Oncology Cooperative Group; EU: Europe; HMA: hypomethylating agent; LDAC: low-dose cytarabine;
MDS: myelodysplastic syndromes; PBO: placebo; US: United States; VEN: venetoclax.

Source: VIALE-C Clinical Study Report, Figure 14.2_2.4A, Page 1147.84

Impact of blast count restriction: >30% blast count subgroup

As described in Section B.1.1, LDAC is not restricted by blast count but, in clinical practice is
used to treat patients with a blast count of >30%, as AZA is used to treat patients with blast
counts of 20—-30%. Therefore, in the context of this appraisal, LDAC is considered a relevant
comparator only in the >30% blast count population. As such, post-hoc subgroup analyses were
conducted for OS and EFS to provide efficacy data for this population in the cost-effectiveness
model. Given the small number of patients in this subgroup, there is some uncertainty associated
with the results presented below.

Overall survival in patients with >30% blasts (FAS 6-month follow-up)

Median OS was higher in the VenLDAC arm than in the LDAC arm (. months versus .
months, respectively [Table 21]) with a HR of- (95% CI: -.84 Median OS was higher in
the overall population compared to the >30% blast count subpopulation in both the VenLDAC
(8.4 months and . months, respectively [Table 16]) and LDAC (4.1 months and . months,
respectively) treatment arms.

Table 21: OS in the >30% blast subgroup VIALE-C (FAS 6-month Follow-Up)
| | VenLDAC (N=]l) | LDAC (N=) |
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Events (deaths), n (%)
Median OS, months (95% CI)

Rate of OS, % (95% CI)

6 months

12 months
24 months [ | [ |
Treatment Comparison
HR (95% ClI)

P |

Abbreviations: Cl: confidence interval; FAS: full analysis set; HR: hazard ratio; LDAC: low-dose cytarabine; N:
sample size; n: number of patients; NA: not available; OS: overall survival; Ven: venetoclax.

The Kaplan—Meier plots show separation of the curves in favour of VenLDAC which is
maintained over time (Figure 29). At 12 months, a higher proportion of patients in the VenAZA
treatment arm were alive (JJ|% versus [J%).8*

Figure 29: Kaplan—Meier plot of OS in the >30% blast subgroup in VIALE-C (FAS 6-month
follow-up)

Abbreviations: Cl: confidence interval; FAS: full analysis set; HR: hazard ratio; LDAC: low-dose cytarabine; OS:
overall survival; Ven: venetoclax.

Event free survival in patients with >30% blasts (FAS 6-month follow-up)

Median EFS was higher in the VenLDAC arm than in the LDAC arm (] months versus [}
months, respectively [Table 22]) with a HR of | | | | I ' the VenLDAC arm,
median EFS was higher in the overall population compared to the >30% blast count
subpopulation (JJff months versus JJf months, respectively [Table 17]) whilst no change was seen
in the LDAC arm (. months for both populations).

Table 22: EFS in the >30% blast subgroup VIALE-C (FAS 6-month Follow-Up)

VenLDAC (N=lli}) LDAC (N=I)
Events, n (%) I I
Median EFS, months (95% Cl) ] ]
Event free survival rate, % (95% CI)
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6 months

| |
12 months | _____
| i

24 months

Treatment Comparison

HR (95% Cl) I
P |

Abbreviations: Cl: confidence interval; EFS: event free survival; FAS: full analysis set; HR: hazard ratio; LDAC:
low-dose cytarabine; N: sample size; n: number of patients; NA: not available; Ven: venetoclax.

The Kaplan—Meier plots show separation of the curves in favour of VenLDAC, which was
maintained over time (Figure 30). A higher proportion of patients in the VenLDAC treatment arm
were event-free at 12 months (J% versus ).

Figure 30: Kaplan—Meier plot of EFS in the >30% blast subgroup in VIALE-C (FAS 6-month
follow-up)

Abbreviations: EFS: event free survival; FAS: full analysis set; HR: hazard ratio; LDAC: low-dose cytarabine; Ven:
venetoclax.

B.2.7 Meta-analysis

As the VIALE-A and VIALE-C trials investigated different venetoclax combinations for patients
with AML, a meta-analysis was not performed.

B.2.8 Indirect and mixed treatment comparisons

The VIALE-A and VIALE-C trials provided direct head-to-head comparisons for VenAZA versus
AZA and VenLDAC versus LDAC, respectively. However, no direct head-to-head comparison is
available for VenAZA versus LDAC, which also forms part of the decision problem. Indirect
treatment comparison methods were therefore required for this comparison. It should be noted
that indirect comparison of VenLDAC to AZA is not relevant to the decision problem (Section
B.1.1), as it is expected that patients currently considered for AZA treatment would receive
VenAZA and not VenLDAC.

Two forms of indirect comparison based on VIALE-A and VIALE-C were explored:

Company evidence submission template for venetoclax with a hypomethylating agent or
low-dose cytarabine for untreated acute myeloid leukaemia unsuitable for intensive
chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 79 of 227



e Network meta-analysis (NMA), comparing the VenAZA arm of VIALE-A to the LDAC arm
of VIALE-C via a connected network (Section B.2.8.1). This approach was explored to
align to the NICE methods guide recommendations that submitting manufacturers should
conduct a SLR and subsequent NMA for indirect comparisons where feasible.

e Propensity score analysis, which utilises individual patient data (IPD) to compare the
VenAZA arm of VIALE-A to the LDAC arm of VIALE-C. This approach applies propensity
score weighting methods to reduce bias of the indirect comparison by adjusting for the
observed baseline differences between the two cohorts (Section B.2.8.2). This approach
to indirect comparison was explored based on the availability of IPD to permit such a
comparison and following from the identified limitations with the NMA (see Section
B.2.8.1).

The above methods were used to provide indirect comparison based on available clinical trial
data from VIALE-A and VIALE-C. In addition to the evidence for AZA and LDAC available from
the VIALE-A and VIALE-C clinical trials and published literature, real-world evidence for these
comparators is available from the haematological malignancy research network (HMRN — See
section B.2.8.3). Indirect comparison via propensity score weighting was therefore also
conducted to generate comparisons of VenAZA (from VIALE-A) and VenLDAC (from VIALE-C)
with real-world data for AZA and LDAC from the HMRN, using individual patient data from these
sources. This propensity score analysis utilising real-world evidence is reported in Section
B.2.8.3.

B.2.8.1 Network meta-analysis

Evidence sources

As reported in Section B.2.1 and in line with the NICE methods guide, an SLR was conducted to
identify efficacy data of treatments for AML in treatment naive patients who are ineligible for IC.
The SLR did not restrict by blast cell count subgroup. Aside from the VIALE-A and VIALE-C
trials, the SLR identified the following trials containing two or more interventions of interest, which
were considered for inclusion in the NMA:

e AZA-AML-001 (NCT01074047) — A multi-centre, randomised, open-label, phase Il trial
evaluating azacitidine versus BSC in patients aged =65 years with newly diagnosed AML
and a blast count of >30%.5°

e AZA-001 (NCT00071799) — A multi-centre, randomised, open-label, parallel-group, phase
[l trial evaluating azacitidine versus conventional care regimens (IC, LDAC, or BSC) in
patients with intermediate-2- and high-risk myelodysplastic syndromes, including patients
with AML and a blast count of 20-30%.4°

LDAC is not restricted by blast cell count but, in clinical practice, it is used in patients with blast
cell counts of >30%, as AZA is only prescribed in patients with blast cell counts of 20-30%.
Therefore, an NMA was conducted in the subgroup of patients with >30% blasts, since this is the
relevant population for the comparison of VenAZA versus LDAC. An NMA was also conducted in
the overall population (i.e. not restricted by blast), and is presented in Appendix D. Additionally,
further details on the study characteristics and outcomes of interest for these trials are also
presented in Appendix D.
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NMA for >30% blast count subgroup
Feasibility assessment for NMA

The comparability of study characteristics and outcomes of the four studies (VIALE-A, VIALE-C,
AZA-AML-001 and AZA-001) was assessed to determine feasibility of conducting NMAs for OS
and CR + CRIi. For the NMA of both outcomes, three of the trials identified were deemed suitable
and included within the analysis (VIALE-A, VIALE-C, and AZA-AML-001), AZA-001 was not
deemed suitable as this trial was conducted in AML patients with 20-30% bone marrow blasts.
On the other hand, AZA-AML-001 was deemed suitable for inclusion in the network as this study
was conducted exclusively in patients with >30% bone marrow blasts. The resulting network
evidence diagram for the NMA of both OS and CR + CRi is presented in Figure 31.

Figure 31: Evidence network diagram for the NMA of OS and CR + CRi (>30% blast count
subgroup)

LDAC Viale-C, 2019
. Dombret, 2015 (AZA-AML-001) .

VEN+AZA Viale-A, 2020
. VEN+LDAC

AZA

@Included in the network for OS only.
Abbreviations: AZA: azacitidine; CR: complete remission; CRi: complete remission with incomplete blood count
recovery; LDAC: low-dose cytarabine; NMA: network meta-analysis; OS: overall survival; VEN: venetoclax.

Methodology

In accordance with the most recent guidance from the NICE decision support unit (DSU) and the
best practices for indirect comparisons of the International Society for Pharmacoeconomics and
Outcomes Research (ISPOR), the Bayesian approach to NMA was used.®-°? The comparative
estimates were summarised using posterior medians and their associated 95% credible intervals.
The nature of the NMA also allowed for the relative rankings for each treatment.

In order to adjust for any differences in the distribution of baseline characteristics including: age,
AML type (primary or secondary), blast count (20-30% or >30%), cytogenic risk (poor,
intermediate, or normal) and ECOG status between trials, meta-regression analyses that
included covariates representing the baseline characteristics in each trial were considered.
Finally, key NMA assumptions such as homogeneity, transitivity, and consistency were tested to
ensure that the final network and results were as robust as possible.

Company evidence submission template for venetoclax with a hypomethylating agent or
low-dose cytarabine for untreated acute myeloid leukaemia unsuitable for intensive
chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 81 of 227



Full details of the NMA methodology are provided in Appendix D.

Results

Of the indirect comparisons provided via the networks outlined above, the comparison of interest
to the decision problem was that of VenAZA versus LDAC. However, the full set of pairwise
comparisons arising from the NMA is presented in the results tables below for completeness.

Overall survival (OS)

The NMA for OS demonstrated that VenAZA was associated with a significantly lower risk of
death than LDAC (HR: Jli}; 95% Crl: ). The HRs for each pairwise treatment comparison
are shown in Table 23.

Table 23: Pairwise treatment comparisons for OS (>30% blast count subgroup)

Treatment comparison for OS, HR (95% Credible Interval)
VenAZA VenLDAC LDAC
||
VenAZA
I
|
VenLDAC
I
|
AZA
I
LDAC

Comparisons between treatments should be read as the hazard ratio for the row-defining treatment versus the
column-defining treatment. A hazard ratio below one favours the row-defining treatment. Green cell highlights
hazard ratio of relevance to the decision problem.

aSignificant results: the 95% credible interval does not contain one.

Abbreviations: AZA: azacitidine; HR: hazard ratio; LDAC: low-dose cytarabine; OS: overall survival; VEN:
venetoclax.

The cumulative ranking curves for each treatment included in the NMA for OS are presented in
Figure 32. The cumulative probability on the y-axis indicates the likelihood that each therapy is at
least the rank shown on the x-axis in terms of OS. The higher the surface under the cumulative
ranking curve (SUCRA) value, and the closer to 100%, the higher the likelihood that a therapy is
in the top rank or one of the top ranks in terms of OS. VenAZA and VenLDAC had the highest
SUCRA values, which means that these treatments performed best with respect to OS.
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Figure 32: SUCRA plots for each treatment included in the NMA for OS (>30% blast count
subgroup)

Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine; NMA: network meta-analysis; OS: overall survival;
SUCRA: surface under the cumulative ranking curve; VEN: venetoclax.

Composite complete remission rate (CR + CRi)

The NMA for CR + CRi demonstrated that patients receiving VenAZA were significantly more
likely to achieve CR + CRi than patients receiving LDAC (odds ratio [OR]: |} (95% Crl:
B). The odds ratios (ORs) for each pairwise treatment comparison are shown in Table 24

Table 24: Pairwise treatment comparisons for CR + CRi (>30% blast count subgroup)

Treatment comparison for CR + CRi, OR (95% Credible Interval)

VenAZA VenLDAC AZA LDAC
venAzA il
VenLDAC ‘
AzA - =
LDAC

Comparisons between treatments should be read as the odds ratio for the row-defining treatment versus the
column-defining treatment. An odds ratio above one favours the row-defining treatment. Green cell highlights
hazard ratio of relevance to the decision problem.

aSignificant results: the 95% credible interval does not contain one.

Abbreviations: AZA: azacitidine; CR: complete remission; CRi: complete remission with incomplete blood count
recovery; LDAC: low-dose cytarabine; OR: odds ratio; VEN: venetoclax.

Company evidence submission template for venetoclax with a hypomethylating agent or
low-dose cytarabine for untreated acute myeloid leukaemia unsuitable for intensive
chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 83 of 227



VenAZA and VenLDAC had the highest SUCRA values, which means that these treatments
performed best with respect to achievement of CR + CRi. The cumulative ranking curves for
each treatment included in the NMA for CR + CRi are presented in Figure 33.

Figure 33: SUCRA plots for each treatment included in the NMA for CR + CRi (>30% blast
count subgroup)

Abbreviations: AZA: azacitidine; CR: complete remission; CRi: complete remission with incomplete blood count
recovery; LDAC: low-dose cytarabine; NMA: network meta-analysis; SUCRA: surface under the cumulative
ranking curve; VEN: venetoclax.

B.2.8.2 Propensity score analysis (VIALE-A to VIALE-C cross-trial comparison)

As an alternative to the anchored indirect treatment comparison provided by the NMA, propensity
score analysis methods using individual patient data allow an unanchored, population-adjusted
indirect treatment comparison of VenAZA (from VIALE-A) with LDAC (from VIALE-C). Propensity
score weighting aims to reduce bias by adjusting for the observed baseline differences between
the two cohorts by increasing or decreasing the relative contributions of individual patients within
the two cohorts so that, after weighting, the two cohorts have similar average baseline
characteristics.

Methodology

The methodology for the propensity score analysis is outlined in Appendix D. Briefly, this analysis
estimated the propensity score (i.e. the probability of treatment assignment) for each patient via a
logistic regression model with the enrolment of the VenAZA arm versus the LDAC arm as the
outcome, conditional on a set of observed baseline covariates. The baseline covariates were
selected based on prior research on prognostic factors and potential confounders and the
eligibility criteria for the VIALE-A and VIALE-C trials. These variables were age, race, gender,
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geographic region, AML status, MRC status, history of MDS status, ECOG score, cytogenetic
risk category, bone marrow blasts, and prior systemic therapy use.

In line with the decision problem addressed in this submission (Section B.1.1), the most relevant
population for indirect comparison of VenAZA with LDAC is the subgroup of patients with >30%
blasts® 3. The propensity score analysis was conducted both on the full population and on the
subgroup of patients with bone marrow blast count >30%. Results for the relevant subgroup with
>30% blasts are presented in the main submission; results for the full population are provided in
Appendix D.

Results — VenAZA versus LDAC (>30% blasts)
Baseline characteristics

To examine the balance in baseline characteristics between treatment arms, standardised mean
differences were calculated. Absolute values of standardised differences < 0.1 were indicative of
sufficient balance. A propensity score density plot was also used to check visually if the common
support condition was satisfied, i.e. if there was sufficient overlap between the two groups.

Patient baseline characteristics of the >30% blasts subgroup before and after weighting in the
propensity score analysis of VIALE-A VenAZA versus VIALE-C LDAC are presented in Table 25.
Before weighting, baseline characteristics were generally well-balanced across the treatment
arms. However, standardised differences for variables such as age and ECOG performance
status <2 were fairly large, and these differences may lead to bias given the prognostic
importance of these variables. After weighting, standardised mean differences in all

characteristics || | G, idicating that the treatment arms were

sufficiently well- balanced.
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Table 25: Baseline characteristics before and after weighting — VenAZA versus LDAC (>30% blasts)

Before weighting After weighting

LDAC? VenAZA Standardised mean | P® LDAC? (N VenAZA (N Standardised mean | P®

(N=36) (N=206) difference eff=31.89) eff=204.99) difference
Age <75 years, % | | | | | | | |
Female, % | | | | | | | |
White, % | | | | | | | |
Secondary AML, % | | | | | | | |
AML with MRC, % | | | | | | | |
Antecedent haematological
history of MDS, % I I I I I I I I
ECOG performance status
< o I I I I I I I I
IVRS cytogenetic risk: Poor,
o yrogenetient I I I I I I I I
Bone marrow blast count, %
pone map v Pasteount % | N p— H | . - m =

a0One patient was removed from the analysis due to missing cytogenetic risk. "Before weighting, categorical outcomes were compared using chi-squared tests, and continuous
outcomes with ANOVAs. After weighting, categorical outcomes were compared using weighted chi-squared tests, and continuous outcomes with weighted ANOVAs.
Abbreviations: AML: acute myeloid leukaemia; ANOVA: analysis of variance; AZA: azacitidine; Cl: confidence interval; ECOG: Eastern Cooperative Oncology Group; EU:
European Union; IVRS: interactive voice response system; LDAC: low-dose cytarabine; MDS: myelodysplastic syndrome; MRC: myelodysplasia related changes.
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The propensity score density plot for VIALE-A VenAza versus VIALE-C LDAC in the >30% blast
subgroup is presented in Figure 34, showing significant overlap between the treatment arms.

Similarly, propensity score distribution presented in Figure 35 demonstrates a lack of extreme
weights.

Figure 34: Propensity score density plot — VenAZA versus LDAC (>30% blasts)

Density

Venetoclax Plus AZA
LDAC

04

06 07 08 09
Propensity Score

Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine.
Figure 35: Distribution of weights — VenAZA versus LDAC (>30% blasts)
[ ]

Density
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Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine.

T
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Overall survival and event-free survival

Hazard ratios for OS and EFS in the >30% blasts subgroup were similar before and after
weighting, and indicated that treatment with VenAZA was associated with a significant reduction
in risk of death and risk of progression compared with LDAC (Table 26). Median OS and EFS
were also similar before and after weighting, and substantially higher for VenAZA than LDAC.
Kaplan—Meier curves and OS and EFS are presented in Figure 36 and Figure 37, respectively,
showing rapid separation of the curves in favour of VenAZA, which was maintained over time.
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Table 26: OS and EFS before and after weighting — VenAZA versus LDAC (>30% blasts)

Before weighting After weighting
N [Events . Median
Median, months HR :
’ months (95% HR (95% CI
(95% Cl) | (95% ClI) ay B )

Overall survival

verzAB] N | DS | I |
ioac |H| M | I ' - .
I I
I I

Event-free survival

veraZAl B | B H

oo | -

aDenotes statistical significance at the level of 0.05.
Abbreviations: AZA: azacitidine; Cl: confidence interval; EFS: event-free survival; LDAC: low-dose cytarabine;

OS: overall survival.
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Figure 36: Kaplan-Meier curves for OS before (left) and after (right) weighting — VenAZA versus LDAC (>30% blasts)

Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax.
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Figure 37: Kaplan-Meier curves for EFS before (left) and after (right) weighting — VenAZA versus LDAC (>30% blasts)

Abbreviations: AZA: azacitidine; Cl: confidence interval; EFS: event-free survival; LDAC: low-dose cytarabine.
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Composite complete remission (CR + CRi)

The odds ratio (OR) for CR + CRi in the >30% blasts subgroup was similar before and after

weighting (VIALE-A VenAZA versus VIALE-C LDAC), and indicates that a significantly greater
proportion of patients treated with VenAZA achieve composite complete remission compared
with LDAC (Table 27).

Table 27: CR + CRi before and after weighting — VenAZA versus LDAC (>30% blasts)

Before weighting

After weighting

Outcome| VENAZA, LDAC, VenAZA, LDAC,
proportion | proportion OR P | proportion | proportion OR P
(95% Cl) | (95% ClI) (95% Cl) | (95% CI)

crecri| iy “+‘ nin nllls

-

aDenotes statistical significance at the level of 0.05
Abbreviations: AZA: azacitidine; Cl: confidence interval; CR: complete remission; CRi: complete remission with
incomplete haematological recovery; LDAC: low-dose cytarabine.

B.2.8.3 Propensity score analysis (VIALE trials versus HMRN)

Real-world evidence for comparators from the Haematological Malignancy Research
Network (HMRN)

The HMRN is an ongoing population-based cohort study which was established in 2004 with the
aim of providing robust and generalisable data to inform clinical practice.® The HMRN region
covers two former adjacent UK Cancer Networks (Yorkshire and the Humber and Yorkshire
Coast Cancer Networks) and has a total population of ~3.8M.2 The HMRN has an emphasis on
primary-source data, and prognostic factors, sequential treatment/response history, and socio-
demographic details are all recorded to clinical trial standards.® The HMRN provides real-world
evidence on current UK clinical practice for patients with AML who are ineligible for IC.3 Using
propensity score weighting methods, a population-adjusted indirect comparison can be
conducted to provide comparison of the efficacy of VenAZA and VenLDAC observed in the
VIALE-A and VIALE-C clinical trials with real-world effectiveness data for AZA and LDAC from
HMRN.

HMRN data were collected for ] patients (15t September 2004—31st August 2017) with AML,
B of whom received non-intensive treatment. Of those treated with non-intensive treatment, [}
patients received LDAC, ] received azacitidine (] of whom had a blast count of 20-30%), [l
received HC/HU and [J| received other chemotherapy. Median follow-up was [J] years (95% Cl:
I : As discussed in Section B.1.1, BSC is not considered a relevant comparator for this
appraisal, since those who receive BSC comprise a different population to those who would
receive VenAZA or VenLDAC (e.g. when considering age and performance status).

Methodology

The propensity score weighting method was applied to compare the efficacy outcomes from the
VenAZA and VenLDAC arms of the VIALE-A and VIALE-C trials, respectively, to real-world data
from the HMRN. The trial patients (VIALE-A and VIALE-C) were considered as the “treated”
group and propensity score matching was used to pair the “control” HMRN group to make the
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populations as comparable as possible. There was longer follow-up of HMRN patients, so these
were censored at 20.7 months to mirror the trial follow-up. Full details of the propensity score
weighting analytic approach are provided in Appendix D.

The baseline covariates informing this propensity score analysis were sex, age, secondary AML
status, ECOG performance status and blast cell count, which were selected on the basis of being
considered potential prognostic factors, effect modifiers or confounders.

In line with the decision problem, comparisons versus AZA and LDAC were conducted in
subgroups of patients with 20—30% and >30% blasts, respectively. Table 28 summarises the
comparisons explored in the propensity score analysis of the VIALE trials versus HMRN. Rate of
CR + CRi was not an outcome that was investigated in the HMRN analysis and as such, CR +
CRi was not included in the propensity score analysis.

Table 28: Summary of comparisons explored in the propensity score analysis (VIALE
trials versus HMRN)

Population Intervention Comparator Outcome
Subgroup e OS
with 20-30% VenAZA (VIALE-A) AZA (HMRN) e EFS
blasts

e OS
Subgroup VenAZA (VIALE-A) LDAC (HMRN) . Ers
with >30% 03
blasts VenLDAC (VIALE-C) LDAC (HMRN) ‘ Ers

L]

Abbreviations: AZA: azacitidine; CR: complete remission; CRi: complete remission with incomplete blood count
recovery; EFS: event-free survival; OS: overall survival; LDAC: low-dose cytarabine.

Results
Baseline characteristics

Baseline characteristics for all propensity score weighting analyses before and after weighting
are presented in Table 29.
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Table 29: Baseline characteristics before and after weighting

Before weighting After weighting

Intervention/ Characteristics B Characteristics
comparator | N Fer;}ale, rﬁg:r,w SZK/cl)Cdfry SEO?SSZ, Blast pF;etirgr:]atlg,lg\ gN el;lfib Ferpale, nﬁ‘g:h Secondoary S(I:Eo?((a)SZ, Blast

() (years) , % % count %o (years) AML, % % count
20-30% blasts
VenAZA i | H H B | i BN | H H B
AZA B W | | H B || A N | | H B
P 1 I | Il | 1 | I Il
>30% blasts
VenAZA H B | __ H B H H B | H H B
LDAC 1 B [ | | H | | | || || H B
P 1 I B | Il B | 1 | | Il
ven,bac || W | __ H | | || | __ H
LDAC H B I H H I 0 i H I | || I
P 1 N | Il | 1 I I Il

a Patients within the common support of propensity scores (where the distributions overlap).
bKish’s effective sample size calculated after matching and weighting.
Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; ECOG: Eastern Oncology Cooperative Group; LDAC: low-dose cytarabine; Ven: venetoclax;
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Overall survival and event-free survival

A summary of OS and EFS results for all comparisons is presented in Table 30, and Kaplan-
Meier plots of OS and EFS before and after weighting are presented in Figure 38 to Figure 40.

In the comparison of VenAZA versus AZA in the subgroup with 20-30% blasts, the adjusted HRs
for both OS and EFS after weighting demonstrated a statistically significant reduction in the risk
of death/an EFS event. In the comparisons of VenAZA and VenLDAC versus LDAC in the
subgroup with >30% blasts, all HRs (unadjusted and adjusted) for OS and EFS before and after
weighting found a statistically significant reduction in the risk of death/an EFS event.

Taken together, the results of the propensity score analysis weighting the VIALE-A and VIALE-C
intervention arms to HMRN evidence for relevant comparators from real-world practice
demonstrate support for statistically significantly improved OS and EFS with VenAZA and
VenLDAC versus their comparators in the relevant blast subgroups.

Table 30: HRs for OS and EFS before and after weighting
Before weighting After weighting

Unadjusted |Adjusted HR|Adjusted HR| Unadjusted | Adjusted | Adjusted
HR (95% (95% CI)® | (95% CI)¢ |HR (95% CI)?| HR (95% | HR (95%
Cl)? ClyP Cl)e

20-30% blasts

(O]
VenAZA |p
\"A
AZA EFS
P

>30% blasts

0s

VenAzA |P
vs LDAC
EFS

(ON]

VenLDAC P
vs LDAC
EFS

P

2HR and 95% Confidence Intervals (95% Cl) estimated using Cox’s regression.

b Adjusted for age, sex

¢Adjusted for age, sex, secondary AML, ECOG (0-1 vs >=2) and blast count as a continuous variable.
Abbreviations: AZA: azacitidine; Cl: confidence interval; EFS: event-free survival; HR: hazard ratio; LDAC: low-
dose cytarabine; OS: overall survival; Ven: venetoclax.
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Figure 38: Kaplan-Meier curves for OS and EFS before (left) and after (right) weighting — VenAZA versus AZA (20-30% blasts)

0S

EFS

Abbreviations: AZA: azacitidine; EFS: event-free survival; HMRN: Haematological Malignancy Research Network; OS: overall survival; Ven: venetoclax.
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Figure 39: KM curves for OS and EFS before (left) and after (right) weighting — VenAZA versus LDAC (>30% blasts)

0S

EFS

Abbreviations: AZA: azacitidine; EFS: event-free survival; HMRN: Haematological Malignancy Research Network; LDAC: low-dose cytarabine; OS: overall survival; Ven:
venetoclax.
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Figure 40: KM curves for OS and EFS before (left) and after (right) weighting — VenLDAC versus LDAC (>30% blasts)

0S

EFS

Abbreviations: EFS: event-free survival; HMRN: Haematological Malignancy Research Network; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax.
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B.2.8.4 Uncertainties in the indirect and mixed treatment comparisons

Across the NMA and the propensity score analysis of the VIALE trials versus HMRN, only known
baseline prognostic factors that were consistently reported across the relevant data sources
could be adjusted for (or matched for, in the case of the propensity score analyses).
Consequently, potential prognostic factors and effect modifiers that were not consistently
reported could not be accounted for in the analyses. This was not a limitation of the propensity
score analysis on the VIALE trials, since baseline prognostic factors were consistently reported
across the VIALE-A and VIALE-C trials and thus all known potential prognostic factors and effect
modifiers should have been accounted for in the analyses.

As is the case with any comparison of non-randomised treatment groups, all three indirect
treatment comparisons (NMA and both sets of propensity score analysis) are subject to potential
bias due to unobserved or unmeasurable confounding. In addition, within trial randomisation is
not preserved within the indirect treatment comparisons, since the NMA comparison was
conducted within blast cell count subgroups and the propensity score analysis was based on
unanchored comparison.

In the propensity score-weighting analyses where data from the VIALE trials was compared to
the HMRN, effective sample sizes for comparator arms derived from the HMRN were small, and
thus relative treatment effect estimates derived from these analyses are associated with
considerable uncertainty. Despite this uncertainty, three different ITCs have been used to
compare VenAZA and VenLDAC to relevant comparators with all three comparisons producing
results consistently in favour of VenAZA and VenLDAC.

Clinical evidence used in the cost-effectiveness analysis

The various estimates for the relative efficacy of VenAZA and VenLDAC versus the relevant
comparators (AZA and LDAC) that are available from the VIALE-A and VIALE-C RCTs (Section
B.2.6) and the indirect comparisons (Section B.2.8) are summarised in Table 31. The data
selected to inform clinical efficacy for the various comparisons forming the decision problem was
based on consideration of the consistency in relative efficacy estimates across analyses and the
(effective) sample sizes informing the analyses.

VenAZA versus AZA (20—-30% blast count subgroup)

The in-trial subgroup data for OS and EFS from the VIALE trials have been used as the primary
source of efficacy data to inform the model. The point estimates of the HRs from the VIALE-A
RCT subgroup analysis and VIALE-A versus HMRN PSW both indicated a reduction in risk for
VenAZA (Table 31) in terms of both OS and EFS. However there was some inconsistency, with a
greater treatment effect observed in the HMRN PSW than the VIALE-A RCT subgroup analysis.
As previously mentioned, the effective sample sizes for comparator arms derived from the HMRN
were small, and thus relative efficacy estimates are associated with uncertainty. Given the
VIALE-A RCT subgroup analysis was considered to be a more robust comparison, and was
associated with more conservative HRs, the VIALE-A subgroup data were used directly in the
model to inform the efficacy of VenAZA and AZA. However, it should be noted that the treatment
effect for VenAZA versus AZA may in fact be larger in real-world practice.
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VenLDAC versus LDAC (>30% blast count subgroup)

The point estimates of the HRs for the VIALE-C RCT subgroup analysis and VIALE-C versus
HMRN PSW both indicated a benefit for VenLDAC, but were not entirely consistent (Table 31).
As such, the VIALE-C RCT subgroup data were used directly in the model to inform the efficacy
of VenLDAC and LDAC, but again it should be noted that the treatment effect for VenLDAC
versus LDAC may in fact be larger in real-world practice.

VenAZA versus LDAC (>30% blast count subgroup)

For the comparison of VenAZA versus LDAC, unadjusted subgroup data from VIALE-A and
VIALE-C, respectively, have been used within the model. The VIALE-C trial is considered to be
more generalisable to UK clinical practice than AZA-AML-001 (which facilitates the comparison
of VenAZA versus LDAC in the NMA), with greater similarity in median OS observed between
patients treated with LDAC in the VIALE-C trial (>30% blast subgroup; ] months) and the
HMRN (4.6 months) compared with AZA-AML-001 (6.4 months). This can also be seen in the
greater similarity of the HRs for OS for the comparison of VenAZA and LDAC derived from the
VIALE-A/C PSW and the HMRN PSW analysis (HR: | in both analyses), compared with the
NMA (HR: i) (Table 31). As such, the results of the NMA were not used to inform this
comparison in the economic model. In the VIALE-A/C cross-comparison, there were very minimal
changes in the baseline characteristics and the HR for OS/EFS before and after weighting (see
Table 25 and Table 26).Therefore, adjusted (i.e. after weighting) trial data were not used directly
in the model to compare VenAZA with LDAC. Instead, for consistency with the VenAZA versus
AZA, and VenLDAC versus LDAC comparisons, the unadjusted subgroup data were used to
inform the efficacy of VenAZA and LDAC across all comparisons.

Relative efficacy estimates as presented in Table 31 were not used directly in the economic

model, given that the selected model structure was not based on OS and EFS endpoints. Full
details of the approaches used to derive clinical parameters for the model from the unadjusted
VIALE-A and VIALE-C subgroup data are provided in Section B.3.3.

Table 31: Summary of relative efficacy estimates for OS and EFS across the analyses
presented in this submission

Source

Population

HR for OS
(95% CI/Crl)

HR for EFS
(95% CI/Crl)

Relevant section
of Submission

VenAZA vs AZA

VIALE-A RCT subgroup
analysis

20-30% blast
subgroup

Section B.2.6.1

VIALE-A vs HMRN PSW

20-30% blast
subgroup

Section B.2.8.3

VenAZA vs LDAC

NMA

>30% blast
subgroup

Section B.2.8.1

VIALE-A vs VIALE-C PSW

>30% blast
subgroup

Bl ®b

o
o

Section B.2.8.2
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(o)
VIALE-A vs HMRN PSW >30% blast * Section B.2.8.3
subgroup

VenLDAC vs LDAC

VIALE-C RCT subgroup >30% blast
analysis subgroup

[
I
VIALE-C vs HMRN PSW >30% blast *
subgroup

Results are significant if the 95% CI/Crl dose not contain one.

aGtratified by age (18—<75, 275 years) and cytogenetics (intermediate risk, poor risk). PUnstratified Cox model.
¢Crude HR estimated after matching using Cox’s regression. ¢Fitted Cox proportional hazards model, after PS
weighting. ¢Stratified by AML status (de novo, secondary) and age (18-<75, 275 years). 115" August 2019 data
cut. 9p-value descriptive in nature.

Abbreviations: AZA: azacitidine; Cl: confidence interval; Crl: credible interval; EFS: event-free survival; HMRN:
Haematological Malignancy Research Network; LDAC: low-dose cytarabine; NMA: network meta-analysis; OS:
overall survival; PSW: propensity score weighting; RCT: randomised controlled trial.

Section B.2.6.2

Section B.2.8.3

B.2.9 Adverse reactions

B.2.9.1 VIALE-A (NCT02993523)

A total of 427 patients enrolled in the study received at least one dose of venetoclax/placebo
and/or AZA and are included in the safety analyses.®3 Within this section details of treatment
exposure, and a summary of AEs for patients in VIALE-A are provided. Further details are also
provided for Grade 23 TEAEs and AEs leading to death.

Treatment exposure

Patients who received VenAZA had a longer median duration of exposure compared with
patients receiving matching placebo (]l months [range: < |} versus ] months [range:
). This corresponded to a median of 7.0 treatment cycles (range: 1.0-30.0) for patients
receiving VenAZA, and 4.5 treatment cycles (range: [JJJl) for patients receiving matching
placebo. [} of patients in the VenAZA arm received venetoclax for more than 5 cycles
compared to ] of patients receiving matching placebo.83 Median duration of AZA exposure
was also longer in patients in the VenAZA treatment arm, compared with patients receiving

matching placebo (Jf months [range: il versus ] months [range: ).

In VIALE-A, the observed dose intensity was based on the planned dose to be received by
patients, taking into consideration any dose reductions or interruptions, rather than the full
expected licensed dose of venetoclax (400 mg) (see Table 32).83 As a result, this dose intensity
does not take into consideration dose reductions due to co-prescribing or cycle length reductions.
Data from VIALE-A and clinical expert opinion indicate that neutropenia and infections are
common in patients with AML, and as such patients often receive antimicrobial prophylaxis using
agents that are strong/moderate CYP3A inhibitors.* 8 The use of concomitant strong/moderate
CYP3A inhibitors requires dose reduction of venetoclax, but not AZA.%2 Furthermore, many
patients who respond to VenAZA also require dose modifications to manage cytopenia, which
include delays between treatment cycles or within-cycle reduction of the venetoclax dosing
days.®? For these reasons, a post-hoc analyses was carried out to determine the dose intensity
measured against the expected licenced dose of venetoclax (Table 33).
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Clinical expert feedback indicated that the dose intensity for the Ven component of VenAZA in
VIALE-A (Jl1%) was higher than expected, and a dose intensity of 50% was more in line with
anticipated clinical practice in the UK.*

Table 32: Summary of dose intensity of venetoclax/placebo in VIALE-A

| AZA(N=144) | VenAZA(N=283) | Total (N=427)

Dose Intensity Accounting for Dose Reduction, n (%) (All patients)

Mean (SD) I I I
Median [ ] [ | [ ]

Min, Max I I |
Dose Intensity Accounting for Dose Reduction and Interruption, n (%) (All patients)
Mean (SD) I I I
Median [ ] [ | [ ]

Min, Max I I |

Abbreviations: AZA: Azacitidine; max: maximum; min: minimum; SD: standard deviation; Ven: venetoclax;
Source: VIALE-A Clinical Study Report, Table 6, Page 12883

Table 33: Post-hoc analysis of VIALE-A dose intensity

Treatment arm Component Mean (%) SD
VenAZA Ven [ | [

AZA [ | [ ]
AZA AZA [ ] [

Abbreviations: AZA: azacitidine; SD: standard deviation; Ven: venetoclax.

Summary of adverse events

B patients included in the safety analysis reported at least 1 adverse event (AE).8 The rate of
AEs that led to discontinuation of venetoclax or placebo were similar in both treatment arms
(Table 34).81

Table 34: Overview of Patients with AEs (Safety Analysis Set)
Type of AE, n (%)

Total

Any AE
Any AE with NCI-CTCAE toxicity Grade = 3

Any reasonable possibility
venetoclax/placebo-related AE?

Any reasonable possibility azacitidine-related
AE?

Any AE leading to venetoclax/placebo
discontinuation

Any AE leading to azacitidine discontinuation
Fatal AE (AE leading to death)

aAs assessed by investigator.

Abbreviations: AE: adverse event; AZA: azacitidine; NCI-CTCAE: National Cancer Institute Common Terminology
Criteria for Adverse Events; QD: once daily; Ven: venetoclax.

Source: VIALE-A Clinical Study Report, Table 26, Page 225%
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Grade 23 treatment emergent adverse events

Grade 23 TEAEs were reported in almost all patients in both the VenAZA and AZA treatment
arms.®" The most common Grade =3 TEAEs, that were reported in a higher proportion of patients
in the VenAZA arm compared to the AZA arm (an increase of 22%), were thrombocytopenia,
neutropenia, febrile neutropenia, anaemia, leukopenia, and atrial fibrillation.8" Common Grade =3
AEs reported in a similar percentage of patients between the VenAZA and AZA arms, included
hypokalaemia, hypophosphatemia, hypertension, and urinary tract infection.®® A lower
percentage of patients in the VenAZA arm versus AZA arm reported Grade 23 AEs of pneumonia
and sepsis.® Grade =3 TEAEs reported for 25% of patients in the VIALE-A trial, which are used
to inform the cost effectiveness analysis, are presented in Table 35.83

Table 35: TEAEs Grade 23 reported for 25% of patients in VIALE-A
AE, n (%) AZA (N=144) VenAZA (N=283) Total (N=427)
Any AEs 139 (96.5) 279 (98.6) 418 (97.9)

Blood and
lymphatic system 98 (68.1) 233 (82.3) 331 (77.5)
disorders

Thrombocytopenia 55 (38.2) 126 (44.5) 181 (42.4
Neutropenia 41 (28.5) 119 (42.0) 160 (37.5
Febrile neutropenia 27 (18.8) 118 (41.7) 145 (34.0
)
)

~ [ — | — |~

Anaemia 29 (201 103 (24.1
Leukopenia 17 (11.8 75 (17.6)

Cardiac disorders
Atrial fibrillation

I

H
Gastrointestinal

I

I

disorders

General disorders
and administration
site conditions

Infections and
infestations

Pneumonia 36 (25.0)
Sepsis

N
(@)}
EiN
—
(&)}
(]
()]

)

©
N
~
—
a

Urinary tract infection

Injury, poisoning

I
I
and procedural I
I
I

complications

Investigations

Metabolism and
nutrition disorders

Hypokalaemia 15 (10.4)

Hypophosphatemia ]
I

N
(6)]
N
o
RS

Neoplasms benign,
malignant and
unspecified
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Nervous system
disorders

Renal and urinary
disorders

Respiratory,
thoracic and
mediastinal
disorders

Vascular disorders

Hypertension

Abbreviations: AE: adverse event; AZA: azaciticine; MedDRA: Medical Dictionary for Regulatory Activities; PT:
preferred term; QD: once daily; SOC: system organ class; Ven: venetoclax
Source: DiNardo et al. (2020),%' Table 2; VIALE-A Clinical Study Report, Table 28, Page 2338

Gastrointestinal disorders

Grade 23 gastrointestinal disorders were reported in a higher proportion of subjects in the
VenAZA arm compared to the AZA arm.83

Table 36: Grade 23 gastrointestinal disorders reported in >1% of patients in VIALE-A

AE, n (%) AZA (N=144), VenAZA (N=283) Total (N=427)

Any AE

Diarrhoea

Vomiting

Nausea

Constipation

Gastrointestinal
haemorrhage

Abbreviations: AE: adverse event; AZA: azacitidine; Ven: venetoclax.
Source: VIALE-A Clinical Study Report, Table 14.3_1.4.1.1, Page 14378

Deaths

Overall There was a higher proportion of deaths in the AZA arm compared to the VenAZA arm
(Table 37). A similar incidence of deaths between the VenAZA and AZA arms had occurred 30
and 60 days after the first dose of study drug, and a higher proportion of deaths in the AZA
treatment arm were attributed to disease progression compared to the VenAZA treatment arm,
consistent with the increased clinical response rates observed in the VenAZA arm.® There was a
similar number of deaths not attributed to disease progression in both the VenAZA and AZA
treatment arms.®

Table 37: Summary of patient deaths in VIALE-A

Deaths, n (%) VenAZA (N=283) AZA (N=144) Total (N=427)
All deaths I I I
Due to disease progression - - -
Not due to disease progression [ ] ] ]
Unknown - - -
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Death occurring after first dose of study drug

<30 days -

I N
<60 days I ] I

Abbreviations: AZA: azacitidine; Ven: venetoclax.
Source: VIALE-A Clinical Study Report, Table 14.3_2.6.1.1, Page 4286%

A similar proportion of patients in both the VenAZA and AZA arms had AEs leading to death.
(Table 38). Infections and Infestations was the most common type of AE leading to death in both
treatment arms and occurred with a similar incidence across both treatment arms.8

Table 38: AEs leading to death that occurred in >1% of patients in VIALE-A

AE, n (%) VenAZA (N=283) AZA (N=144) Total (N=427)

Any AE

Pneumonia

Sepsis

Death not specified

Cardiac arrest

Intracranial
haemorrhage

Respiratory failure

Septic shock

Abbreviations: AE: adverse events; AZA: azacitidine; Ven: venetoclax.
Source: VIALE-A Clinical Study Report, Table 33, Page 25483

Conclusions of the safety analysis

Overall, there were similar incidences of AEs and Grade 23 TEAEs in both the VenAZA and AZA
treatment arms. The increased incidences of thrombocytopenia, neutropenia, anaemia, febrile
neutropenia, nausea, diarrhoea, vomiting, infections in general, and haemorrhage in the VenAZA
arm are consistent with the known safety profile of venetoclax, AZA, and the natural history of
AML.83.88 |In some cases, the longer exposure time on the VenAZA treatment arm compared to
the AZA treatment arm may have been a contributing factor. Most patients who experienced
nausea, vomiting, and diarrhoea had Grade 1-2 events that responded to standard medical
treatment and did not require discontinuation or dose reduction.?3

B.2.9.2 VIALE-C (NCT03069352)

A total of 210 patients enrolled in the study received at least one dose of venetoclax/placebo
and/or LDAC and are therefore included in the safety analyses.® Within this section details of
treatment exposure, and a summary of AEs for patients in VIALE-C are provided. Further details
are also provided for Grade =3 TEAEs and AEs leading to death.

Treatment exposure

Patients who received VenLDAC had a longer median duration of exposure compared with
patients receiving matching placebo (Jf months [range: |} versus ] months [range:
). This corresponded to a median of ] treatment cycles (range: [l for patients
receiving venetoclax, and [ treatment cycles (range: |l for patients receiving matching
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placebo. [ of patients in the VenLDAC arm received venetoclax for 24 cycles compared to
I of patients receiving matching placebo.8 Similarly, the median duration of LDAC exposure
was longer in the VenLDAC treatment arm compared with patients receiving LDAC with matching

placebo (] months [range: |l versus | months [range: | )

As for VIALE-A, the observed dose intensity in VIALE-C was based on the planned dose to be
received by patients, taking into consideration any dose reductions or interruptions, rather than
the full expected licenced dose of venetoclax (600 mg) (see Table 39).84 As a result, this dose
intensity does not take into consideration dose reductions due to co-prescribing or cycle length
reductions. A post-hoc analyses was carried out to determine the dose intensity measured
against the expected licenced dose of venetoclax, as shown in Table 40.

Table 39: Summary of dose intensity of venetoclax/placebo in VIALE-C

| LDAC(N=68), | VenLDAC (N=142), |  Total (N=210)
Dose intensity accounting for dose reduction (%) (All patients)
N | |
Mean (SD) I |
Median [ ] H
Min - max I I

Dose intensity accounting for dose reduction and interruption (%) (All patients)

N | |
Mean (SD) I I
Median [ | [ |
Min - max I I

Abbreviations: LDAC: low-dose cytarabine; max: maximum; min: minimum; SD: standard deviation; Ven:
venetoclax;
Source: VIALE-C Clinical Study Report, Table 14.1_2.4, Page 728%

Table 40: Post-hoc analysis of VIALE-C dose intensity

Treatment arm Component Mean (%) SD
VenLDAC Ven [ | [ ]
LDAC [ ] [

LDAC LDAC [ | [ ]

Abbreviations: LDAC: low-dose cytarabine; SD: standard deviation; Ven: venetoclax.

Summary of adverse events

I o:tients included in the safety analysis reported at least 1 AE. The rate of AEs that led
to discontinuation of venetoclax or placebo were similar in both treatment arms (Table 41).82

Table 41: Overview of Patients with TEAEs in VIALE-C

AE, n (%) LDAC (N=68) VenLDAC (N=142)
Any AE ] I

Any AE with NCI CTCAE I I
toxicity Grade 2 3
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Any reasonable possibility
venetoclax/placebo-related
AE

Any reasonable possibility
LDAC-related AE

Any AE leading to
venetoclax/placebo
discontinuation

Any AE leading to LDAC
discontinuation

Fatal AE (AE leading to
death)
Abbreviations: AE; adverse event; LDAC; low-dose cytarabine; NCI CTCAE: National Cancer Institute Common

Terminology Criteria for Adverse Events; Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Table 30, Page 23384

Grade 23 treatment emergent adverse events

Grade 2 3 TEAEs were reported in [l patients in the VenLDAC and LDAC arm.82 The
most common Grade = 3 AEs (occurring in = 10% of patients) that were reported in a higher
proportion of patients in the VenLDAC arm compared with the LDAC arm were neutropenia,
thrombocytopenia, and anaemia. Common Grade = 3 AEs reported in a similar percentage of
patients between the VenLDAC and LDAC arms included febrile neutropenia and pneumonia.?*
TEAEs Grade 23 reported for 25% of patients in VIALE-C, which are used to inform the cost
effectiveness analysis, are presented in Table 42.

Table 42: TEAEs Grade 23 reported for 25% of patients in either arm of VIALE-C
AE, n (%) LDAC (N=68) VenLDAC (N=142)
Any AE

Blood and lymphatic
system disorders

Neutropenia

Thrombocytopenia

Febrile neutropenia

Anaemia

Leukopenia

Leukocytosis

Cardiac disorders

Gastrointestinal disorders

General disorders and
administration site
conditions

Infections and infestations

Pneumonia

Sepsis

Septic shock
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Investigations

Neutrophil count decreased

White blood cell count
decreased

Platelet count decreased

Metabolism and nutrition
disorders

Hypokalaemia

Hyponatraemia

Musculoskeletal and
connective tissue disorders

Respiratory, thoracic and
mediastinal disorders

Vascular disorders

Hypertension

Abbreviations: AE: adverse event; LDAC: low dose cytarabine; MedDRA: Medical Dictionary for Regulatory
Activities; PT: preferred term; QD: once daily; SOC: system organ class; Ven: venetoclax.
Source: Wei et al. (2020);2? VIALE-C Clinical Study Report, Table 32, Page 2408

Gastrointestinal disorders

Grade 23 gastrointestinal disorders reported in 22 patients in either treatment arm of VIALE-C
are reported in Table 43.

Table 43: Grade 23 gastrointestinal disorders reported in 22 patients in either treatment
arm of VIALE-C

AE LDAC (n=68), n (%) VenLDAC (n=142), n (%)
Diarrhoea | I
Gastrointestinal

haemorrhage . L

Nausea | Bl

Abbreviations: AE: adverse event; LDAC: low-dose cytarabine; Ven: venetoclax.
Source: Wei et al. (2020);2? VIALE-C Clinical Study Report, Table 32, Page 238%*

Deaths

There was a higher proportion of deaths in the LDAC arm compared to the VenLDAC arm, and
there was a higher incidence of deaths that occurred in the LDAC arm compared to the
VenLDAC arm 30 and 60 days after the first dose of study drug. A higher proportion of deaths in
the LDAC arm were attributed to disease progression compared to the VenLDAC arm, consistent
with the increased clinical response rates observed in the VenLDAC arm. There was a similar
number of deaths not attributed to disease progression in both the VenLDAC and LDAC
treatment arms.®

Table 44: Summary of patient deaths in VIALE-C
Deaths, n (%) VenLDAC (N=142) LDAC (N=68)

All deaths I I
Due to disease progression - -
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Not due to disease progression

Unknown

Death occurring after first dose of study drug
<30 days

<60 days

Abbreviations: LDAC: low-dose cytarabine; Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Table 14.3_2.6.1A, Page 3174

Overall, a similar proportion of patients in both the VenLDAC and LDAC arms had AEs leading to
death. Infections and Infestations was the most common classification of AE leading to death
which, occurred with a similar percentage across both treatment arms.

Table 45: AEs leading to death that occurred in >1% of patients in VIALE-C
AE, n (%) VenLDAC (N=283) LDAC (N=144)
Acute cardiac failure

Cardiac arrest

Pneumonia

Sepsis

Septic shock
TLS

Multiple organ dysfunction
syndrome

General physical health
deterioration

Staphylococcal sepsis

Candida sepsis

Lung infection
pseudomonal

Pneumonia staphylococcal

Intracranial haemorrhage

Respiratory failure

Abbreviations: AE: adverse events; LDAC: low-dose cytarabine; TLS: tumour lysis syndrome; Ven: venetoclax.
Source: VIALE-C Clinical Study Report, Table 37, Page 2758

Conclusions of the safety analysis

Overall, there was a similar incidence of AEs and Grade = 3 AEs between both the VenLDAC
and LDAC arms. The increased incidence of neutropenia, thrombocytopenia, anaemia, nausea,
vomiting, diarrhoea, and haemorrhage in the VenLDAC arm are consistent with the known safety
profile of venetoclax, LDAC and the natural history of AML.8 Most patients with nausea,
vomiting, and diarrhoea had Grade 1-2 events which responded to standard medical treatment
and did not require discontinuation or dose reduction.® Patients in the VenLDAC and LDAC arms
had similar incidences of both infection and febrile neutropenia, and patients who received
venetoclax had lower incidences of cardiac and respiratory AEs.®
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B.2.10 Ongoing studies

The VIALE-A and VIALE-C trials are ongoing, however, there are no additional survival data
expected from either trial during the course of this appraisal.

B.2.11 Innovation

AML is an aggressive heterogenous disease with one of the poorest survival rates of all
haematologic malignancies.® Treatment options, particularly for patients with AML who are
ineligible for IC are limited and, as a consequence, this population has a particularly poor
prognosis. AZA and LDAC represent the only treatment options, and the current SOC used to
control the disease, however, a substantial proportion of patients who are treated with current
non-intensive treatment options (AZA and LDAC) fail to achieve CR. In patients who do achieve
CR with non-intensive treatment options, CR is often not maintained long-term and rates of
relapse are high.? The recent termination of NICE appraisals for novel potential treatments,”® 8
means that there remains no curative treatment options available for this patient population, and
as such an urgent unmet need exists for novel, efficacious and tolerable treatments for patients
across all blast counts." 2

Venetoclax is a first-in-class, oral, highly selective inhibitor of Bcl-2, with a unique targeted
mechanism of action that distinguishes it from other available therapies.®? 8 The innovative
potential of VenAZA and VenLDAC, as demonstrated in the VIALE clinical trials, can be
summarised as follows:

e VenAZA would provide patients with significantly prolonged OS, rapid and more durable
remissions, and reduction in transfusion dependence (versus AZA alone).®

0 VenAZA prolonged patients’ OS by a median of 5.1 months compared with AZA
alone, with a higher proportion of patients in the VenAZA treatment arm
remaining alive in the long term (>24 months) and a plateau in the Kaplan—-Meier
curves which is observed at ~24 months of treatment for VenAZA .86

0 A significantly higher proportion of patients treated with VenAZA achieved CR +
CRIi, compared to those treated with AZA alone. Remission is associated with
alleviation of symptoms and improved survival and HRQoL outcomes.®8

0 A significantly higher proportion of patients treated with VenAZA also achieved
deep remissions (defined as MRD <0.001 and CR + CRi) compared to those
treated with AZA alone. Deep and durable remissions have been shown to be
positively correlated with increased survival in patients treated with IC.”" As of a
median follow-up of 20.5 months, patients in the VenAZA arm who experienced
deep remissions had not yet reached median OS.8

0 As described in Section B.1.3.2, evidence collected from patients with AML and
MDS suggests that frequent blood transfusions are detrimental to patient
HRQoL." %2 %3 Treatment with VenAZA leads to increased rates of transfusion
independence compared to treatment with AZA.8

o Patients treated with VenAZA experienced a longer time to deterioration (TTD) of
QoL, compared to those treated with AZA alone, based on a deterioration of the
within-group estimate of at least the MCT of 10 points.®
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e VenLDAC would provide an alternative treatment option, offering prolonged OS (based on an
unplanned post-hoc 6-month follow-up analysis) and improvements in remission and,
transfusion dependence (versus LDAC alone).8?

0 VenLDAC prolonged patients’ OS by a median of 4.3 months compared with
LDAC alone with a higher proportion of patients in the VenAZA treatment arm
remaining alive in the longer term (>12 months).82

0 A higher proportion of patients treated with VenLDAC achieved CR + CRi
compared to those treated with LDAC alone.®?

o Treatment with VenLDAC leads to increased rates of transfusion independence
compared to treatment with LDAC alone, which demonstrates the potential of
VenLDAC to further improve patients’ HRQoL .82

0 It should be noted that VenLDAC failed to meet its primary endpoint of OS at the
planned primary analysis. This was due to greater censoring of patients in the
VenLDAC arm than the LDAC arm, as more patients treated with VenLDAC had
not yet reached median OS (for further details see Section B.2.5.2).

e The rapid and durable remission and transfusion independence demonstrated across the
VIALE trials for VenAZA and VenLDAC has the potential to improve patients’ and carers’ lives
by allowing patients to return to their daily lives, and spend less time in hospital. Furthermore,
blood transfusions have a substantial burden on the NHS and therefore treatments which allow
for a reduction in transfusions are highly desirable.54 52.53

e The side-effect profile of both combinations is manageable and consistent with the known side
effect profiles of the individual agents.82 8

In summary, the results of the VIALE trials demonstrate the efficacy of VenAZA and VenLDAC in
the treatment of patients with AML who are ineligible for IC. Considering the benefits described
above, coupled with their unique mechanism of action, VenAZA and VenLDAC have the potential
to bring about a significant step-change in the treatment of patients in this population, who
otherwise face limited treatment options and a very poor prognosis. VenAZA in particular has
demonstrated the potential to provide patients in this population with positive long-term
outcomes, bringing their prognosis closer to that of patients who are eligible for IC. Consultations
with clinical experts have suggested that VenAZA and VenLDAC are highly anticipated by the
clinical and patient communities and if recommended, VenAZA and VenLDAC are expected to
replace the current first-line treatments (AZA and LDAC alone) in this patient population.*

B.2.12 Interpretation of clinical effectiveness and safety evidence

Principal findings of the clinical evidence base

The VIALE-A and VIALE-C trials are the primary sources of data for the efficacy and safety of
VenAZA and VenLDAC, respectively, in patients with AML who are ineligible for IC.

VIALE-A demonstrated that VenAZA was effective in significantly improving the length of survival
of patients with AML compared with AZA alone.?' Patients receiving treatment with VenAZA in
VIALE-A had a median OS of 14.7 months compared with 9.6 months in the AZA treatment arm
(P < 0.001).8" Patients treated with VenAZA also demonstrated a significantly improved rate of
CR + CRi compared to patients treated with AZA alone. In VIALE-A 66.4% of patients treated
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with VenAZA achieved CR + CRi compared with just 28.3% of patients treated with AZA (P <
0.001) (see Section B.2.5.1).8

The response observed in patients treated with VenAZA was both rapid and durable when
compared with AZA alone. This was demonstrated by the fact that significantly more patients
treated with VenAZA achieved CR + CRi by cycle 2 compared with patients treated with AZA
alone (43.4% versus 7.9%; P < 0.001).8" Additionally, the median DOR of CR + CRi for patients
treated with VenAZA was 17.5 months compared with 13.4 months for patients treated with AZA
alone &' VenAZA also performed significantly better than AZA alone across a range of other
secondary endpoints including EFS, MRD, CR, and CR + CRh (P < 0.001 for all comparisons)
(see Section B.2.5.1 and Appendix L).8" Clinical expert feedback has indicated that the rates of
remission observed in patients treated with VenAZA have historically only been associated with
IC.32 56,69, 70 This is despite the poorer prognosis for this patient population compared with
patients eligible for IC. Given that sustained deep remissions are positively correlated with
improved long-term survival,3! 7' VenAZA has the potential to provide positive long-term
outcomes in a patient population who would otherwise face a very poor prognosis. This treatment
effect can be observed in the plateau in the Kaplan—Meier curves which is observed at ~24
months of treatment for VenAZA (Section B.2.6).

Similarly, VIALE-C with 6-months of additional follow-up demonstrated that VenLDAC was
effective in demonstrating clinically meaningful improvements in the length of survival for patients
with AML compared with LDAC alone.?? Patients receiving treatment with LDAC had a median
OS of 8.4 months compared with 4.1 months in the LDAC treatment arm (descriptive P = 0.04).82
Patients treated with VenLDAC demonstrated an improved rate of response compared to
patients treated with LDAC alone. In VIALE-C [} of patients treated with VenLDAC achieved
CR + CRi compared with just ] (of patients treated with LDAC (descriptive ||l (see
Section B.2.5.2).

The response observed in patients treated with VenLDAC was both rapid and durable when
compared with LDAC alone. This was demonstrated by the fact that more patients treated with
VenLDAC achieved CR + CRi by cycle 2 compared with patients treated with LDAC alone (]
versus [ descriptive P < 0.001). Additionally, the median DOR for CR + CRi for patients
treated with VenLDAC was [ months compared with Jf months for patients treated with
LDAC.#

The VIALE-A and VIALE-C trials found venetoclax combinations to have an acceptable and
predictable safety profile, that was consistent with the known safety profile of venetoclax, AZA,
and LDAC (See Section B.2.9).81.82

Patients with AML who are ineligible for IC are often reliant on blood transfusions to manage the
symptoms of disease, and this is associated with decreased HRQoL and inconvenience for
patients, as well as a substantial burden for the NHS.52-54 In VIALE-A and VIALE-C patients
treated with VenAZA or VenLDAC were more likely to achieve post-baseline RBC/platelet
transfusion independence compared with patients receiving AZA or LDAC alone (See Section
B.2.5).8182

The VIALE-A and VIALE-C trials provide head-to-head evidence for comparison of VenAZA
versus AZA and VenLDAC versus LDAC. However, they do not provide evidence for the relative
effectiveness of VenAZA versus LDAC, which is also of relevance to the decision problem. An
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NMA based on clinical trials identified via a systematic review of the literature has demonstrated
that VenAZA is associated with a significantly lower risk of death and a significantly improved
odds of achieving CR + CRi, compared with LDAC.

Availability of IPD from the VIALE-A and VIALE-C trials additionally allows a propensity score
analysis to be conducted to compare patients who received VenAZA in VIALE-A to those who
received LDAC in VIALE-C in the subgroup of patients with >30% blasts in whom LDAC is
predominately used in practice. After matching, this analysis found a statistically significantly
lower risk of death and of an EFS event for patients who receive VenAZA compared to LDAC.

Finally, IPD available from the HMRN allows assessment of the relative efficacy of VenAZA and
VenLDAC versus their relevant comparators based on real-world data for comparator
effectiveness in UK clinical practice. Propensity score analysis matching the VIALE-A and VIALE
C trials with the real-world HMRN dataset found statistically significant HRs for OS and EFS in
favour of VenAZA versus AZA, VenAZA versus LDAC and VenLDAC versus LDAC, in the blast
subgroups of relevance to the respective comparators.

Strengths and limitations of the clinical evidence base

The clinical evidence within this submission has been derived from an SLR of clinical trials
investigating the efficacy and safety of a variety of treatment options, including venetoclax, in
patients with AML who are ineligible for IC (see Section B.2.1). Evidence for VenAZA and
VenLDAC are provided by the VIALE-A and VIALE-C trials.?'- 82 Both of these trials are of high
quality (randomised, double-blind, placebo-controlled), and the trials have been used as the
basis of the submitted EMA marketing authorisation application.

The trial populations of VIALE-A and VIALE-C are consistent with the anticipated licenced
indication for venetoclax and the population specified in the NICE final scope (see Section B.1).
The baseline characteristics for the patients in both trials are consistent to the target patient
population in the UK, and the generalisability of VIALE-A and VIALE-C baseline characteristics
has been validated by clinical experts.' The patient population in VIALE-A and VIALE-C are
comparable to the HMRN, a UK population-based cohort study.?

A further strength of the evidence base is that the OS data for VIALE-A and VIALE-C are
reasonably mature. At the most recent data cut in VIALE-A (4 January 2020), 56.3% of patients
in the VenAZA arm, and 75.2% of patients in the AZA arm had died.?' Similarly, in VIALE-C at
the most recent data-cut (15" August 2019) 69.2% of patients in the VenLDAC arm and 79.4% of
patients in the LDAC arm had died.??

A key limitation of the evidence base was the lack of a head-to-head comparison for VenAZA to
LDAC, and to address this a propensity score analysis was conducted. In this comparison,
VenAZA was found to be associated with significantly longer OS and EFS compared to LDAC.

Additionally, VIALE-C did not meet its primary endpoint, with no significant difference observed in
OS at the planned primary analysis. However, at the time of the primary analysis, there was
greater censoring of patients in the VenLDAC arm than the LDAC arm, because more patients
had not yet reached median OS. Results from a subsequent unplanned analysis with an
additional 6 months of follow-up (data cut off 15" August 2019) demonstrated a significant
difference in OS between the VenLDAC arm and the LDAC arm.8
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Finally, due to the restriction of AZA for use in patients with 20—-30% blast count, the decision
problem necessitated blast-restricted comparisons (VenAZA versus AZA in 20-30% blasts;
VenAZA versus LDAC in >30% blasts; VenLDAC versus LDAC in >30% blasts). However,
VIALE-A and VIALE-C were not designed to detect differences between the blast restricted
subgroups (blast count at baseline was not a stratification factor), and this is therefore an area of
uncertainty.

End-of-life criteria

Venetoclax should be considered as an end-of-life treatment || GczczNzNzGzGzGzGzGGEGEGEGE

. o <" that (a) these patients have a short life expectancy, normally less
than 2 years and (b) there is sufficient evidence to indicate that the venetoclax offers an

extension to life of at least an additional 3 months, compared with current NHS treatment.

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

Median OS data are available for patients in the 20-30% and >30% blast count subgroups from
post-hoc analyses of the VIALE trials.®3 8* In both populations, patients receiving comparator
treatments had median OS substantially lower than 24 months (Table 46). Results from the
economic model predicted mean undiscounted life years for both populations to be below two
years. As such, VenAZA and VenLDAC should meet the NICE end of life criteria for these
subgroups of the licensed indication under review.

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

The post-hoc analyses of the VIALE trials by blast count subgroups also demonstrated that
VenAZA and VenLDAC provided an extension in median OS of greater than three months,
compared to their relevant comparators (Table 46). Results from the economic model also
predicted that VenAZA and VenLDAC would provide incremental undiscounted life year gains of
substantially more than three months. Therefore, the end-of-life criteria apply to these subgroups
of the licensed indication under review.
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Table 46: End-of-life criteria

Criterion

Data available

extension to
life, normally
of at least an
additional

3 months,
compared with
current NHS
treatment

years gained:
vs VenAZA:

2.609 (31.308
months)

gained:

vs VenAZA: 2.926
(35.112 months)
vs VenLDAC

1.606 (19.272
months)

prediction,
based on VIALE
trial data®® 8

AZA (20-30% LDAC (>30% blast | Source Reference in
blast count) count) submission
The treatment | Median OS: |} Median OS: [} Post-hoc SGA | Section B.2.6
is indicated for | months months of VIALE trial
patients with a data® &
short life Mean Mean undiscounted Economic model | Section B.3.7
expectancy, . . . .
normally less undiscounted life life years: 0.832— prediction,
than years: 1.833 0.839 based on VIALE
i 83, 84
24 months trial data
There is Difference in Difference in median | Post-hoc SGA Section B.2.6
sufficient median OS, OS, months: of VIALE trial
evidence to months: vs VenAZA: I} data®® 84
indicate that vs VenAZA - vs VenLDAC: .
the treatment
offers an
Incremental life Incremental life years | Economic model | Section B.3.7

Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine; NHS: National Health Service; OS: overall survival;
SGA: sub-group analysis; Ven: venetoclax.

B.2.12.1 Conclusion

Considerable unmet need exists for patients with newly diagnosed AML who are ineligible for IC.
The current standard of care treatment options available for these patients are limited to AZA and
LDAC. However, a substantial proportion of patients who are treated with these options fail to
achieve remission. In patients who do achieve remission, remission is often not maintained long-
term and rates of relapse are high.

VenAZA leads to prolonged OS, rapid and durable remissions (CR + CRi), and increased rates
of transfusion independence in patients newly diagnosed with AML and ineligible for IC, including
hard-to-treat subgroups. This increased OS and rate of CR + CRi will improve patients HRQoL
and allow them to spend more time with their family and friends, whilst reductions in transfusion
dependence further improve HRQoL and reduce NHS burden."- 52 53. 85,86 Additionally, clinical
expert feedback has indicated that the remission rates observed in patients treated with VenAZA
have historically only been seen in patients treated with IC,32 %6.69.70 despite the poorer
prognosis of patients unsuitable for IC. VenLDAC has also shown increased OS, CR + CRi rates,
and transfusion independence rates. Therefore, a positive recommendation from NICE would
lead to a significant step-change and dramatically improve the prognosis for patients with AML
who are ineligible for IC, bringing their outcomes closer to those afforded to older patients who
are able to tolerate 1C.30-34
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B.3 Cost effectiveness

VenAZA and VenLDAC represent a cost-effective use of NHS resources when
considered at the venetoclax PAS price, with ICERs below the £50,000 per QALY
willingness-to-pay threshold for all comparisons considered in the base-case analysis

Summary of cost-effectiveness results
De novo cost-effectiveness model

e A de novo cost-utility model was developed to evaluate the cost-effectiveness of VenAZA
and VenLDAC for the treatment of newly diagnosed adult patients with AML who are
ineligible for IC

e The economic analyses focused on two distinct populations based on blast cell count: (i)
patients with a bone marrow blast count of 20-30%, and, (ii) patients with a bone marrow
blast count >30%

e The model adopted a discrete time, cohort-level Markov model with five health states:
‘Remission’, ‘Non-remission’, ‘Progressive disease/relapse’, ‘Cure’, and ‘Death’

e Data from the VIALE-A and VIALE-C trials were used to compare VenAZA and VenLDAC
to AZA and LDAC?5 86

e There is no direct clinical trial data comparing VenAZA to LDAC and therefore a propensity
score analysis was conducted to compare the VenAZA arm of VIALE-A to the LDAC arm of
VIALE-C. However, given the similarity of results, unadjusted trial subgroup data were
used to inform the efficacy of VenAZA and LDAC across all comparisons, for consistency

e Standard parametric distributions were used to extrapolate time-to-event data (time to
relapse/progressive disease; time to death) for patients in the model, stratified by treatment
arm and blast cell count cohort

e Utility values for the ‘Remission’ (CR + CRi), ‘Non remission’, and ‘ Progressive
disease/relapse’ health states were derived from pooled EQ-5D data from the VIALE-A and
VIALE C trials, whereas patients in the ‘Cure’ health state were assumed to have the utility
of the general population

e Resource use and costs included in the model were based on information from the VIALE-
A and VIALE-C trials, previous technology appraisals (TA6427¢ and TA451%4) and
appropriate published sources including the NHS national costs collection®®, NHS national
tariff system,% eMIT,*” and MIMS®

e Feedback from UK clinicians was sought in order to validate assumptions and inputs
included in the model

Base case cost-effectiveness results

e Compared to AZA, VenAZA was associated with an increased number of life years (2.609)
and QALYs gained (Jll). but also higher total costs (JJl]). In the base case analysis the
ICER for VenAZA versus AZA in the 20-30% blast cell count subgroup was £38,866.

e Compared to LDAC, VenAZA was associated with an increased number of life years
(2.926) and QALYs gained (Jll). but also higher total costs (JJil}). In the base case
analysis the ICER for VenAZA versus LDAC in the >30% blast cell count subgroup was
£39,449.

e Compared to LDAC, VenLDAC was associated with an increased number of life years
(1.606) and QALYs gained (Jll), but also higher total costs (JJl}). In the base case
analysis the ICER for VenLDAC versus LDAC in the >30% blast cell count subgroup was
£31,291

Sensitivity and scenario analyses
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e The DSA results identified a small number of key influential parameters (treatment costs,
patient age, and time horizon) with the model being largely robust to uncertainty in the
majority of parameters

e Scenario analyses conducted to address sources of uncertainty in the model
(extrapolations, cure time point, dose intensity, time-on-treatment, utilities) demonstrated
that whilst there was variation in the ICER, the cost-effectiveness conclusions remain the
same and the majority of ICERSs are considered cost-effective at a willingness-to-pay
threshold of £50,000 per QALY

B.3.1 Published cost-effectiveness studies

An SLR was conducted to identify all relevant economic evaluations for the treatment of adult
patients with newly diagnosed AML receiving established first-line treatment, including those
ineligible for IC. Searches were performed in August 2020, and full details of the SLR search
strategy, study selection process and results of included studies are reported in Appendix G.

In total, 12 records were identified which met the inclusion criteria. Of these, five publications
(presented in Table 47), including four previous NICE technology appraisals (TAs) and one
journal article, were used to inform the model structure and inputs for the economic analysis
presented in this submission. The NICE appraisal of gilteritinib for treating relapsed or refractory
AML (TA642) was published after the date of the original SLR and was added retrospectively and
also informed the model structure and inputs.”® A prior appraisal of azacitidine (TA218) which
included patients with AML was identified by the SLR, but was excluded on the basis that AML
patients were pooled with patients with CMML and MDS, and no subgroup analyses of the AML
population only were performed.’ Therefore, the SLR did not identify any economic evaluations
or prior TAs which considered the specific population of interest to this submission.
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Table 47: Summary list of published cost-effectiveness studies

Patient population Intervention Comparator (QALYs, | ICER (per QALY
SR VEEL SR EF ATz (average age in years) (QALYS, costs) costs) gained)
Partition survival model based |Adult patients with newly MIDO + SOC SOC alone £36,926
Tremblay??| 2018 |on OS and CR with a lifetime | diagnosed AML (aged 18-59) |QALYs: 7.79 QALYS: 6.32
time horizon Costs: £267,325 Costs: £213,253
Decision tree and partitioned | Patients with untreated AML |Liposomal Standard cytarabine £46,631
survival model based on OS aged 260 years cytarabine- and daunorubicin
and EFS with a lifetime time daunorubicin (CPX- |chemotherapy
100
TAS52 2018 horizon 351) QALYs: Redacted
QALYs: Redacted Costs: Redacted
Costs: Redacted
Partitioned survival model Patients with untreated AML | MIDO + standard Standard £34,327
101 based on OS and CR with a aged 18-60 years (mean: chemotherapy chemotherapy alone
TAS23 2018 lifetime time horizon 45.2, median: 47.0) QALYs: Redacted QALYs: Redacted
Costs: Redacted Costs: Redacted
Cohort state-transition model |Patients with untreated AML | Gemtuzumab Standard All patients: £20,457
TA54512 [2018 based on CR/CRp with a aged 215 years ozogamicin chemotherapy Cytogenetic risk
lifetime time horizon QALYs: Redacted QALYs: Redacted profile subpopulation:2
Costs: Redacted Costs: Redacted £12,251
Semi-Markov model based on |Patients with AML with >30% |Azacitidine CCR: £20,648
2 OS and EFS with a 10-year bone marrow blasts (Patients | QALYs: Redacted QALYs: 0.64
TA399 2016 | ; .
time horizon aged 75 years at model Costs: Redacted Costs: £40,608
initiation)
Decision-tree followed by Adult patients with relapsed | Gilteritinib Weighted comparator® |£47,695
TA64276 2020 partitioned survival models or refractory FLT3 mutation |QALYs: Redacted QALYs: Redacted
based on OS and EFS with a | positive AML Costs: Redacted Costs: Redacted
lifetime time horizon

aFavourable and intermediate cytogenetic risk. "Weighted comparator included azacitidine, FLAG_IDA (combination of fludarabine, cytarabine, granulocype colony stimulating

factor and idarubicin), MEC (combination of mitoxantrone, etoposide and cytarabine), LDAC and BSC. PFavourable and intermediate cytogenetic risk.

Abbreviations: AML: acute myeloid leukaemia; BSC: best supportive care; CCR: conventional care regimen (consisted of standard chemotherapy, LDAC and BSC); CPX-351:
liposomal cytarabine-daunorubicin; CR: complete remission; CRp: complete remission with incomplete platelet recovery; EFS: event-free survival; ICER: incremental cost-
effectiveness ratio; LDAC: low-dose cytarabine; MIDO: midostaurin; OS: overall survival; QALY: quality-adjusted life year; SOC: standard of care.
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B.3.2 Economic analysis

A de novo cost-effectiveness analysis has been conducted for the purpose of this appraisal and is
described below. The cost-effectiveness model employed for this economic analysis was built in
Microsoft Excel® with the core calculations being conducted in Visual Basic for Applications (VBA).

The objective of this economic analysis was to assess the cost effectiveness of VenAZA
compared to AZA and LDAC, and VenLDAC compared with LDAC for the treatment of i

In line with the NICE reference case, this analysis was conducted from the perspective of the
NHS, including direct medical costs and Personal Social Services (PSS) over a lifetime time
horizon.

B.3.2.1 Patient population

In line with the decision problem addressed in this submission, and the anticipated licenced
indication for VenAZA and VenLDAC, the patient population considered in this economic
evaluation was

As set out in the decision problem in Section B.1.1 (Table 1), AZA is restricted by NICE in current
clinical practice to patients with a blast cell count of 20-30%. Whilst LDAC is not restricted by
blast cell count, it is predominantly used in clinical practice in patients with blast cell counts of
>30%, since AZA is used in patients with blast cell counts of 20-30%. The decision problem was
therefore split into two distinct populations based on blast cell count:

e Patients with a bone marrow blast count of 20-30%
e Patients with a bone marrow blast count >30%

Scenarios have also been explored in the overall population.

B.3.2.2 Model structure

As noted in Section B.3.1, no prior health economic evaluations for VenAZA or VenLDAC in
patients with newly diagnosed AML for whom IC is unsuitable were identified by an SLR for
published economic evaluations in this indication.

Therefore, a de novo health economic model was constructed in Microsoft Excel to evaluate the
cost-effectiveness of VenAZA and VenLDAC versus relevant comparators in the indication of
interest. The developed model is a discrete time, cohort-level five-state Markov model. For
oncology modelling, most model structures revolve between a partitioned survival model (PSM)
and a state-transition model, such as a Markov model. Whilst a PSM does offer the advantage of
simplifying the modelling of patients, it has inherent limitations, which are described in further
detail in Table 48.

Table 48 Summary of strengths of the Markov modelling approach

Justification for
Component PSM Markov model choosing Markov
model
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State
occupancy

The proportion of
patients residing in a
health state is
determined by a set of
non-mutually exclusive
survival curves

The probability of
residing in a set of
mutually exclusive health
states is determined by
transition probabilities

Allows the model to
capture response-
stratified health states
where efficacy, costs,
and utilities can be
independently captured.
Including a health state
for patients in cure allows
the application of
different survival to be
used (such as general
population mortality)

Extrapolation

Relies on prior mortality
trends to inform long-
term extrapolation from
baseline

Links mortality with
intermediate prognostic
events, such as
progressive disease or
relapse

Permits modelling of time
to death for patients in
progressive
disease/relapse

term extrapolations and
provide structural
sensitivity analyses

extrapolations and
provide structural
sensitivity analyses

Treatment Difficult to capture Allows for subsequent Allows for the impact of
sequencing subsequent treatment treatment lines to be subsequent treatments to
lines captured be captured and reflected
during the patient’s
lifetime
Decision More difficult to assess Easier to assess the Allows the model to
making the plausibility of long- plausibility of long-term explore the impact of

alternative extrapolations
for individual endpoints
as well as alternative
assumptions around cure

Abbreviations: PSM: partitioned survival model.

A Markov model was deemed the most appropriate modelling approach to robustly and
transparently capture the benefits of patients who achieve CR + CRi. A ‘Cure’, in which patients
have outcomes in line with the general population is included in the model for patients who
maintain CR + CRi — this is described in full in Section B.3.3.5. This modelling approach ensures
that only patients who maintain CR + CRi can transition to the ‘Cure’ health state. In contrast, a
PSM approach would require application of a fixed cure point whereby all patients who survive
up to a given timepoint are assumed to be cured, irrespective of whether they have previously
relapsed/progressed. This is not clinically realistic, as highlighted by the Evidence Review Group
(ERG) in TA642.'6 The Markov modelling approach provides the flexibility to specify mortality risk
separately for those patients who maintain CR + CRi and transition to the ‘Cure’ state, and thus
can more accurately and transparently reflect clinical reality. The proportions of modelled
patients who are estimated to achieve cure can also be more easily clinically validated using a
Markov approach compared to a PSM. Of note, it is reasonable to assume that transition to cure
can apply to both CR/CRi patients as incomplete count recovery in CRi can be a direct result of
the myelosuppressive nature of the treatment combination in some patients.%?

A graphical depiction of the Markov model approach is presented in Figure 41, and a summary of
the health state transitions that are possible for patients in the model is presented in Table 49.
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Figure 41: Markov model structure overview

Remission

Progressive
disease/relapse

Non-Remission

The model is comprised of five health states, which reflect the disease progression pathway for
patients with AML and are consistent with previous economic evaluations submitted to NICE in
the IC-eligible AML population.”® The health states in the model include:

e (i) ‘Remission’: patients who achieved CR or CRi
e (i) ‘Non-remission’: patients who did not achieve CR or CRi

e (iii) ‘Progressive disease (PD)/relapse’: patients who have PD from non-remission or relapsed
after remission

e (iv) ‘Cure’: patients who are considered to be cured from AML (i.e. patients with long term CR
+ CRi and have outcomes in line with the general population)

e (v) ‘Death’ (an absorbing state): patients who have died

As discussed in Section B.3.2.1, the decision problem was split into two distinct populations
based on blast cell count, and therefore two separate Markov models with identical structures
were developed to consider the interventions and comparators of relevance to these
subpopulations:

e Patients with blast counts 20-30% for whom the intervention was VenAZA and the comparator
was AZA

e Patients with blast counts > 30% for whom the intervention was VenLDAC and the comparator
was LDAC’

At initiation, patients were distributed into either the ‘Remission’ or ‘Non-remission’ health states
according to the CR + CRi rate for each treatment observed in the VIALE-A and VIALE-C ftrials.
The proportion of patients remaining in each heath state or transitioning to the ‘PD/relapse’ state
at each monthly model cycle was then determined for each therapy, based on cyclical hazards
derived from parametric survival functions of time to event data for patients who either did, or did
not, achieved CR + CRi in the VIALE-A and VIALE-C trials (time-to-relapse and time-to-PD for
the transitions from ‘Remission’ and ‘Non-remission’ health states, respectively). Patients could
also transition to the absorbing ‘death’ health state from any other health state in the model,
based on parametric survival functions of time-to-death data from the VIALE-A and VIALE-C
trials. These transitions are discussed in more detail in Section B.3.3.3. The model applies a
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general population mortality in addition to disease specific mortality, which is informed by age-
and sex-specific UK life tables.%3

Due to the ability of venetoclax to facilitate sustained deep remission, the model contains a ‘Cure’
health state.'®* Patients in this state are assumed to be cured, and thus have general population
mortality (based on UK life tables) and accrue the utility of the age-adjusted general population.
Based on feedback from clinical experts, in the base-case analysis it is assumed that all patients
who are receiving VenAZA or VenLDAC and are residing in the ‘Remission’ health state at two
years (27 model cycles) are assumed to be cured and thus these patients transition to the cure
health state. The cure assumption is discussed further in Section B.3.3.4.

Features of the de novo analysis

Costs and health-related utilities were allocated to each health state and multiplied by state
occupancy to calculate the weighted costs and QALYs per cycle. The following costs were
considered in the model: initial treatment costs (acquisition and administration), subsequent
treatment costs, costs associated with the management of AEs, monitoring costs for
interventions and comparators, and end-of-life palliative care costs. Effectiveness measures
included life years (LYs) and quality-adjusted life years (QALYs). The incremental cost-
effectiveness ratio (ICER) of VenAZA/VenLDAC versus each comparator was evaluated in terms
of the incremental cost per QALY gained and the incremental costs per LY gained.

The analysis was conducted from the perspective of the NHS in England, including direct
medical costs and PSS costs over a lifetime time horizon of the patient cohort from the initiation
of treatment. A lifetime horizon was considered in order to comprehensively capture the expected
costs and health outcomes of patients over their remaining lifetime from the initiation of their
treatment. A 28-day cycle length was used to align with the length of a treatment cycle and
appropriately capture the incidence of modelled events and associated outcomes. An annual
discount rate of 3.5% was applied to both costs and benefits, in line with the NICE reference
case.0%

Table 49: Summary of the features of the economic analysis

Current appraisal
Factor ——
Chosen values Justification
Model structure Cohort level Markov model Accurately reflects the clinical reality for
patients treated with VenAZA/LDAC and
comparator therapies, particularly with
respect to achieving a cure
Time horizon Lifetime (40 years) A lifetime horizon was chosen to fully
capture the expected costs and health
outcomes of patients over their remaining
lifetime from the initiation of their treatment
Cycle length 1 month (28 days) with a Aligned with the length of a treatment cycle
half-cycle correction applied | and appropriate to capture the incidence of
to state occupancy traces modelled events and associated outcomes
Discount rate 3.5% for both costs and In line with the NICE reference case'®
benefits
Perspective NHS/PSS in England In line with the NICE reference case'®®
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Source of utilities | Health state utility values In line with the NICE reference case'%®
are derived by cross-walking
EQ-5D-5L scores collected
in the VIALE trials to EQ-5D-
3L index scores, using the
algorithm presented in van
Hout et al. 2012, with
preference weights based
on the UK value set by
Dolan et al. 1997, in line
with the NICE reference

case.1°6' 107
Source of costs o MIMS®8 Established sources of costs within the
e eMITY NHS. In line with the NICE reference case

e NHS National Cost and previous appraisals

Collection 2018—
1995

e National Tariff
System 201617108
and 2020-2021%%

e NICE TA64276
e NICE TA451%

Resource use Resource use in each health | Resource use was not captured within the
state was assumed to be the | VIALE trials but TA642 was considered a
same as that reported in relevant source for resource use data for
TAG42'6 patients with AML.

Measure of health | QALYs In line with the NICE reference case'®

effects

Abbreviations: AZA: azacitidine; eMIT: Drugs and Pharmaceutical Electronic Market Information Tool; LDAC: low-
dose cytarabine; NHS: National Health Service; MIMS: Monthly Index of Medical Supplies; NICE: National Institute
for Health and Care Excellence; PSS: personal social services; QALY: quality-adjusted life year; TA: technology
appraisal; UK: United Kingdom; Ven: venetoclax.

B.3.2.3 Intervention technology and comparators

Cohort: 20-30% blasts
Interventions

As described in Section B.1.1, VenAZA is the intervention of interest for the cohort of patients
with 20-30% blasts. In the cost-effectiveness model, VenAZA consisted of venetoclax orally (400
mg QD) in combination with AZA (75 mg/m?) on days 1-7 of each 28-day cycle. Patients
received a dose increase of venetoclax over the first three days of Cycle 1 to reach the target
400 mg dose (Day 1: 100 mg, Day 2: 200 mg, Day 3: onwards: 400 mg). This is in line with the
dosing regimen in the VIALE-A trial and the suggested posology in the draft SmPC for
venetoclax.82 8693 Data from the subgroup of patients with 20—-30% blasts from the VenAZA arm
of VIALE-A were used to inform the inputs for VenAZA in the economic analysis.83 86

VenLDAC was not considered a relevant intervention for this cohort of patients, as it is expected
that patients currently considered for AZA treatment would receive VenAZA and not VenLDAC
(see Section B.1.3.3).
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Comparators

As described in Section B.1.1, the comparators of relevance to this submission are AZA and
LDAC, in line with the NICE final scope for this submission. AZA is recommended by NICE as
the standard of care for adults who are not eligible for HSCT and have AML with 20—30% blasts
and multilineage dysplasia, according to the WHO classification.” 6 The use of LDAC in AML
patients is not restricted by blast count but, in clinical practice, it is used in patients with blast cell
counts of >30%, as AZA is used in patients with blast cell counts of 20—-30%. Therefore, AZA
represents the relevant comparator in the cohort of patients with 20-30% blasts. In the cost-
effectiveness model, azacitidine was administered in the AZA arm according to the same
regimen as in the VenAZA arm described above.

Data from the subgroup of patients with 20-30% blasts from the comparator arm of VIALE-A
were used to inform the inputs for the AZA arm in the economic analysis.83 86

Cohort: >30% blasts
Interventions

VenAZA and VenLDAC are both relevant interventions for the cohort of patients with >30%
blasts. In the cost-effectiveness model, VenLDAC consisted of venetoclax orally (600 mg QD) in
combination with LDAC (20 mg/m?) on days 1-10 of each 28-day cycle. Patients received a
dose increase of venetoclax over the first four days of Cycle 1 to reach the target 600 mg dose
(Day 1: 100 mg, Day 2: 200 mg, Day 3: 400 mg, Day 4 onwards: 600 mg). This is in line with the
dosing regimen in the VIALE-C trial and the suggested posology in the draft SmPC for
venetoclax.82 8693 The dosing regimen for VenAZA was the same for both 20-30% and >30%
blast cohorts.

Data from the subgroup of patients with >30% blasts from the VenAZA and VenLDAC arms of
VIALE-A and VIALE-C ftrials, respectively, were used to inform the inputs for VenAZA and
VenLDAC in the economic analysis.83 8

Comparators

AZA is not recommended by NICE for treating AML patients with a >30% bone marrow blast
count, and therefore AZA does not represent a relevant comparator in the cohort of patients with
>30% blasts.? Since AZA has generally displaced LDAC used in patients with a blast cell count of
20-30%, LDAC is predominantly used in patients with a blast cell count >30% and therefore
represents the relevant comparator for this cohort of patients.* In the cost-effectiveness model,
LDAC was administered in the LDAC arm according to the same regimen in the VenLDAC arm
described above.

Data from the subgroup of patients with >30% blasts from the comparator arm of VIALE-C were
used to inform the inputs for the LDAC in the economic analysis.®* 85

Scenarios were also conducted where data from the overall populations from the VIALE-A and
VIALE-C trials were used to inform the inputs for interventions and comparators, respectively. A
summary of all comparisons which were explored in the model is provided in Table 50.
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Table 50: Summary of intervention comparisons in the model

Intervention AZA LDAC
20-30% blast count cohort

VenAZA v X
>30% blast count cohort

VenAZA X v
VenLDAC x v

Abbreviations: AZA: azacitidine; LDAC: low dose cytarabine; Ven: venetoclax

B.3.3 Clinical parameters and variables

B.3.3.1 Baseline characteristics

The patient baseline characteristics which were used in the model are summarised in Table 51.
These demographics are used alongside UK life tables to calculate the natural mortality of the
general population within the model, as discussed in Section B.3.2.2.

These inputs were based on the baseline characteristics for all patients pooled across the
VIALE-A and VIALE-C clinical trials. As noted in Section B.2.12, the baseline characteristics for
the patients in both trials are consistent with the target patient population in the UK, and the
generalisability of VIALE-A and VIALE-C baseline characteristics has been validated by clinical
experts.'

Table 51: Patient characteristics in the model

Model parameter Value, mean (SE) Source
Age, years [ ]

Proportion male _

Weight, kg [ ] VIALE-A 8 VIALE-C8
Height, m [ ]

BSA, m/kg |

Weight, heights and BSA are used for calculating dosing in derivation of treatment costs and are not model inputs.
BSA calculated using the Mostellar formula.'%®
Abbreviations: BSA: body surface area; SE: standard error.

B.3.3.2 Initial health state occupancy

At the start of the model, patients are distributed into either the ‘Remission’ or ‘Non-remission’
health states. This was considered to be an appropriate approach given that in VIALE-A and
VIALE-C patients generally achieved remission (CR + CRi) quickly after treatment initiation (see
Section B.2.5). The distribution of patients across these health states is dependent on the
treatment received and is based on the rate of CR + CRi observed for patients in the VIALE-A
and VIALE-C trials (See Section B.2.5).

A summary of the baseline health state occupancy for patients by blast count subgroup and
treatment arm is presented in Table 52. The baseline health state occupancy for the overall
population (by treatment arm) is presented in Appendix M.
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Table 52: Base case distribution of patients into ‘Non-remission’ and ‘Remission’ health
states by intervention and blast count subgroup

Intervention Health state Distribution at initiation Source
n/N | Proportion, mean (SE)
20-30% blast count cohort
Non-remission - _
VenAZA —
Remission - . ALE A
AZA Non-remission - _
Remission ] I
>30% blast count cohort
Non-remission - _
VenAZA — VIALE-A83
Remission [ I
Non-remission - _
VenLDAC —
Remission - _ VIALE-C8
LDAC Non-remission - _
Remission H I

Abbreviations: AZA: azacitidine; CR: complete remission; CR + CRi: composite complete remission; LDAC: low
dose cytarabine; SD: stable disease; SE: standard error; VEN: venetoclax.

B.3.3.3 Time-to-event data informing health state transitions

As described in Section B.3.2.2, the proportion of patients remaining in the ‘Remission’ or ‘Non-
remission’ heath states, or transitioning to the ‘PD/relapse’ or ‘Death’ state at each monthly
model cycle are based on time-dependent hazards derived from time-to-event data from the
VIALE-A and VIALE-C trials.?3 84 The hazard at any one time point is calculated using the
following formula:

hep = Se-1 ~Sw
® S

The EFS outcome collected in the trials does not distinguish between events of progression,
relapse or death. In order to isolate the risk of PD/relapse and death independently, events were
defined separately for the transitions to the ‘PD/relapse’ and ‘Death’ health states to capture the
specific hazard reflected in each transition. Definitions of events were complementary, such that
events included in one transition were censored in the other and vice versa, in order to avoid
double counting. Time-to-relapse and time-to-PD were used to define transitions from
‘Remission’ and ‘Non-remission’ to ‘PD/relapse’, respectively. Relapse and PD were captured as
events for time-to-relapse and time-to-PD, respectively, and patients who experienced death
events or who were lost to follow-up were censored. Time-to-death data were used to inform
transitions from ‘Remission’ and ‘Non-remission’ to ‘PD/relapse’ health states to ‘Death’. For
time-to-death, death was captured as an event, and patients who experienced PD, relapse or
who were lost to follow-up were censored. The time-to-event data used to inform health state
transitions in the model are presented in Table 53.
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Table 53: Summary of time-to-event data informing health state transitions

Transition Eligible patient Index time Event Censor?
population
Non-remission Patients who did Randomisation Confirmed Death or last
to PD not achieve CR + MR/PD or follow-up
CRi treatment failure
Non-remission Death Confirmed
to Death MR/PD,

treatment failure
or last follow-up

Remission to Patients who First date of CR + | Confirmed Death or last
relapse achieved CR + CRi MR/PD or follow-up
CRi treatment failure
Remission to Death Confirmed
Death MR/PD,
treatment failure
or last follow-up
PD/relapse to Patients who had | Time of Death Last follow-up
Death confirmed confirmed MR/PD
morphologic or treatment
relapse (MR)P, failure
progressed

disease (PR), or
treatment failure

aCensoring occurs when patients who experience an event not captured by the transition are censored, this allows
the model to capture the risk of PD and death independently of each other without double counting.

bMorphologic relapse is defined by the IWG as reappearance of 25 blasts after CR + CRi in the peripheral blood or
bone marrow or development of extramedullary disease.

Abbreviations: CR: complete remission; CRi: complete remission with incomplete recovery; MR: morphologic
relapse; PD: progressed disease.

20-30% blast cell count cohort

A summary of the patient numbers used to derive survival curves for the VenAZA and AZA
treatment arms in the 20—30% blast cell count cohort is presented in Table 54.

When considering the clinical plausibility of the survival curves, it is important to bear in mind that
patients can transition out of the ‘Non-remission’ and ‘Remission’ states due to PD/treatment
failure, relapse or due to death events, but these events are captured by independent transitions
(as described in Table 53) that are not reflected in the survival curves of the individual events.
Collectively, these two transitions determine the overall rate of transition out of the ‘Remission’
and ‘Non-remission’ states, which in turn determines the health state distribution over time, but
the presented survival curves (Figure 42 to Figure 46) correspond to the individual events in
isolation.

For example, in the 20-30% blast cell subgroup of the VIALE-A trial, 60 patients receiving
VenAZA achieved remission, of whom 24 (40%) experienced relapse over the trial follow-up. In
contrast, 18 patients did not achieve remission, of whom two (11%) experienced PD/treatment
failure event. Counterintuitively, this might suggest that patients in the “Remission” state are at a
greater risk of PD/relapse than those in the “Non-remission” state; indeed, the resulting Kaplan—
Meier curves (Figure 42 and Figure 44) reflect this. However, these patients are also at risk of
death, which is captured independently by the transition to the ‘Death state’. Of those patients
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who achieved remission, only 12 (20%) died, compared with 15 (83%) of those patients who did
not achieve remission. Since patients in the ‘Non-remission’ state are at a higher risk of death,
fewer patients remain alive to be at risk of experiencing PD/treatment failure. In contrast, patients
in the ‘Remission’ state are at lower risk of death, and therefore remain alive for longer periods of
time where they are at risk of relapse events. When transitions to the ‘PD/Relapse’ and ‘Death’
states are taken together, it is clear that patients transition out of the ‘Non-remission’ state at a
faster rate than those in the ‘Remission’ health state, which aligns with the trial outcomes and
align with clinical expectations. The accuracy of model predictions with respect to the proportions
of patients in the ‘Remission’ and ‘Non-remission’ health states is explored further in B.3.10.

Table 54: Time-to-event data used to derive survival curves in the 20-30% blast cell count
cohort

Transition E&Ig:t N | Events | Censors M:ae‘:lgzr_ve Source
VenAZA

Non-remission to PD/relapse PD l I . Figure 42

Non-remission to death Death ||} [ | | Figure 43

Remission to PD/relapse Relapse | [ | [ | Figure 44 VL’?;;E;A
Remission to Death Death l . . Figure 45

PD/relapse to Death Death ||} [ | [ | Figure 46

AZA

Non-remission to PD/relapse PD [ | | [ | Figure 42

Non-remission to death Death l . . Figure 43

Remission to PD/relapse Relapse | | [ | Figure 44 Vltﬁ;IE;A
Remission to Death Death | |} | [ | Figure 45

PD/relapse to Death Death l I I Figure 46

Abbreviations: AZA: azacitidine; N: number of patients; Ven: venetoclax.
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Figure 42: Kaplan—Meier curve for time-to-PD in ‘Non-remission’ patients (20-30% blast
cell count cohort; VIALE-A)

Abbreviations: AZA: azacitidine; PD: progressive disease.

Figure 43: Kaplan—Meier curve for time-to-death in ‘Non-remission’ patients (20—-30% blast
cell count cohort; VIALE-A)

Abbreviations: AZA: azacitidine.
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Figure 44: Kaplan-Meier curve for time-to-relapse in ‘Remission’ patients (20-30% blast
cell count cohort; VIALE-A)

Abbreviations: AZA: azacitidine.

Figure 45: Kaplan—Meier curve for time-to-death in ‘Remission’ patients (20-30% blast cell
count cohort; VIALE-A)

Abbreviations: AZA: azacitidine.
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Figure 46: Kaplan—Meier curve for time-to-death in ‘PD/relapse’ patients (20-30% blast cell
count cohort; VIALE-A)

Abbreviations: AZA: azacitidine; PD: progressive disease.

>30% blast cell count cohort

A summary of the patient numbers used to derive survival curves for the VenAZA, VenLDAC and
LDAC treatment arms in the >30% blast cell count cohort is presented in Table 55. As noted
above, when interpreting the resulting Kaplan—Meier curves, it is important to bear in mind that
patients can transition out of the ‘Non-remission’ and ‘Remission’ states due to PD/treatment
failure, relapse or due to death events, but these events are captured by independent transitions
(as described in Table 53). Collectively, these two transitions determine the overall rate of
transition out of the ‘Remission’ and ‘Non-remission’ states, which in turn determines the health
state distribution over time.

Table 55: Summary of patient numbers used to derive survival curves in the >30% blast
cell count cohort

Transition ‘ N ‘ Events ‘ Censors ‘ Kaplan—Meier curve Source
VenAZA

Non-remission to PD/relapse . l l Figure 47

Non-remission to Death . . l Figure 48

Remission to PD/relapse [ | [ | [ | Figure 49 VI{:;E;A
Remission to Death . . . Figure 50

PD/relapse to Death . . l Figure 51

VenLDAC

Non-remission to PD/relapse | [} [ | [ | Figure 52 VIALE-C
Non-remission to Death [ | [ | [ | Figure 53 trial®
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Remission to PD/relapse . . l Figure 54

Remission to Death [ | | [ | Figure 55

PD/relapse to Death . . l Figure 56

LDAC

Non-remission to PD/relapse . . l Figure 52

Non-remission to Death . . l Figure 53

Remission to PD/relapse l l l Figure 54 VI{?};E;C
Remission to Death I I I Figure 55

PD/relapse to Death [ | [ | | Figure 56

aAs no events occurred in the >30% blast cohort, the curve selected for the overall population was used.
Abbreviations: AZA: azacitidine; LDAC:low dose cytrabine; N: number of patients; Ven: venetoclax.

Figure 47: Kaplan—-Meier curve for time-to-PD in ‘Non-remission’ patients (>30% blast cell
count cohort; VIALE-A)

Placebo plus AZA arm is not used in the model.
Abbreviations: AZA: azacitidine; PD: progressive disease.
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Figure 48: Kaplan—Meier curve for time-to-death in ‘Non-remission’ patients (>30% blast
cell count cohort; VIALE-A)

Placebo plus AZA arm is not used in the model.
Abbreviations: AZA: azacitidine.

Figure 49: Kaplan—-Meier curve for time-to-relapse in ‘Remission’ patients (>30% blast cell
count cohort; VIALE-A)

Placebo plus AZA arm is not used in the model.
Abbreviations: AZA: azacitidine.
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Figure 50: Kaplan—Meier curve for time-to-death in ‘Remission’ patients (>30% blast cell
count cohort; VIALE-A)

Placebo plus AZA arm is not used in the model.
Abbreviations: AZA: azacitidine.

Figure 51: Kaplan—-Meier curve for time-to-death in ‘PD/relapse’ patients (>30% blast cell
count cohort; VIALE-A)

Placebo plus AZA arm is not used in the model.
Abbreviations: AZA: azacitidine; PD: progressive disease.
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Figure 52: Kaplan—Meier curve for time-to-PD in ‘Non-remission’ patients (>30% blast cell
count cohort; VIALE-C)

Abbreviations: LDAC: low-dose cytarabine; PD: progressive disease.

Figure 53: Kaplan—Meier curve for time-to-death in ‘Non-remission’ patients (>30% blast
cell count cohort; VIALE-C)

Abbreviations: LDAC: low-dose cytarabine.
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Figure 54: Kaplan—Meier curve for time-to-death in ‘Remission’ patients (>30% blast cell
count cohort; VIALE-C)

Abbreviations: LDAC: low-dose cytarabine.

Figure 55: Kaplan—Meier curve for time-to-death in ‘Remission’ patients (>30% blast cell
count cohort; VIALE-C)

Abbreviations: LDAC: low-dose cytarabine.
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Figure 56: Kaplan—-Meier curve for time-to-death in ‘PD/relapse’ patients (>30% blast cell
count cohort; VIALE-C)

Abbreviations: LDAC: low-dose cytarabine; PD: progressive disease.
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B.3.3.4 Extrapolation of health state transitions

As the follow-up periods for the VIALE-A and VIALE-C trials (see Section B.2.5) were shorter
than the model time horizon, extrapolation from the observed time-to-event data was required. In
accordance with the NICE Decision Support Unit (DSU) Technical Support Document (TSD) 14
guidance on survival analyses, a range of standard parametric distributions (exponential,
Weibull, log-logistic, lognormal, Gompertz, and generalised gamma) were explored for
extrapolation.'"® The choice of parametric survival curves were deemed sufficient to capture the
long-term survival of patients beyond the follow up of the trials. More advanced statistical
techniques (e.g. spline) outlined in the NICE DSU 21 were deemed unnecessary and
inappropriate due to the large degree of uncertainty associated with small sample sizes in the
blast count subgroups and were therefore not considered.’! The goodness-of-fit criteria
(including the Akaike information criterion [AIC] and the Bayesian information criteria [BIC]) were
then estimated for each parametric function. In determining the choice of survival model used for
extrapolation in the base case analysis, consideration was given to the following, as per the
recommendations provided in NICE DSU TSD14 and TSD21:110. 111

o Akaike information criterion (AlC)/Bayesian information criteria (BIC) tests: the AIC
and the BIC provide useful statistical tests of the relative fit of different parametric survival
models. These tests weight the improved fit of models with the potentially inefficient use of
additional parameters. Lower AIC and BIC values indicate better fit of the selected model.

e Visual inspection: the visual inspection can evaluate how well a parametric survival
model fits with the observed Kaplan—Meier curves. The parametric survival model that
most closely follows the Kaplan—Meier curve could be considered the best fit.

e Cumulative hazard plots: the parametric curves which best capture the hazard profile of
the survival endpoint could be considered the best fit.

e Clinical plausibility for both short-term and long-term estimates of survival.

A summary of the selected base case extrapolation methods for patients by cohort treatment arm
and health state transition is presented in Table 56. Parametric curve goodness-of-fit statistics,
extrapolated curves, and log cumulative hazard plots are presented for each transition below.
These extrapolations are subject to considerable uncertainty given the small sample sizes
informing each transition (see Section B.3.3.3), but extensive scenario analyses have been
conducted which suggest that the results are robust to alternative approaches for extrapolation
(Section B.3.8.3).

Table 56: Summary of health state transition data sources and base-case extrapolation
approach

Intervention| Health state transition St_lrvwal Cumulgtlve 2 2 1)
figure hazard figure methods
20-30% blast count cohort
VenAZA Non-remission to PD/relapse - Figure 58 Log-normal
Figure 57

Non-remission to Death Figure 59 Figure 60 Log-normal
Remission to PD/relapse Figure 61 Figure 62 Log-normal
Remission to Death Figure 63 Figure 64 Generalised gamma
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PD/relapse to Death Figure 65 Figure 66 Log-normal
AZA Non-remission to PD/relapse | Figure 67 Figure 68 Gompertz
Non-remission to Death Figure 69 Figure 70 Weibull
Remission to PD/relapse Figure 71 Figure 72 Weibull
Remission to Death Figure 73 Figure 74 Log-normal
PD/relapse to Death Figure 75 Figure 76 Log-normal
>30% blast count cohort
VenAZA Non-remission to PD/relapse | Figure 77 Figure 78 Exponential
Non-remission to Death Figure 79 Figure 80 Log-normal
Remission to PD/relapse Figure 81 Figure 82 Generalised gamma
Remission to Death Figure 83 Figure 84 Log-logistic
PD/relapse to Death Figure 85 Figure 86 Log-normal
VenLDAC |Non-remission to PD/relapse | Figure 87 Figure 88 Log-normal
Non-remission to Death Figure 89 Figure 90 Log-normal
Remission to PD/relapse Figure 91 Figure 92 Generalised gamma
Remission to Death Figure 93 Figure 94 Log-normal
PD/relapse to Death Figure 95 Figure 96 Generalised gamma
LDAC Non-remission to PD/relapse | Figure 97 Figure 98 Generalised gamma
Non-remission to Death Figure 99 Figure 100 Log-normal
Remission to PD/relapse Figure 101 Figure 102 Exponential
Remission to Death NE? (Figure 103) Exponential
PD/relapse to Death Figure 104 ‘ Figure 105 Log-normal

aAs no events occurred in the >30% blast cohort, the curve selected for the overall population was used.
Abbreviations: AZA: azacitidine; EFS: event-free survival; LDAC: low-dose cytarabine; Ven: venetoclax.

The model has taken a relative survival approach, in which simulated patients are assumed to be
subject to the risk of disease-specific events due to two independent mechanisms:'""

e Disease-specific hazard (as determined by the disease-specific survival curves reported in
Table 56)

e General population background mortality hazard

In the base case this general population hazard is applied as a product with the disease-specific
survival curves after the maximum follow-up of the VIALE-A and VIALE-C trials. The general
population background mortality hazard component is informed by age- and sex-specific national
life tables.

20-30% blast cell count cohort
VenAZA

‘Non-remission’ to ‘PD/relapse’: A log-normal distribution was selected in the base-case
analysis for extrapolation of time-to-PD in ‘Non-remission’ patients in the VenAZA arm. The
exponential curve provided the lowest AIC/BIC values. However, the distribution provided a poor
visual fit to the data, failing to capture the tail observed in the Kaplan—Meier curve. During
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clinician consultation, it was noted that the exponential distribution provided the most likely
observed survival for long-term extrapolations. However, the poor visual fit and unlikely hazard
profile meant it was disregarded. None of the parametric curves could adequately capture the
cumulative hazard, and therefore the log-normal curve was selected as it had the next lowest
AIC/BIC and a much better visual fit than any of the other distributions.

‘Non-remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Non-remission’ patients in the VenAZA arm. The exponential
curve provided the lowest AIC/BIC values. However, this distribution was unable to capture the
flex in hazard over time observed in the cumulative hazard plot and was therefore disregarded.
The log-normal model was selected as it had the next lowest AIC/BIC and was able to capture
the decreasing hazard observed in the data. During clinician consultation, it was suggested that
the long-term survival predicted by this model at 10 years (0.1%) was unlikely, but this would be
reduced to a more plausible estimate upon application of general population mortality.

‘Remission’ to ‘PD/relapse’: A log-normal distribution was selected in the base-case analysis
for extrapolation of time-to-relapse in ‘Remission’ patients in the VenAZA arm. The Weibull curve
provided the lowest AIC/BIC values. However, this distribution provided a poor visual fit to the
observed data, failing to capture the tail observed in the Kaplan—Meier curve. The log-normal
model had the next lowest AIC/BIC, was supported by the cumulative hazard plot, and captured
the general shape of the observed data. Upon clinician consultation, the preferred choice of
survival curve was the log-logistic model. Given the lognormal model provides lower AIC/BIC and
the long-term survival predicted by the log-normal and log-logistic extrapolations were similar, the
log-normal distribution was selected.

‘Remission’ to ‘Death’: A generalised gamma distribution was selected in the base-case
analysis for extrapolation of time-to-death in ‘Remission’ patients in the VenAZA arm. The
generalised gamma distribution was selected as it provided the lowest AIC/BIC values, and was
supported by the cumulative hazard plot, which captured the severe change in hazard observed
over the trial period. The high predicted mean survival is supported by the observed plateau in
the Kaplan-Meier data, and reflects the fact that patients can be considered cured after
approximately two years.

‘PDI/relapse’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘PD/relapse’ patients in the VenAZA arm. The exponential curve
provided the lowest AIC/BIC values. However, this distribution was a poor fit to the cumulative
hazard and Kaplan—Meier curve, and was therefore disregarded. The log-normal model was
selected as it had the next lowest AIC/BIC and was able to capture the decreasing hazard
observed in the data.
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Figure 57: Parametric survival extrapolations of time-to-PD for patients in ‘Non-remission’
—VenAZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; PD:
progressive disease; Ven: venetoclax.

Figure 58: Log cumulative hazard plots of time-to-PD for patients in ‘Non-remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease; Ven: venetoclax.
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Figure 59: Parametric survival extrapolations of time-to-death for patients in ‘Non-
remission’ — VenAZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 60: Log cumulative hazard plots of time-to-death for patients in ‘Non-remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 61: Parametric survival extrapolations of time-to-relapse for patients in ‘Remission’
—VenAZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 62: Log cumulative hazard plots of time-to-relapse for patients in ‘Remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 63: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 64: Log cumulative hazard plots of time-to-death for patients in ‘Remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 65: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 66: Log cumulative hazard plots of time-to-death for patients in ‘PD/Relapse’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease; Ven: venetoclax.
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AZA

‘Non-remission’ to ‘PD/relapse’: A Gompertz distribution was selected in the base-case
analysis for extrapolation of time-to-PD in ‘Non-remission’ patients in the AZA arm. The
exponential curve provided the lowest AIC/BIC values. However, the distribution provided a poor
fit to the cumulative hazard data, and was unable to capture the late increasing hazard and was
therefore disregarded. The Gompertz distribution was selected as it provided the next lowest
AIC/BIC values and was able to capture the increasing hazard observed in the data.

‘Non-remission’ to ‘Death: A Weibull distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Non-remission’ patients in the AZA arm. The exponential curve
provided the lowest AIC/BIC values. However, this distribution was a poor fit to the cumulative
hazard data and was therefore disregarded. The Weibull distribution was selected as whilst the
cumulative hazard did not fully capture the changes in hazard, particularly the increase seen in
the early section, it was deemed a conservative choice of curve given the uncertainty in the
changing hazard. A mean survival time of 24.1 months was deemed plausible and it provided a
reasonable visual fit. During clinician consultation, it was suggested that the Weibull distribution
was a conservative choice as it was likely to overestimate patient survival.

‘Remission’ to ‘PD/relapse’: A Weibull distribution was selected in the base-case analysis for
extrapolation of time-to-relapse in ‘Remission’ patients in the AZA arm. The Weibull curve provided
the lowest AIC/BIC values and whilst it is acknowledged that the Weibull distribution did not provide
a particularly strong fit to the cumulative hazard data, none of the parametric fits were deemed
more representative. Upon visual inspection the Weibull distribution provided a good fit to the
Kaplan—Meier and so therefore was selected.

‘Remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Remission’ patients in the AZA arm. The Gompertz curve
provided the lowest AIC/BIC values. However, this model was associated with an implausible
median and mean survival time and thus was ruled out. The distribution providing the next lowest
AIC/BIC values was the log-normal distribution. Whilst the mean survival could be deemed
implausible at over 150 months, the log-normal distribution provides a more conservative
prediction compared with the Gompertz curve, and the Kaplan—Meier does suggest a large plateau
in the data. Similarly, when inspecting the cumulative hazard data, the Gompertz curve suggests
a total elimination of any disease-specific hazard, whereas the log-normal curve does capture
some of the shaping hazard over the trial period.

‘PD/relapse’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘PD/relapse’ patients in the AZA arm. The exponential curve
provided the lowest AIC/BIC values. However, this distribution provided a poor fit to the cumulative
hazard, and was therefore disregarded. The log-normal model was selected as it had the next
lowest AIC/BIC whilst also providing a more suitable fit to the cumulative hazard profile. The use
of a log-normal distribution may also be considered conservative given the predicted mean survival
time of 14.5 months.
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Figure 67: Parametric survival extrapolations of time-to-PD for patients in ‘Non-remission’
— (AZA 20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; PD: progressive disease; BIC: Bayesian
information criterion.

Figure 68: Log cumulative hazard plots of time-to-PD for patients in ‘Non-remission’ —
VenAZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease.
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Figure 69: Parametric survival extrapolations of time-to-death for patients in ‘Non-
remission’ — AZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion.

Figure 70: Log cumulative hazard plots of time-to-death for patients in ‘Non-remission’ —
AZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine.
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Figure 71: Parametric survival extrapolations of time-to-relapse for patients in ‘Remission’
— AZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion.

Figure 72: Log cumulative hazard plots of time-to-relapse for patients in ‘Remission’ —
AZA (20-30% blast cell count cohort)

Abbreviations: AZA: azacitidine.
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Figure 73: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
AZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion.

Figure 74: Log cumulative hazard plots of time-to-death for patients in ‘Remission’ — AZA
(20—-30% blast cell count cohort)

Abbreviations: AZA: azacitidine.
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Figure 75: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
AZA (20-30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion.

Figure 76: Log cumulative hazard plots of time-to-death for patients in ‘PD/Relapse’ — AZA
(20—30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease.

>30% blast cell count cohort
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VenAZA

‘Non-remission’ to ‘PD/relapse’: An exponential distribution was selected in the base-case
analysis for extrapolation of time-to-PD in ‘Non-remission’ patients in the VenAZA arm. The
Gompetz curve provided the lowest AIC/BIC values and was supported during clinician
consultation. However, when considering the fit to cumulative hazard data this curve incorrectly
identified an increasing hazard and was inconsistent with the data. The exponential distribution
provided the next lowest AIC/BIC, and whilst this distribution did not provide an adequate fit to
the cumulative hazard profile observed, it was deemed a conservative choice for extrapolation,
given the inadequacy of all other curves.

‘Non-remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Non-remission’ patients in the VenAZA arm. The generalised
gamma curve provided the lowest AIC/BIC values; however, the mean survival was predicted to
be 56.3 months, which was deemed implausible. Log-normal was selected as it had the next
lowest AIC/BIC and yielded a more conservative estimate for the mean survival at 7.4 months.
The choice of a log-normal curve was also supported by the cumulative hazard, which showed
an excellent fit to the data and captured the changed in hazard over the trial period. The
predicted survival was also considered to be the most plausible.

‘Remission’ to ‘PD/relapse’: A generalised gamma distribution was selected in the base-case
analysis for extrapolation of time-to-relapse in ‘Remission’ patients in the VenAZA arm. The
generalised gamma provided the lowest AIC/BIC values, was a good fit to the cumulative hazard
data, and captured the decreasing hazard observed in the data.

‘Remission’ to ‘Death’: A log-logistic distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Remission’ patients in the VenAZA arm. Whilst it was
acknowledged that the log-normal distribution provided the lowest AIC/BIC values, it was
deemed that the log-logistic was a more conservative choice of extrapolation, with a lower
median survival estimate. The log-logistic distribution also provided a similar visual fit to the
cumulative hazard as the log-normal distribution.

‘PD/relapse’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘PD/relapse’ patients in the VenAZA arm. The log-normal curve
provided the lowest AIC/BIC values, was a good fit to the cumulative hazard data, and captured
the decreasing hazard seen in the data.
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Figure 77: Parametric survival extrapolations of time-to-PD for patients in ‘Non-remission’
—VenAZA (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; PD:
progressive disease; Ven: venetoclax.

Figure 78: Log cumulative hazard plots of time-to-PD for patients in ‘Non-remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease; Ven: venetoclax.

Company evidence submission template for venetoclax with a hypomethylating
agent or low dose cytarabine for untreated acute myeloid leukaemia unsuitable for
intensive chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 152 of 227



Figure 79: Parametric survival extrapolations of time-to-death for patients in ‘Non-
remission’ — VenAZA (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 80: Log cumulative hazard plots of time-to-death for patients in ‘Non-remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 81: Parametric survival extrapolations of time-to-relapse for patients in ‘Remission’
—VenAZA (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 82: Log cumulative hazard plots of time-to-relapse for patients in ‘Remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 83: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 84: Log cumulative hazard plots of time-to-death for patients in ‘Remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 85: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenAZA (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 86: Log cumulative hazard plots of time-to-death for patients in ‘PD/Relapse’ —
VenAZA >30% blast cell count cohort)

Abbreviations: AZA: azacitidine; PD: progressive disease; Ven: venetoclax.

VenLDAC
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‘Non-remission’ to ‘PD/relapse’: A log-normal distribution was selected in the base-case
analysis for extrapolation of time-to-PD in ‘Non-remission’ patients in the VenLDAC arm. The log-
normal curve provided the lowest AIC/BIC values, whilst also providing a good visual fit to the
data in the cumulative hazard plot. The log-normal distribution was able to capture the
decreasing hazard over time and therefore was deemed suitable to extrapolate time-to-PD for
patients in ‘Non-remission’.

‘Non-remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Non-remission’ patients in the VenLDAC arm. The log-normal
curve provided the lowest AIC/BIC values and a good visual fit to the cumulative hazard.

‘Remission’ to ‘PD/relapse’: A generalised gamma distribution was selected in the base-case
analysis for extrapolation of time-to-PD in ‘Remission’ patients in the VenLDAC arm. The
generalised gamma curve provided the lowest AIC/BIC, and this was also supported by a visually
good fit to the cumulative hazard plot. The generalised gamma distribution captured the change
in hazard seen in the data and was therefore selected as an appropriate distribution to
extrapolate. During the clinician consultation it was suggested that the exponential distribution
would be the most likely to represent the time to relapse in patients with remission. However,
upon inspection of the hazard and the clear decrease in hazard over time, it was deemed
unsuitable to chose an exponential distribution, given the violation of the constant hazard
assumption.

‘Remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘Remission’ patients in the VenLDAC arm. The generalised
gamma curve provided the lowest AIC/BIC values, however, the implausible predicted mean
made it inappropriate for selection. The log-normal distribution provided the next lowest AIC/BIC
values and provided a more plausible mean survival of 65.2 months, aligning to the plateau
observed in the Kaplan—Meier curve. The log-normal distribution did not fully capture the change
in hazard over time, however, it was noted that none of the parametric distributions were able to
fully capture the change in hazard observed over the trial period. During clinician consultation, it
was suggested that the log-logistic would be the most suitable to extrapolate time to death from
remission. However, given that the predicted mean survival associated with log-logistic (71.6
months) versus log-normal (66.2 months) was lower, the log-normal curve can be considered a
conservative choice.

‘PD/relapse’ to ‘Death’: A generalised gamma distribution was selected in the base-case
analysis for extrapolation of time-to-death in ‘PD/relapse patients’ in the VenLDAC arm. The
Gompertz curve provided the lowest AIC/BIC. However, given the implausible mean survival it
was deemed an inappropriate choice of curve for extrapolation. The distribution providing the
next lowest AIC/BIC values was the log-logistic distribution. However, similar to the Gompertz
distribution, the mean survival of 8.4 months for patients’ PD/relapse was deemed implausible
and it was again ruled out. The distribution with the next lowest AIC/BIC values was the
generalised gamma distribution, providing a more plausible mean survival time of 4.1 months.
The generalised gamma distribution was deemed to provide a good fit to the cumulative hazard
and was able to adequately capture the late hazard in observed in the data. However, it was
acknowledged that the early hazard was not appropriately captured.
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Figure 87: Parametric survival extrapolations of time-to-PD for patients in ‘Non-remission’
— VenLDAC (30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine;
PD: progressive disease; Ven: venetoclax.

Figure 88: Log cumulative hazard plots of time-to-PD for patients in ‘Non-remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; PD: progressive disease; Ven: venetoclax.
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Figure 89: Parametric survival extrapolations of time-to-death for patients in ‘Non-
remission’ — VenLDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine;
Ven: venetoclax.

Figure 90: Log cumulative hazard plots of time-to-death for patients in ‘Non-remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; Ven: venetoclax.
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Figure 91: Parametric survival extrapolations of time-to-relapse for patients in ‘Remission’
— VenLDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine;
Ven: venetoclax.

Figure 92: Log cumulative hazard plots of time-to-relapse for patients in ‘Remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; Ven: venetoclax.
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Figure 93: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; LDAC: low
dose cytarabine; Ven: venetoclax.

Figure 94: Log cumulative hazard plots of time-to-death for patients in ‘Remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; Ven: venetoclax.
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Figure 95: Parametric survival extrapolations of time-to-death for patients in ‘Remission’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine;
Ven: venetoclax.

Figure 96: Log cumulative hazard plots of time-to-death for patients in ‘PD/Relapse’ —
VenLDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; PD: progressive disease; Ven: venetoclax.

LDAC
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‘Non-remission’ to ‘PD/relapse’: A generalised gamma distribution was selected in the base-
case analysis for extrapolation of time-to-PD in ‘Non-remission’ patients in the LDAC arm. The
generalised gamma curve provided the lowest AIC/BIC values, and whilst it was acknowledged
that the mean survival could be deemed implausible, it is consistent with the observed plateau in
the data from 9 months. The cumulative hazard of the generalised gamma distribution also fit to
the observed data well and it was therefore deemed an appropriate distribution to extrapolate
time-to-PD in ‘Non-remission’ patients. During clinician consultation it was suggested that the
log-normal distribution was the most likely to represent long-term hazard. As such, given its
similarity to the log-normal distribution, the generalised gamma was considered a suitable choice
for capturing the hazard profile of ‘Non-remission’ patients.

‘Non-remission’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of OS in non-remission patients in the VenLDAC arm. The generalised gamma
curve provided the lowest AIC/BIC values; however, an implausible mean survival time suggests
the curve is inappropriate for extrapolation. The distribution providing the next lowest AIC/BIC
values was the log-normal distribution which also provided a more plausible mean survival of
11.5 months and captured the changing shape in the hazard well. During clinician consultation, it
was suggested that the exponential distribution would be the best predictor of long-term survival.
However, given that the exponential distribution provided a poor fit to the changing hazard
observed in the data, the log-normal distribution was deemed the most suitable choice.

‘Remission’ to ‘PD/relapse’: An exponential distribution was selected in the base-case analysis
for extrapolation of EFS in Remission patients in the VenLDAC arm. The exponential curve
provided the lowest AIC/BIC, and captured the constant hazard observed in the data, and was
therefore selected as an appropriate distribution to extrapolate.

‘Remission’ to ‘Death’: No ‘Remission’ to ‘Death’ events occurred in the LDAC >30% blast cell
count cohort, and therefore no Kaplan—Meier curve was generated. Given that only one event
occurred in the overall population it was assumed that this would be representative of patients in
the 30% blast cell count cohort and therefore the curves for the overall population were used.
The exponential curve provided the lowest AIC/BIC values for extrapolating OS in remission
patients in the LDAC arm, only one event was observed in the trial period and therefore there is
considerable uncertainty surrounding the Kaplan—Meier curve. Given this uncertainty, it was
deemed inappropriate to select more flexible curves to extrapolate the data and therefore the
exponential curve was deemed appropriate. As only one event was observed, no cumulative
hazard plots were able to be generated.

‘PD/relapse’ to ‘Death’: A log-normal distribution was selected in the base-case analysis for
extrapolation of time-to-death in ‘PD/relapse’ patients in the LDAC arm. The Gompertz curve
provided the lowest AIC/BIC values; however, an implausible mean ruled out this choice of curve
for extrapolation. The exponential distribution provided the next lowest AIC/BIC values, however,
whilst it provided a more plausible mean survival of 3.1 months, this curve did not fit well to the
cumulative hazard observed in the data and was also disregarded. The log-normal distribution
provided the next lowest AIC/BIC values, whilst also providing a plausible mean survival of 4.5
months and a good fit to the cumulative hazard. During the clinician consultation, it was
suggested that the exponential survival rates were too low, whilst the log-normal rates were too
high. As such, the choice of log-normal can be viewed as a conservative choice of curve.
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Figure 97: Parametric survival extrapolations of time-to-PD for patients in ‘Non-remission’
— LDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; PD: progressive disease;
LDAC: low dose cytarabine.

Figure 98: Log cumulative hazard plots of time-to-PD for patients in ‘Non-remission’ —
LDAC (>30% blast cell count cohort)

Abbreviations: PD: progressive disease; LDAC: low dose cytarabine.
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Figure 99: Parametric survival extrapolations of time-to-death for patients in ‘Non-
remission’ — LDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose
cytarabine.

Figure 100: Log cumulative hazard plots of time-to-death for patients in ‘Non-remission’ —
LDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine,
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Figure 101: Parametric survival extrapolations of time-to-relapse for patients in
‘Remission’ — LDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine.

Figure 102: Log cumulative hazard plots of time-to-relapse for patients in ‘Remission’ —
LDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine.
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Figure 103: Parametric survival extrapolations of time-to-death for patients in ‘Remission’
— LDAC (overall population)?

aAs no events occurred in the >30% blast cohort, the curve selected for the overall population was used.
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine.
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Figure 104: Parametric survival extrapolations of time-to-death for patients in ‘Remission’
— LDAC (>30% blast cell count cohort)

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine.

Figure 105: Log cumulative hazard plots of time-to-death for patients in ‘PD/Relapse’ —
LDAC (>30% blast cell count cohort)

Abbreviations: LDAC: low dose cytarabine; PD: progressive disease.
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B.3.3.5 Cure assumption

As previously discussed in Section B.3.2.2, the model contains a ‘Cure’ health state in which
patients are assumed to have age- and sex-matched population mortality (based on UK life
tables) and accrue the utility of the general population.3® Clinical experts consulted explained that
patients treated with venetoclax combinations who achieve a sustained deep remission have the
potential to achieve long-term survivorship, whereby their outcomes are in line with those of the
general population. VenAZA provides deep and durable complete remission rates (CR/CRI
with/without MRD) that have historically only been associated with 1C.32 %6 69. 70Depth and
duration of remission has been positively correlated with length of survival in patients who
receive IC.3". 7" Furthermore, rate of relapse after two years is low (based on experience of
patients treated with I1C)."-34 7275 This feedback corroborates the plateau in the Kaplan—Meier
curves which is observed at ~24 months of treatment for VenAZA (in 20—-30% and >30% blast
populations; B.2.6.1 and B.2.8.2, respectively). Additionally, clinicians noted that the proportion of
patients in CR/CRi for whom cure is assumed at year 2 will be enriched with those with no/low
MRD. Such deep and durable remissions have been shown to be positively correlated with
increased survival in patients treated with IC.”" However improved outcomes do not necessarily
require undetectable levels of MRD, whilst, inversely, a minority of MRD-negative patients may
still relapse.?5% Feedback from clinical experts suggested that there was no additional mortality
risk for these patients compared with the general population. As such, patients in the ‘Cure’ state
are assumed have age- and sex-matched general population mortality (based on UK life tables)
and accrue the utility of the general population.3®

For the base case analysis, it is assumed that all patients receiving VenAZA or VenLDAC who
are in the ‘Remission’ health state after 2 years (27 model cycles) are cured and thus transition
to the ‘Cure’ health state. Alternative timepoints (2.5 and 3 years) have been explored in scenario
analyses. Cure assumptions were included in the previous NICE TAs for gilteritinib (TA642) and
gemtuzumab ozogamicin (TA545).76: 192 However, in contrast to the model presented in this
submission, these cure assumptions were applied to all patients who remained alive after a
certain timepoint, whereas only patients in ‘Remission’ were permitted to transition to the ‘Cure’
state in this model.

As discussed in Section B.1.3, current non-intensive treatments are not used with curative intent
in clinical practice, and therefore it is not clinically plausible to include a cure assumption for
patients receiving AZA and LDAC in the model.® 50 Venetoclax on the other hand has an
innovative mechanism of action that can drive sustained deep remission in combination with
these therapies,'%* as shown by the significantly higher proportion of patients treated with
VenAZA achieving sustained deep remissions compared to AZA alone (Section B.2.5). In
addition, only a small proportion of patients in the AZA (3.5% of patients) and LDAC (0.9% of
patients) arms were in the ‘Remission’ health state at 2 years. Therefore, it is assumed that
patients in the AZA and LDAC arms cannot transition to the cure state, irrespective of whether
these patients are in the ‘Remission’ health state after 2 years.

B.3.3.6 Discontinuation

Patients receiving active treatment in the model are assumed to be at risk of treatment
discontinuation. The rate at which patients discontinue treatment is dependent on treatment arm
and is determined by fully parametric time on treatment curves. In the same manner as for time-
to-PD/relapse (see Section B.3.3.4), six standard parametric survival functions were explored.

Company evidence submission template for venetoclax with a hypomethylating
agent or low dose cytarabine for untreated acute myeloid leukaemia unsuitable for
intensive chemotherapy ID1564

© AbbVie 2021 All rights reserved Page 169 of 227



Time on treatment is modelled independently of the model health states, with the model
containing functionality to prevent time on treatment from surpassing OS. Once patients have
discontinued treatment, they are assumed to move on to subsequent treatment, and receive the
costs of subsequent treatment until death or the modelled time horizon has been reached (See
section B.3.5.1).

For patients treated with VenAZA and AZA in the 20—-30% blast count cohort, and patients
treated with VenAZA in the >30% blast count cohort, the log-normal distribution was selected as
it provided the lowest AIC/BIC for extrapolating time on treatment, whilst also providing a
reasonable fit to the data.

For patients treated with VenLDAC in the >30% blast count cohort the log-normal distribution
was selected. Whilst the Gompertz curve provided the lowest AIC/BIC values for extrapolating
time on treatment in patients in the VenLDAC arm; however, due to the implausible mean time
on treatment, it was deemed an inappropriate survival curve. The log-logistic distribution
provided the next lowest AIC/BIC values; however, similar to the Gompertz distribution, an
inappropriate mean time on treatment of 59.1 months was predicted. The log-normal distribution
provided the next lowest AIC/BIC values, whilst offering a more conservative estimate of the
mean time on treatment.

For patients treated with LDAC in the >30% blast count cohort the log-normal distribution was
selected. The generalised gamma curve provided the lowest AIC/BIC values for extrapolating
time on treatment in patients in the LDAC arm; however, due to the implausible mean time on
treatment of 8.6 months, it was deemed an inappropriate survival curve. The log-normal
distribution provided the next lowest AIC/BIC values whilst also offering the more conservative
mean time on treatment.

A summary of the selected base case extrapolation methods for patients treatment arm is
presented in Table 57.

Table 57: Summary of discontinuation data sources and base-case extrapolation
approach

Treatment arm Extrapolation methods Data sources
20-30% blast count cohort
Log- I
VenAZA 0g-norma VIALE-A trial®®
AZA Log-normal
>30% blast count cohort
VenAZA Log-normal VIALE-A ftrial®
Log- I
VenLDAC 0g-norma VIALE-C trial™
LDAC Log-normal

Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine; OS: overall survival; Ven: venetoclax.

Parametric curve goodness-of-fit statistics and extrapolated curves for time-on-treatment are
presented below.
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Figure 106: Extrapolated time-on-treatment curves for patients treated with VenAZA in the
20-30% blast count cohort

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 107: Extrapolated time-on-treatment curves for patients treated with AZA in the 20-
30% blast count cohort

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion.
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Figure 108: Extrapolated time-on-treatment curves for patients treated with VenAZA in the
>30% blast count cohort

Abbreviations: AIC: Akaike information criterion; AZA: azacitidine; BIC: Bayesian information criterion; Ven:
venetoclax.

Figure 109: Extrapolated time-on-treatment curves for patients treated with VenLDAC in
the >30% blast count cohort

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine;
Ven: venetoclax.
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Figure 110: Extrapolated time-on-treatment curves for patients treated with LDAC in the
>30% blast count cohort

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; LDAC: low dose cytarabine.

B.3.3.7 Adverse events

AEs were evaluated for the modelled cohort at treatment initiation (Cycle 1). AEs included in the
model were those of Grade 3 or 4 severity that occurred in >5% patients (see Table 58). AE
frequencies were treatment-arm specific and based on the rate of AEs observed in the overall
populations of the VIALE trials.8 84 Utility decrements and costs associated with AEs are
presented in Section B.3.4.3 and Section B.3.5.3, respectively.

Table 58: Rate of AEs in the economic analysis

Treatment arm
VenAZA AZA
Anaemia 0.261 ( ) 0.201 (
Atrial fibrillation
Dyspnoea

AE, mean (SE)

LDAC

o
o
N
(2]
o
o
w
w

)

Fatigue

Febrile neutropaenia

Hypertension

Hypokalaemia

Hyponatraemia

Hypophosphataemia

<
)
S
=
=
>
(9]

Leucocytosis
Leukopaenia 0.205 (0.024) 0.118 (0.027)
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Thrombocytopenia

0.445 (0.030)

0.382 (0.040)

Urinary tract
Infection

White blood cell
count decreased

Neutropenia 0.420 (0.029) 0.285 (0.038) I ]

Neutrophil count

decreased ] ] I ]

Platelet count

Decreased ] ] I ]

Pneumonia 0.177 (0.023) 0.250 (0.036) I ]

Pyrexia I I I I

Sepsis I I I I
I I
I |
I ]

Abbreviations: AE: adverse event; AZA: azacitidine; LDAC: low-dose cytarabine; SE: standard error; Ven:
venetoclax.
Source: VIALE-A Clinical Study Report,® VIALE-C Clinical Study Report.®*

B.3.4 Measurement and valuation of health effects

B.3.4.1 Health-related quality-of-life data from clinical trials and mapping

The VIALE trials assessed HRQoL via the EQ-5D-5L health utilities instrument.83 84 For use in
the model, health state utility values were derived in line with the NICE reference case: pooled
EQ-5D-5L scores collected in the VIALE trials were cross-walked to EQ-5D-3L utility index
scores using the algorithm presented in van Hout et al. (2012), which is based on the UK value
set by Dolan et al. (1997).196. 107 Therefore, the utility values presented in Section B.3.4.4 are
representative of the population of interest in UK clinical practice.

B.3.4.2 Health-related quality-of-life studies

An SLR was conducted to identify all relevant utilities in patients with AML. The SLR was
performed in August 2020. In total, 16 records were identified that included primary utility data.
Full details of the SLR search strategy, study selection process and the results of included
studies are reported in Appendix H.

The SLR yielded no utility data for patients with AML who are ineligible for IC treated with
VenAZA or VenLDAC. In line with the NICE reference case, health state utility values applied in
the base case were derived from EQ-5D-5L data collected in the VIALE trials.'"? The SLR did
identify one study, Wehler et al. (2018), describing a health state utility model, which estimated
the impact of ivosidenib on HRQoL in patients with relapsed or refractory AML.""® AE utility
decrement values presented in Wehler et al. (2018) were applied in the base case economic
analysis.!"3

B.3.4.3 Adverse reactions

Utility decrements were applied as a one off decrement during Cycle 1, to estimate the reduction
in quality of life associated with short-term AEs. All AE utility decrements were sourced from
Wehler et al. (2018).""3 This was deemed to be an appropriate source of inputs for the AE
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decrement values as this study represents a recent source of utility data from a patient
population similar to the population of interest in this submission. AE decrement values used in
the base case economic analysis are presented in Table 59.

Table 59: AE utility decrement values

AE Mean SE Source
Anaemia 0.090 0.018
Atrial fibrillation 0.121 0.024
Dyspnoea 0.219 0.044
Fatigue 0.073 0.015
Febrile neutropaenia 0.090 0.018
Hypertension 0.020 0.004
Hypokalaemia 0.121 0.024
Hyponatraemia 0.121 0.024
Hypophosphataemia 0.121 0.024
Leucocytosis 0.090 0.018
. Wehler et al. (2018)'3
Leukopaenia 0.090 0.018
Neutropaenia 0.090 0.018
Neutrophil count decreased 0.090 0.018
Platelet count decreased 0.090 0.018
Pneumonia 0.218 0.044
Pyrexia 0.110 0.022
Sepsis 0.218 0.044
Thrombocytopaenia 0.090 0.018
Urinary tract infection 0.218 0.044
White blood cell count Decreased 0.090 0.018

Abbreviations: AE: adverse event; SE: standard error.

B.3.4.4 Health-related quality-of-life data used in the cost-effectiveness

analysis

Health state utilities

EQ-5D data pooled from the VIALE-A and VIALE-C trials were used to derive health state utility
values. The data were pooled to maximise overall sample sizes, thereby reducing the uncertainty
in the utility estimates. EQ-5D data were collected initially on Day 1 of Cycle 1 then on Day 1 of
alternating subsequent cycles (Cycle 3, Cycle 5 etc.). Data were also collected on the final visit of
each patient, defined as the last assessment on or after the date of disease progression, relapse
from CR + CRIi, or treatment failure. The numbers of patients who provided EQ-5D scores at
each cycle are presented in Table 60.

Table 60: Number of patients who provided EQ-5D scores at each treatment cycle (data
pooled across VIALE-A and VIALE-C trials)

Cycle ‘ Number of Patients |
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25
Final visit
Source: VIALE-A Clinical Study Report, Table 14.2 6.3.8% VIALE-C Clinical Study Report, Table 14.2_ 8.3.84

—
—
e U

Descriptive statistics (presented in Table 61) for the utility values were calculated using pooled
patient-level EQ-5D data stratified by the following categories, corresponding to model health
states:

e EQ-5D measures for ‘Non-remission’: Any EQ-5D assessments for patients in the EFS state
without remission, i.e. any assessment before the date of CR + CRi

e EQ-5D measures for ‘Remission’: any EQ-5D assessments for patients in the EFS state with
remission, i.e. any assessment on or after the date of CR + CRi

e EQ-5D measures for PD/relapse: Any EQ-5D assessment for patients in "PD” or “relapsed
disease". This was defined as any assessments on or after the date of disease progression,
relapse from CR + CRi, or treatment failure

Patient-level EQ-5D data from all treatment arms were used to generate utility values, with utility
assumed to be health-state dependent only, not treatment-dependent.

Table 61: Descriptive statistics for EQ-5D health state utility values (data pooled across
VIALE-A and VIALE-C trials)

Health state Number of Number of Mean (SD)
patients assessments
Before treatment B B
EFS without CR/CRIi (Non-remission) [ |
EFS with CR/CRi (Remission) u [
PD/relapse B B

The same patient could have been in multiple health states at different visits. The statistics presented here reflect
the number of patients with at least one assessment with the specified health state
Abbreviations: SD: standard deviation.

Health state utility values were derived in line with the NICE reference case: pooled EQ-5D-5L
scores collected in the VIALE trials were cross-walked to EQ-5D-3L utility index scores using the
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algorithm presented in van Hout et al. (2012), which is based on the UK value set by Dolan et al.
(1997).106, 107

The utility index scores were measured repeatedly over time, which resulted in correlation of
observations between different time points. To account for the repeated and longitudinal nature
of the data, a linear mixed-effects (LMM) regression model was developed to estimate patient
utility scores with a robust variance estimator to account for correlation within patients' repeated
assessments. Assuming data were missing at random, the LMM model would yield unbiased
estimates of the health state utilities. The dependent variable of the model was EQ-5D utility
score, and the independent variables were the health state status (EFS with CR/CRi, EFS
without CR/CRIi, PD/relapse). Utility values for “before treatment” were used as the reference
group. In the LMM model, the patient effects were included as random effects to account for
unobserved, patient-specific characteristics and multiple observations per patient. Both random
intercepts and slopes were considered in the analysis.

Since utilities estimated were treatment-independent, the impact of AEs on utility estimates were
considered and were adjusted for in the model. Grade 3 or 4 AEs that occurred in 25% in the
VIALE-A and VIALE-C trials were included as covariates. Specifically, selected AEs included
neutropenia (including neutropenia, neutrophil count decreased and febrile neutropenia),
thrombocytopenia (including thrombocytopenia, and platelet count decreased), anaemia,
leukopenia (including leukopenia and white blood cell count decreased), hypokalaemia (including
hypokalaemia, hyponatraemia and hypophosphatemia), pneumonia, hypertension. The LMM
regression analysis was conducted using the SAS PROC GLIMMIX procedure with an identity
link function and normal error term distribution. The resulting EQ-5D health state utilities used in
the base case economic analysis are presented in Table 62.

Table 62: EQ-5D health state utilities

Health state Mean SE Source
Remission __ __ Pooled VIALE-A/C
Non-remission [ ] [ datat? 8
PD/relapse I |

Abbreviations: SE: standard error.

In oncology modelling, the utility of patients is well characterised as a function of time to death,
with a lower QoL expected for patients as they approach end-of-life. The majority of patients
receiving AZA and LDAC in VIALE-A and VIALE-C died during the trial follow-up, with [Jf/143
() of patients receiving AZA and [}/68 () patients receiving LDAC experiencing a death
event. Since patient-level EQ-5D data from all treatment arms were used to generate these utility
values, any changes in the HRQoL as patients approached death are likely to have been
captured and the utility values presented in Table 62 were deemed appropriate to reflect the
utility of patients in these health states.

Cure utility

Based on feedback from clinical experts, patients who reside within the cure state are assumed
to receive the utility of the general population. This assumption was considered plausible by
clinical experts given that only patients in ‘Remission’ were permitted to transition to the ‘Cure’
state, and the difference between utility associated with remission and the utility of the general
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population is small (0.74 versus 0.79). With increasing age, health utility is expected to decline.
In the base case, age-dependent utilities are based on the formula outlined in Ara et al.
(2010),""* which calculates the utility as a function of age and sex.

B.3.5 Cost and healthcare resource use identification,
measurement and valuation

An SLR was conducted to identify all relevant cost and resource use in treatment naive patients
with AML. The SLR was performed in August 2020. In total, 7 records were identified which
featured relevant cost and resource use data associated with treatment naive patients with AML.
Full details of the SLR search strategy, study selection process and results are reported in
Appendix H.

The following cost categories are included in the model:

e Drug acquisition costs for interventions and comparators (Section B.3.5.1)
e Costs associated with subsequent treatments (Section B.3.5.1)

e Monitoring costs for intervention and comparators (Section B.3.5.2)

e Cost of end-of-life palliative care (Section B.3.5.2)

o Costs associated with the management of AEs (Section B.3.5.3)

The economic analysis was conducted from the perspective of the NHS and PSS and therefore
only included direct medical costs that would be incurred by the NHS and PSS. Cost inputs were
based on the Monthly Index of Medical Specialities (MIMS),°8 Personal Social Service Research
Unit (PSSRU),"> NHS National Cost Collection 2018—19,%° NHS National Tariff System 2016—
17,"%8 and electronic Market Information Tool (eMIT).®” Relevant resource use and costs were
also extracted from TA642 and TA451.76. 94

B.3.5.1 Intervention and comparators’ costs and resource use

Drug acquisition and administration costs

For drug acquisition costs for interventions and comparators, presented in Table 63, the dosing
regimen and dose intensity were sourced from the VIALE-A and VIALE-C clinical study reports.8*
84 The mean BSA of patients in the VIALE-A and VIALE-C trials was used to calculate the mean
dose of AZA and LDAC, respectively (see Section B.3.3.1). Per cycle treatment acquisition costs
were based on the cost per 100 mg and the total per cycle dose of each treatment. The
treatment acquisition cost for venetoclax including a patient access scheme (PAS) discount of
-% is also presented in Table 63.

The administration costs associated with azacitidine and LDAC treatment were derived from
NHS National Tariff (2020/21).% Given that venetoclax is an oral therapy, it was assumed that
there were no administration costs associated with venetoclax treatment.
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Table 63: Treatment acquisition and administration costs for venetoclax, azacitidine and LDAC

Treatment arm Dosing schedule? Price per Acquisition cost per Cost per Administrations Total
100 mg treatment cycleb° administration per cycle administration cost
(list price) | |jst price | PAS price per treatment cycle
VenAZA
Ven [Cycle 1: (?(;:gyr’a?n?)’_fg.ee‘day
treatment X £299.34 3 £0.00
initiation] D1: 100 mg, D2: 200
mg, D3: 400 mg
Ven [Cycle 1: 400 mg, orally, QD
post treatment £42.76 £4,276.29 ] £0.00 25 £0.00
initiation)
Ven 400 mg, orally, QD
[Subsequent £4,789.44 [ 28 £0.00
cycles]
(All cycles) 75 mg per
AZA m? BSA on days 1-7 of £220.00¢ £ 3,080.00°4 £159.00¢ 7 £1,113.00
each cycle
VenLDAC
Orally, QD, four-day
Ven [Cycle 1: dose ramp-up:
treatment D1: 100 mg, D2: 200 £555.88 e 4 £0.00
initiation] mg, D3: 400 mg, D4:
600 mg
Ven [Cycle 1: £42.76 £0.00
post treatment | 600 mg, orally, QD £6,157.85 e 24 £0.00
initiation]
Ven
[Subsequent 600 mg, orally, QD £7,184.16 ] 28 £0.00
cycles]
(All cycles) 20 mg per
LDAC m? BSA on days 1-10 £2.64 £26.40°f £159.00¢ 10 £1,590.00
of each cycle
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Comparators

(All cycles) 75 mg per
AZA m? BSA on days 1-7 of £220.00°¢ £3,080.00 ¢ £159.00° 7 £1,113.00
each cycle

(All cycles) 20 mg per
LDAC m?2BSA on days 1-10 £2.64 £26.40¢f £159.00° 10 £1,590.00
of each cycle

aEach treatment cycle was 28 days. PList prices for Ven and AZA were sourced from the MIMS,?8 the list price for LDAC was sourced from the eMIT database.?® cList prices were
used for AZA and LDAC as it was not possible to determine PAS prices. 9Per cycle acquisition costs based on 138.57 mg of AZA per day on days 1-7 (assuming a BSA of 1.85
m? and wastage of the remainder of the vial) ®National Tariff 2020/21;% SB12Z; deliver simple parenteral chemotherapy at first attendance. Per cycle acquisition costs based on
36.02 mg of LDAC per day on days 1-10 (assuming a BSA of 1.80m? and wastage of the remainder of the vial).

Abbreviations: AZA: azacitidine; BSA: body surface area; D: day; LDAC: low-dose cytarabine; eMIT: Drugs and Pharmaceutical Electronic Market Information Tool; MIMS:
Monthly Index of Medical Supplies; PAS: patient access scheme; QD: once daily; Ven: venetoclax.
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Dose intensity

Data from the VIALE trials and clinical expert opinion indicate that neutropenia and infections are
common in patients with AML, and as such patients often receive antimicrobial prophylaxis using
agents that are strong/moderate CYP3A inhibitors.* 8384 The use of concomitant
strong/moderate CYP3A inhibitors requires dose reduction of venetoclax.®® Furthermore, many
patients who respond to VenAZA also require dose modifications to manage cytopenia, which
include delays between treatment cycles or within-cycle reduction of the venetoclax dosing
days.®? In order to account for dose reductions and interruptions in each treatment arm a relative
dose intensity was applied to each component of treatment.

In the base case analysis, dose intensity estimates for VenLDAC, AZA and LDAC were based on
the post-hoc analyses of VIALE-A and VIALE-C trial data (measured against the expected
licenced dose of venetoclax, as reported in Table 33 and Table 40), which were subsequently
validated by clinical experts as being reflective of dose intensities seen in UK clinical practice
(Table 64).% 884 The dose intensity of the Ven component of VenAZA was based on expert
clinical opinion as clinicians indicated that the dose intensity for the Ven component of VenAZA
in VIALE-A (Jl]%) was higher than expected, and a dose intensity of 50% was more in line with
clinical practice in the UK.* Evidence suggests that there is no dose-response relationship
associated with Ven dose reductions when CYP3A inhibitors are prescribed concomitantly, so it
was assumed that the efficacy of VenAZA remains unchanged in the model.'6

Given the uncertainty surrounding the assumption for Ven dose intensity, and the subsequent
impact on cost-effectiveness, a scenario analysis assessed the impact of increasing the dose
intensity to 60% for venetoclax, in line with the dose intensity observed in the VIALE-A trial (See
Section B.3.8.3).

Table 64: Treatment arm dependant dose intensity

Treatment arm Component Mean SE Source
VenAZA Ven 0.500 0.1002 CI|n|c§I gxpert
opinion
AZA [ | [ VIALE-A83
VenLDAC Ven - -
VIALE-C8
LDAC [ ] [
AZA AZA [ | [ VIALE-A83
LDAC LDAC [ N VIALE-C#

aSE for the Ven component of VenAZA assumed to be 20% of the mean value.
Abbreviations: AZA: azacitidine; LDAC: low-dose cytarabine; SE: standard error; Ven: venetoclax.

Subsequent treatments

As described in Section B.3.3.6, patients receiving active treatment in the model were assumed
to be at risk of treatment discontinuation. Once patients discontinued treatment, they were
assumed to stop accruing the treatment-related costs and incur costs associated with

subsequent treatment.

Based on expert clinical opinion, 3% of patients receive gilteritinib after receiving VenAZA and
VenLDAC, with all remaining patients receiving hydroxycarbamide. Patients receiving AZA or
LDAC all go on to receive hydroxycarbamide. Given the uncertainty surrounding the composition
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of subsequent treatments, a scenario analysis was used to determine the impact of assuming
15% of patients receiving VenAZA and VenLDAC go on to receive subsequent gilteritinib (see
Section B.3.8.3). The dosing schedule and drug acquisition and administration costs of
subsequent treatments are presented in Table 65. The proportion of patients receiving
subsequent treatments and the mean total cost in each first line treatment arm are presented in
Table 66.
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Table 65: Dosing schedule and drug acquisition and administration costs of subsequent treatments

Subsequent . A . b P?CK jecaastien Cost per Administrations/ Administration
Dosing schedule Price/pack size cost per cycle - .
treatment (mg) administration cycle cost per cycle
D 84 x 40

Gilteritinib 120 mg QD £14,188.00 mg £14,188.00 £127.00° 1 £127.00
20-30 mg per kg QD 100 x

HC/HU (assumed to be 25 mg £9.59¢ 500 £10.74 £127.00° 1 £127.00
per kg) mg

aEach treatment cycle was 28 days. PList price for gilterinib was sourced from the MIMS,% the list price for HC/HU was sourced from the eMIT database.?® °National Tariff
2020/21;° SB11Z; deliver exclusively oral chemotherapy. 9Per cycle acquisition costs based on 1847.50 mg of HC/HU per day (assuming a weight of 73.90 kg; VIALE-A) and

1775.00 mg of HC/HU per day (assuming a weight of 71.00 kg; VIALE-C).
Abbreviations: BSA: body surface area; HC/HU: hydroxycarbamide/hydroxyurea; LDAC: low-dose cytarabine; QD: once daily.

Table 66: Subsequent treatment costs

Treatment Proportion receiving Total cost per Weighted cost per Mean total cost SE total cost
subsequent treatment cycle cycle
VenAZA
Gilteritinib 3.0% £14,315.00 £429.45
£563.06 £112.61
HC/HU 97.0% £137.74 £133.61
VenLDAC
Gilteritinib 3.0% £14,315.00 £429.45
£563.06 £112.61
HC/HU 97.0% £137.74 £133.61
AZA
HC/HU | 100.0% | £137.74 | £137.74 | £137.74 | £27.55
LDAC
HC/HU | 100.0% | £137.74 | £137.74 | £137.74 | £27.55

aAll SEs were assumed to be 20% of the mean value.
Abbreviations: AZA: azacitidine; HC/HU: hydroxycarbamide/hydroxyurea; LDAC: low-dose cytarabine; SE: standard error; Ven: venetoclax.
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B.3.5.2 Health-state unit costs and resource use

The mean total health state costs per cycle in the 'Remission’, ‘Non-remission’, and PD/relapse
health states are presented in Table 67. Health state resource use was assumed to be the same
as that modelled in TA642, and included outpatient and emergency department visits, diagnostic
procedures and tests, blood transfusion, and hospitalisations.”®Health state costs in TA642 are
reported for patients ‘alive and event-free’, ‘alive and post-event’ and ‘death’.”® The model
presented within this submission adds an additional level of granularity on the ‘alive and event-
free’ health state by stratifying patients by achievement of CR + CRi. The corresponding health
states in TA642 which were used to heath state costs for this model are presented in Table 67.

Patients in the cure health state were assumed to have a health state cost which was the same
as patients in the remission health state, in alignment with the approach taken in TA642.76

One-off costs were incurred by those entering the ‘Death’ health state to capture the additional
resource use associated with end of life care. The cost incurred by patients entering the ‘Death’
health state was derived from data presented by Georghio and Bardsley (2014).1"7
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Table 67: Mean total health state costs used in the base case economic analysis

Health state Corresponding Justification Mean total costs Source
Health State in per cycle (SE)?
TA642

Non-remission® EFS without HSCT | Deemed to appropriately represent patients in £2,432.86 (484.77)
(Azacitidine/LDAC) | the non-remission health state

Remission® EFS with Deemed to appropriately represent the lower £163.55 (32.71)
HSCT/Long-term | resource use associated with achieving CR + TAG424176
survivors CRIi for patients in the remission health state
PD/relapse® Post-event without | Deemed to appropriately represent the £2,638.21 (527.64)
HSCT resource use associated with patients in the
PD/relapse health state
Cureb £163.55 (32.71) Assumption
NA
Death® £2,603.40 (520.68) Georghio and Bardsley (2014)s"117

3All SEs were assumed to be 20% of the mean value.? Per cycle cost. ¢ One-off cost. ¢ Costs from TA642 were inflated from 2018 to 2019 costs using an inflation factor of 1.023.
¢Costs from Georghiou and Bardsley were adjusted to a 28-day cost be multiplying by a ratio of 28/90. Costs were inflated from 2011 costs to 2020 costs using an inflation factor
of 1.148. T All inflation factors were calculated using data from the PSSRU Unit Costs of Health and Social Care (2019).""5

Abbreviations: NA: not applicable; SE: standard error.
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B.3.5.3 Adverse reaction unit costs and resource use

AE management costs were modelled via a one-off cost, applied on treatment initiation (Cycle 1).
The mean cost of each AE (per occurrence) in the economic analysis is presented in Table 68.

Table 68: AE costs used in the economic analysis

AE

Mean cost per
occurrence (SE)?

Currency code

Source

Anaemiaf

£350.04 (70.01)

SA08G, SA08H, SA08J

Atrial Fibrillationf

£731.32 (146.26)

EBO7A, EBO7B,
EBO07C, EBO7D, EBO7E

DZ27N, DZ27Q,

Dyspnoea’ £459.87 (91.97) DZ27R, DZ27S,
DZ27T, DZ27U
Fatigue' £303.57 (60.71) | KCOSJ, KCOSK, KCOSL,

KCO05M, KCO5N

Febrile Neutropeniaf

£350.04 (70.01)

SA08G, SA08H, SA08J

NHS National Cost
Collection 2018-
19b,95

Leukopenia”

£1,026.11 (205.22)

Hypertension® £331.74 (66.35) EB04Z
Hypokalaemia® £303.57 (60.71) PA48B
PA48B NHS National Tariff
Hyponatremia" £1,026.11 (205.22) System 2016—
17c,e,108
Hypophosphatemia £827.96 (165.59) NA NICE TA4514f94
Leucocytosis" £1,026.11 (205.22) PA48B NHS National Tariff
PA48B System 2016—

170,9,108

Neutropenia’

£350.04 (70.01)

SA08G, SA08H, SA08J

NHS National Cost
Collection 2018—19%

Thrombocytopeniaf

£322.01 (64.40)

SA12G, SA12H,
SA12J, SA12K

Urinary Tract Infection'

£278.85 (55.77)

LAO4P, LAO4Q, LAO4R,
LA04S

Neutrophil Count PA48B
Decreapsedh £1,026.11 (205.22) NHS National Tariff
Platelet Count PALSE System 2016—
areter ~oun £1,026.11 (205.22) 170108
Decreased
Pneumonia” £179.96 (35.99) WFO01A
Pyrexiaf £496.78 (99.36) 0TS, II0TC,
. WJ06G, WJOBH NHS National Cost
f b 3
Sepsis £298.68 (59.74) WJ06 Collection 201819

b,95

White Blood Cell Count
Decreased"

£1,026.11 (205.22)

PA48B

NHS National Tariff

System 2016—
17b,d,108

aAll SEs were assumed to be 20% of the mean value.
bAll costs from the National Cost Collection 2018/19 inflated from 2019 costs to 2020 costs using an inflation factor

of 1.022.

¢Costs from the National Tariff System 2016/17 were inflated from 2017 to 2020 using an inflation factor of 1.058.
dAll costs from NICE TA451 were inflated from 2011 to 2020 costs using an inflation factor of 1.148.
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eAll inflation factors were calculated using data from the PSSRU Unit Costs of Health and Social Care (2020).'"5
fCosts derived using a weighted average of day cases. Costs derived using a consultant led. "Costs derived using

a non-elective.

Abbreviations: AE: adverse event; NA: not applicable; SE: standard error.

B.3.5.4 Miscellaneous unit costs and resource use

There were no further unit costs or resource use included in the model.

B.3.6 Summary of base-case analysis inputs and assumptions

B.3.6.1 Summary of base-case analysis inputs

A summary of the variables applied in the base case economic analysis is presented in Table 57.

Table 69: Summary of variables applied in the cost effectiveness analysis

Reference to section

benefits, %

Variable Inputs . ..
in submission
Model settings
Discount rate
costs, % 3.5
Discount rate .
3.5 Section B.3.2.2

Time horizon

Lifetime (40 years)

Perspective

NHS and PSS

Patient characteristics

Starting age,
years (SE)

Proportion male

Weight, kg

Height, m

BSA, m/kg

Section B.3.3.1

Clinical inputs

Initial health state
occupancy

Rate of CR + CRi from the relevant cohorts of the
VIALE-A and VIALE-C

Section B.3.3.2

Health state
transitions

Time-to-event data from the relevant cohorts of the
VIALE-A and VIALE-C:

e Non-remission to PD/relapse: Time-to-PD
¢ Non-remission to Death: Time-to-death

e Remission to PD/relapse: Time-to-relapse
e Remission to Death: Time-to-death

e PD/relapse to Death: Time-to-death

Sections B.3.3.3 and
B.3.34

Discontinuation

Time on treatment data from the relevant cohorts of
the VIALE-A and VIALE-C

Section B.3.3.6

AEs

AE frequencies from the overall populations of the
VIALE trials

Section B.3.3.7

Utility inputs
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Complete
remission, mean
(SE)

Stable disease,
mean (SE)

Relapse, mean
(SE)

Cure

Same as general population (sourced from Ara et
al. [2010]"4)

AE decrement

Various (sourced from Wehler et al [2018]'"%)

Section B.3.4.4

Cost inputs
Intervention
and comparator Acquisition Administration Section B.3.5.1
costs per cycle
VenAZA
Venetoclax: Cycle List: £4,575.63
1 PAs: I
} £0.00
gﬁﬂ?@%ﬂiﬁt List: £4,7689.44 Section B.3.5.1
Azacitidine: All £3,080.00 £1,113.00
cycles
VenLDAC
Venetoclax: Cycle List: £6,713.73
1 PAs: I
} £0.00
\S’ﬁgggﬂz’;t List: £7,184.16 Section B.3.5.1
LDAC: All cycles £26.40 £1,590.00
AZA
Azacitidine: Al £3,080.00 £1,113.00 Section B.3.5.1
cycles
LDAC
LDAC: All cycles £26.40 | £1,590.00 Section B.3.5.1

Health state costs per cycle, mean (SE)

Non-remission

£2432.86 (484.77)

Remission £163.55 (32.71)
PD/Relapse £2,638.21 (527.64)
Cure £163.55 (32.71)
Death £2,603.40 (520.68)

Section B.3.5.2

Adverse events

Various

Section B.3.5.3

Abbreviations: AE: adverse event; AZA: azacitidine; CR: complete remission; CRi: complete remission with
incomplete haematological recovery; EFS: event-free survival; LDAC: low-dose cytarabine; NHS: National Health

Service; OS: overall survival; PSS: personal social services; SE: standard error; Ven: venetoclax.
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B.3.6.2 Assumptions

A list of the key assumptions made in the base case economic analysis and their justifications is provided in Table 70 Where appropriate, the
exploration of the potential impact of these assumptions via scenario analyses is noted.

Table 70: Key assumptions of the cost effectiveness analysis

Parameter Assumption Justification Addressed in scenario
analysis
At the start of each cycle, patients were In the treatment pathway, patients are assumed to | Deterministic sensitivity
redistributed among the five health states, with enter in either the ‘Remission’ state or in the ‘Non- | analysis were conducted
Health death being the absorbing state. remission’ state. In VIALE-A, the time to response | investigating a +20% variation
states ranged between 1.3 and 2.8 months, therefore it on the proportion of patients
was deemed acceptable to assume patients could | entering ‘Remission’ at
achieve response from baseline. baseline.
Time-to-PD/relapse and time-to-death were Extensive analyses have been undertaken to Scenario analyses are
separately estimated for VenAZA, VenLDAC, AZA | identify appropriate and conservative survival conducted to address the
and LDAC. curves describing VenAZA, VenLDAC, AZA and uncertainty around the survival
Efficacy Time-to-PD/relapse was stratified into patients who | LDAC efficacy, with reference to the guidance extrapolations by applying
have achieved ‘Non-remission’ and ‘Remission’; from NICE DSU and Bagust and Beale.'"": '"® The | alternative assumptions
time-to-death was stratified into patients in ‘Non- approach and identified survival extrapolations around extrapolations.
remission’, ‘Remission’ and ‘PD/relapse’_ have been validated by clinical and health
economic experts.
Patients receiving VenAZA or VenLDAC who Cure assumptions were included in the previous A scenario analysis was
remained in remission at year 2 were considered NICE TAs for gilteritinib (TA642) and gemtuzumab | conducted exploring alternative
to be cured; these patients were associated with a | ozogamicin (TA545).76. 192 However, in contrast to | cure points.
risk of death equivalent to the general population the model presented in this submission, these
mortality. cure assumptions were applied to all patients who
After year 2, all patients receiving VenAZA or remained alive after a certain timepoint, whereas
Cure VenLDAC who were in remission were assumed to | only patients in ‘Remission’ were permitted to
incur health state costs the same as patients in transition to the ‘Cure’ state in this model.
remission and utilities associated with the general
population. Clinical experts consulted explained that patients
treated with venetoclax combinations who achieve
a sustained deep remission have the potential to
achieve long-term survivorship, whereby their
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Parameter

Assumption

Justification

Addressed in scenario
analysis

outcomes are in line with those of the general
population. VenAZA provides deep and durable
complete remission rates (CR/CRi with/without
MRD) that have historically only been associated
with 1C.32 56,69, 70 Depth and duration of remission
has been positively correlated with length of
survival in patients who receive IC. 3 7"
Furthermore, rate of relapse after two years is low
(based on experience of patients treated with
IC)."34. 7275 Thijs feedback corroborates the
plateau in the Kaplan-Meier curves which is
observed at ~24 months of treatment for VenAZA
(20-30%, >30%) and VenLDAC (>30%) (B.2.6 and
B.2.8, respectively). Additionally, clinicians noted
that the proportion of patients in CR/CRi for whom
cure is assumed at year 2 will be enriched with
those with no/low MRD, but this would not account
for all who achieve cure.%% %

As discussed in Section B.1.3, current non-
intensive treatments are not used with curative
intent in clinical practice, and therefore it is not
clinically plausible to include a cure assumption
for patients receiving AZA and LDAC in the model.
In addition, only a small proportion of patients in
the AZA (3.5% of patients) and LDAC (0.9% of
patients) arms were in the ‘Remission’ health state
at 2 years. Therefore, it is assumed that patients
in the AZA and LDAC arms cannot transition to
the cure state, irrespective of whether these
patients are in the ‘Remission’ health state after 2
years.

Treatment
duration

The time on treatment was based on patient-level
data observed in the VIALE-A and VIALE-C trials.

In clinical practice, treatment cessation may be
caused be a loss of clinical benefit or may be

A scenario analysis was
conducted to explore
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Parameter Assumption Justification Addressed in scenario
analysis
related to other factors, such as adverse events. alternative extrapolations for
Clinicians may choose to cease treatment on time on treatment.
progression or treat beyond progression. Hence,
the proportion of patients on initial or subsequent
treatment lines is based on the time on treatment,
as opposed to time to discontinuation.
Subsequent pharmacological treatments after the | The subsequent therapies considered in the Deterministic sensitivity
initial treatment were considered in the model for model were informed by clinical experts are in line | analysis was conducted to
patients who had either progressive or relapsed with the treatment pathway in the UK. explore the impact of a £20%
disease to reflect the natural treatment course variation on subsequent
Subsequent patients experienced. It was assumed that 3% of treatment costs in each arm.
patients receive gilteritinib after receiving VenAZA
treatment and only 1% after VenLDAC, with all remaining
patients receiving HC/HU.
Effectiveness of subsequent treatments on efficacy
are assumed to be reflected in the clinical trial
results and therefore only costs were considered.
Patients were treated based on the treatment Treatment duration and costs from the VIALE-A Deterministic sensitivity
Treatment schedule specified in the VIALE-A trial and VIALE- | and VIALE-C trials are assumed to be analysis was conducted to
costs C trial. representative of UK clinical practice. explore the impact of a +20%
variation on treatment costs.
Patients in the VenAZA treatment arm have a dose | Clinician feedback indicated that the dose A scenario analysis was
intensity of 0.500 applied to the Ven component of | intensity for the Ven component of VenAZA in conducted exploring an
treatment based on clinical expert opinion. All VIALE-A (-%) was higher than expected, and a | alternative dose intensity of
other dose intensity values are based on data dose intensity of 50% was more in line with clinical | 60% for the Ven component of
Dose recorded during the VIALE-A and VIALE-C trials. practice in the UK.* For VenLDAC, AZA and VenAZA, in line with the dose
intensity LDAC, the dose intensities calculated in the post- | intensity observed in the
hoc analyses of the VIALE-A and VIALE-C trials VIALE-A trial.
were deemed reflective of the dose intensity
observed UK clinical practice, and therefore these
values were used in the base case analysis.*
Medical and All patients incur one-time terminal care costs Patients are assumed to incur different medical Deterministic sensitivity
AE costs before death. costs for each health _s_tate, with increasin_g cost analysis was conducted to
for health states requiring additional medical care. | explore the impact of a +20%
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as one-time utility decrements in the model for all
treatment arms.

Parameter Assumption Justification Addressed in scenario
analysis
The model considered medical costs including The cost of death and adverse events are variation on health state costs,
hospitalisation, blood transfusion and other reflective of the burden of care on the NHS, with cost of terminal care and AE
monitoring costs associated with each health state | only the key AEs selected for application in the costs.
(i.e., non-remission, remission, progressive model.
disease/relapse and cure) and terminal care costs.
All patients incur one-time terminal care costs in
the cycle of death.
Costs of grades 3 or 4 AEs were considered in the
model. Only AEs with a prevalence rate greater
than 5% in any of the arms were considered. AE
costs were added as one-time costs in the model
for all treatment arms.
The model considered the utility decrements The quality-of-life associated with adverse events | Deterministic sensitivity
AE utility associated with grade 3/4 AEs with a prevalence are reflective of the burden of disease on patignts, analysis was conducted to
decrements greater than 5%. AE utility decrements were added | with only the key AEs selected for application in explore the impact of a +20%

the model.

variation on AE utility
decrements.

Abbreviations: AE:

adverse event; AZA: azacitidine; DSU: Decision Support Unit; HC/HU: hydroxycarbamide/hydroxyurea; LDAC: low-dose cytarabine; NICE: National Institute
for Health and Care Excellence; PD: progressive disease; Ven: venetoclax.
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B.3.7 Base-case results

Base case results for the cost-effectiveness analysis are presented in the following subsections
for both patients in the 20—30% blast count and >30% blast count populations. Base case results
are presented as follows:

e PAS price of venetoclax only (AZA/LDAC remain at list price) versus list price of all
comparators (AZA and LDAC)

The Evidence Review Group (ERG) will undertake similar comparisons using the confidential
discounted prices for AZA and share these with the appraisal committee.

As discussed in Section B.2.12, venetoclax should be considered as an end-of-life treatment for
I o Ve that (a) these patients have a
short life expectancy, normally less than 2 years and (b) there is sufficient evidence to indicate
that the venetoclax offers an extension to life of at least an additional 3 months, compared with
current NHS treatment. Therefore, the higher willingness-to-pay threshold of £50,000 per QALY
gained applies to these populations.

B.3.7.1 Base-case incremental cost-effectiveness analysis results

20-30% blast cell count cohort

The base case deterministic cost-effectiveness results for patients in the 20-30% blast cell count
cohort are provided with venetoclax PAS price in Table 71. Compared to AZA, VenAZA was
associated with an increased number of life years (2.609) and QALYs gained (JJil]), but also
higher total costs (JJl}). In the base case analysis the ICER for VenAZA versus AZA in the 20—
30% blast cell count subgroup was £38,866.

>30% blast cell count cohort

The base case deterministic cost-effectiveness results for patients in the >30% blast cell count
cohort are provided with venetoclax PAS price in Table 72, respectively. Compared to LDAC,
VenAZA was associated with an increased number of life years (2.926) and QALY's gained
@) but also higher total costs (JJl)). In the base case analysis the ICER for VenAZA versus
LDAC in the >30% blast cell count subgroup was £39,449.

Compared to LDAC, VenLDAC was associated with an increased number of life years (1.606)
and QALYs gained (JJilf), but also higher total costs (JJil)). In the base case analysis the ICER
for VenLDAC versus LDAC in the >30% blast cell count subgroup was £31,291. Therefore, the
base case ICERs for all comparisons investigated fall below a £50,000 per QALY's willingness-to-
pay threshold and VenAZA and VenLDAC can be considered a cost-effective use of NHS
resources.
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Table 71: Base-case results for 20—30% blasts at Ven PAS price (deterministic)

I tervention :::s' Total | Total c'::t's Inc. Inc. | ICERinc.
) LYG QALYs ) LYG® | QALYs | (£/QALY)

AZA £103,749 | 1.833 1.139 - - - -

VenAZA e 4.442 N I 2.609 [ £38,866

2 Undiscounted.

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; inc., incremental; LYG, life years
gained; PAS: patient access scheme; QALYs, quality-adjusted life years; Ven: venetoclax.

Table 72: Base-case results for >30% blasts at Ven PAS price (deterministic)

ntervention | cosal | Total | Total | "% | inc. Inc. | ICERinc.
(£) LYG QALYs ) LYG QALYs | (£/QALY)

VenAZA versus LDAC

LDAC £33,828 | 0.839 0.523

VenAZA e 3.765 [ ] e 2.926 [ | £39,449

VenLDAC versus LDAC

LDAC £33,617 | 0.832 0.518

VenLDAC [ 2.438 [ ] e 1.606 [ | £31,291

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; inc., incremental; LDAC: low dose
cytarabine; LYG, life years gained; QALYs, quality-adjusted life years; Ven: venetoclax.
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B.3.8 Sensitivity analyses

B.3.8.1 Probabilistic sensitivity analysis

Probabilistic sensitivity analyses (PSA) were generated by assigning distributions to all input
parameters and randomly sampling from these distributions over 1,000 iterations, in order to
assess the impact of the uncertainty in costs and outcomes with respect to the model results. For
inputs which did not have a standard error value, a variation of £20% of the mean value was
used in the PSA. A full summary of the PSA inputs used is provided in Appendix J.

20-30% blast cell count subgroup

The base case probabilistic results for patients in the 20-30% blast cell count subgroup are
provided with venetoclax at PAS price in Table 73. Based on this analysis, the probability that
VenAZA is cost-effective versus AZA in the 20-30% blasts subgroup is estimated to be 82.6% at
a willingness-to-pay threshold of £50,000 per QALY.

Table 73: Base-case results for 20-30% blasts at Ven PAS price (probabilistic)

Ty Total Total Total Inc. Inc. Inc. ICER inc.
costs (£) | LYG | QALYs | costs(£) | LYG | QALYs | (£/QALY)
AZA £106,833 2.017 1.216

VenAZA [ 4.469 [ | e 2.452 [ | £39,758

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; inc., incremental; LYG, life years
gained; PAS: patient access scheme; QALY's, quality-adjusted life years; Ven: venetoclax.

Figure 111: Scatter plot of probabilistic results on the cost-effectiveness plane for 20-30%
blasts at venetoclax PAS price

Abbreviations: PAS: patient access scheme; QALYs, quality-adjusted life years.
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Figure 112: Cost-effectiveness acceptability curves for 20-30% blasts at venetoclax PAS
price
1.0

0.8

e
@

Probability of cost-effectiveness
o
>

0.21

%99 £20,000 £40,000 £60,000 £80,000 £100,000

Willingness—-to-pay threshold (£/QALY)
Abbreviations: PAS: patient access scheme; QALYs, quality-adjusted life years.
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>30% blast cell count subgroup

The base case probabilistic results for patients in the >30% blast cell count subgroup are
provided with venetoclax at PAS price in Table 74. In the >30% blasts subgroup, the probability
that VenAZA is cost-effective versus LDAC is estimated to be 90.4% and for VenLDAC versus
LDAC it is estimated to be 86.1% at a willingness-to-pay threshold of £50,000 per QALY.

Table 74: Base-case results for >30% blasts at venetoclax PAS price (probabilistic)

Total Inc

Intervention costs Total Total cost.s Inc. Inc. ICER inc.
(£) LYG QALYs (£) LYG QALYs (E/QALY)

VenAZA versus LDAC

LDAC £35,782 0.908 0.559

VenAZA [ 3.730 [ [ 2.822 [ £40,329
VenLDAC versus LDAC
LDAC £35478 | 0.898 0.553

VenLDAC [ 2.331 [ ] [ 1.433 [ | £36,319

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; inc., incremental; LDAC: low dose
cytarabine; LYG, life years gained; QALYs, quality-adjusted life years; Ven: venetoclax.

Figure 113: Scatter plot of probabilistic results on the cost-effectiveness plane for >30%
blasts at venetoclax PAS price (VenAZA versus LDAC)

Abbreviations: PAS: patient access scheme; QALY's, quality-adjusted life years.
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Figure 114: Scatter plot of probabilistic results on the cost-effectiveness plane for >30%
blasts at venetoclax PAS price (VenLDAC versus LDAC)

Abbreviations: PAS: patient access scheme; QALY's, quality-adjusted life years.

Figure 115: Cost-effectiveness acceptability curves for >30% blasts at venetoclax PAS
price (VenAZA versus LDAC)
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Abbreviations: PAS: patient access scheme; QALYs, quality-adjusted life years.
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Figure 116: Cost-effectiveness acceptability curves for >30% blasts at venetoclax PAS
price (VenAZA versus LDAC)
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Abbreviations: PAS: patient access scheme; QALYs, quality-adjusted life years.
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B.3.8.2 Deterministic sensitivity analysis

20-30% blast cell count cohort

Figure 117 presents the tornado plot for the one-way deterministic sensitivity analysis (DSA) for
VenAZA versus AZA at PAS price. A summary of the DSA inputs is provided in Appendix J.

The parameter with the greatest impact on the ICER for VenAZA versus AZA are related to
treatment costs, with patient age also being influential.

Figure 117: Tornado plot (ICER) of deterministic sensitivity analysis: VenAZA versus AZA
for 20-30% blasts at venetoclax PAS price

Baseline demographics: age [80%,120%]

Treatment costs: initial treatment {(VenAZA) [80%,120%]
Discounting (benefits) [0%,6%)]

Treatment costs: initial treatment (AZA) [80%,120%)]

Health state utility: cure [80%,120%]

Discounting (costs) [0%,6%]

Induction phase: proportion in remission (VenAZA) [80%,120%]
Health state utility: remission [80%,120%]

Induction phase: proportion in remission (AZA) [80%,120%]
Health state cost: non—-remission [80%,120%)]

Health state utility: non—remission [80%,120%]

Health state cost: progressive disease/relapse [80%,120%)]
Health state utility: progressive disease/relapse [80%,120%]
Health state cost: cure [80%,120%)]

Baseline demographics: proportion male [0%,100%]
General population mortality start year [2,3]

Treatment costs: subsequent treatment (VenAZA) [80%,120%)]
Adverse event frequency (MenAZA) [80%,120%)]

Adverse event frequency (AZA) [80%,120%)]

Treatment costs: subsequent treatment (AZA) [80%,120%)]
Health state cost: remission [80%,120%]

Adverse event costs [80%,120%]

Event costs: death [80%,120%]

Adverse event utility decrements [80%,120%)]

£10,000 £30;000 £50,000 £70,000

ICER (£/QALY)

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; QALY's, quality-adjusted life years;
Ven: venetoclax.

>30% blast cell count subgroup

Figure 118 presents the tornado plot for the one-way deterministic sensitivity analysis (DSA) for
VenAZA versus LDAC at PAS price. The parameter with the greatest impact on the ICER for
VenAZA versus LDAC are patient age, with treatment cost also being influential.
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Figure 118: Tornado plot (ICER) of deterministic sensitivity analysis: VenAZA versus
LDAC for >30% blasts at venetoclax PAS price

Baseline demographics: age [80%,120%)] I
Treatment costs: initial treatment (VenAZA) [80%,120%] { ]
Discounting (benefits) [0%,6%)] 1 | —
Health state utility: cure [80%,120%)] { —
Induction phase: proportion in remission (VenAZA) [80%,120%] |
Health state utility: remission [80%,120%)]1 -
Discounting (costs) [0%,6%] 1 |
Induction phase: proportion in remission (LDAC) [80%,120%] 1 .

Baseline demographics: proportion male [0%,100%)] 1 |
Treatment costs: initial treatment (LDAC) [80%,120%] |
Health state cost: non-remission [80%,120%]1 ]
Health state cost: cure [80%,120%) 1 1
Health state utility: non-remission [80%,120%] 1 1
Health state cost: progressive disease/relapse [80%,120%) 1
Adverse event frequency (VenAZA) [80%,120%)] { I
Health state utility: progressive disease/relapse [80%,120%)]" I
Treatment costs: subsequent treatment (VenAZA) [80%,120%) | |
Adverse event frequency (LDAC) [80%,120%) | |
Health state cost: remission [80%,120%] 1 |
Treatment costs: subsequent treatment (LDAC) [80%,120%)] | 1
General population mortality start year [2,3]+ |
Event costs: death [80%,120%)] | |
Adverse event costs [80%,120%)] |
Adverse event utility decrements [80%,120%)] | |

£20,000 £40,000 £60,000 £80,000

ICER (£/QALY)

Abbreviations: AZA: azacitidine; ICER, incremental cost-effectiveness ratio; LDAC: low dose cytarabine;
QALYs, quality-adjusted life years; Ven: venetoclax

Figure 119 presents the tornado plot for the one-way deterministic sensitivity analysis (DSA) for
VenLDAC versus LDAC at PAS price. The parameter with the greatest impact on the ICER for
VenLDAC versus LDAC are patient age, with proportion of patients in remission also being
influential.
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Figure 119: Tornado plot (ICER) of deterministic sensitivity analysis: VenLDAC versus
LDAC for >30% blasts at venetoclax PAS price

Baseline demographics: age [80%,120%)]: I
Induction phase: proportion in remission (VenLDAC) [80%,120%)]" ]
Treatment costs: initial treatment (VenLDAC) [80%,120%] - | E—
Discounting (benefits) [0%,6%)] { I—"|
Health state utility: cure [80%,120%)1 | |
Health state utility: remission [80%,120%)] { |
Induction phase: proportion in remission (LDAC) [80%,120%)]- m
Treatment costs: initial treatment (LDAC) [80%,120%] 1 n
Discounting (costs) [0%,6%] B
Health state cost: non-remission [80%,120%] { |
Baseline demographics: proportion male [0%,100%) 1 L ]
Health state cost: progressive disease/relapse [80%,120%)] { |
General population mortality start year [1,2]- |
Health state utility: non-remission [80%,120%)]+ |
Health state utility: progressive disease/relapse [80%,120%]" 1
Health state cost: cure [80%,120%)] { 1
Treatment costs: subsequent treatment (VenLDAC) [80%,120%]- i
Adverse event frequency (VenLDAC) [80%,120%) I
Adverse event frequency (LDAC) [80%,120%)] | |
Treatment costs: subsequent treatment (LDAC) [80%,120%)] | 1
Health state cost: remission [80%,120%] 1 |
Adverse event costs [80%,120%]
Event costs: death [80%,120%]
Adverse event utility decrements [80%,120%)]
£10,000 £30,000 £50,000 £70,000 £90,000
ICER (£/QALY)
Abbreviations: ICER, incremental cost-effectiveness ratio; LDAC: low dose cytarabine; QALYs, quality-adjusted
life years; Ven: venetoclax

B.3.8.3 Scenario analysis

Alternative extrapolation of survival

Survival modelling using long-term extrapolation of parametric functions is subject to uncertainty
despite efforts to robustly and transparently provide survival curves that best represent patients
in clinical practice. In order to assess the impact of alternative parametric fittings on cost-
effectiveness, survival curves described in Section B.3.3.4 have been applied within the model
as scenario analyses.

Results of the scenario analysis are presented in Table 75 to Table 77. In the 20-30% blasts
subgroup, predicted ICERs ranged between dominates (exponential distribution for modelling
time to death from progressive disease/relapse in the VenAZA) to £45,789 (Gompertz distribution
for modelling time to death from progressive disease/relapse in the VenAZA arm). In the >30%
blasts subgroup for VenAZA versus LDAC, predicted ICERs ranged between £27,042 (Gompertz
distribution for modelling time to death from progressive disease/relapse in the LDAC arm) to
£41,283 (log-logistic distribution for modelling time to relapse from remission in the VenAZA
arm). In the >30% blasts subgroup for VenLDAC versus LDAC, predicted ICERs ranged between
dominates (Gompertz distribution for modelling time to death from progressive disease/relapse in
the LDAC arm) to £43,425 (Gompertz distribution for modelling time to death from progressive
disease/relapse in the VenLDAC arm). In all scenarios, the ICERs ranged below the £50,000 per
QALY threshold.
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Table 75: Results from scenario analyses — impact of alternative extrapolations in the 20—
30% VenAZA vs AZA comparison

Outcome Arm Distribution Incr:)r:tes izl Incc;ZT$2tal (coslggiLY)
Time-to-PD | VenAZA Exponential [ [ £38,887
?eoﬁsggﬂ Gzr;er;an'q'zed ] B £38,852
Gompertz e [ ] £38,827
Log-logistic [ [ £38,875
Log-normal [ N £38,866
Weibull e [ ] £38,877
AZA Exponential [ [ ] £38,969
G‘zr;er;i'q'zed O | £38,989
Gompertz e [ ] £38,866
Log-logistic [ [ ] £39,055
Log-normal [ N £39,086
Weibull e [ ] £38,925
Time-to- VenAZA Exponential [ [ ] £33,527
fom Generalsec - - 42,219
remission Gompertz e [ ] £46,883
Log-logistic e [ ] £40,184
Log-normal [ N £38,866
Weibull e [ ] £44,231
AZA Exponential [ N £40,395
ngerfr‘ﬂzed O | £38,817
Gompertz [ [ £38,629
Log-logistic e [ ] £39,919
Log-normal e [ ] £39,844
Weibull [ [ ] £38,866
Time-to- VenAZA Exponential e [ ] £38,805
death from .
peorzgssion Gzr;er;?gzed - - S
Gompertz [ [ ] £38,805
Log-logistic [ N £38,990
Log-normal e [ ] £38,866
Weibull [ [ ] £38,805
AZA Exponential e [ ] £39,051
nger;?gzed s N £39,189
Gompertz e [ ] £38,888
Log-logistic e [ ] £38,548
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Log-normal [ N £38,566
Weibull [ N £38,866
Time-to- VenAZA Exponential [ [ £42,673
?:rifgsﬁrcj)r:n Gzr;er;an'q'zed I [ £38,866
Gompertz e [ ] £38,222
Log-logistic [ [ ] £41,090
Log-normal e [ ] £40,861
Weibull [ N £40,986
AZA Exponential [ [ ] £39,070
Gompertz e [ ] £38,638
Log-logistic e [ ] £38,858
Log-normal [ [ ] £38,866
Weibull [ N £38,909
Time-to- VenAZA Exponential e [ ] Dominates
Do Generalised T . £45,910
Gompertz e [ ] £51,254
Log-logistic e [ ] £39,212
Log-normal [ [ ] £38,866
Weibull e [ ] £4,786
AZA Exponential e [ ] £41,720
Gompertz [ [ ] £26,705
Log-logistic [ N £37,590
Log-normal e [ ] £38,866
Weibull [ [ ] £41,801
Time-on- VenAZA Exponential [ N £21,082
treatment .
nger;?gzed O | £40,870
Gompertz e [ ] £41,256
Log-logistic [ N £40,480
Log-normal [ [ £38,866
Weibull [ N £25,050
AZA Exponential e [ ] £38,866
nger;?gzed | O £34,710
Gompertz e [ ] £27,826
Log-logistic e [ ] £24,390
Log-normal [ [ ] £24,284
Weibull [ N £35,433

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:

venetoclax.
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Table 76: Results from scenario analyses — impact of alternative extrapolations in the
>30% VenAZA vs LDAC comparison

Outcome Arm Distribution Incr:)r:tes il Incc;ZT$2tal (coslggiLY)
Time-to-PD | VenAZA Exponential [ [ £39,449
?eoﬁsggﬂ Gzr;er;an'q'zed I B £39,383
Gompertz e [ ] £39,371
Log-logistic [ [ £39,416
Log-normal [ N £39,440
Weibull [ N £39,396
LDAC Exponential [ [ ] £39,322
G‘zr;er;an'q'zed O | £39,449
Gompertz e [ ] £39,522
Log-logistic [ [ ] £39,350
Log-normal e [ ] £39,347
Weibull e [ ] £39,346
Time-to- VenAZA Exponential [ [ ] £41,802
fom Generalised - - £39,449
remission Gompertz - - £41,395
Log-logistic e [ ] £46,451
Log-normal e [ ] £44 997
Weibull e [ ] £46,419
LDAC Exponential [ N £39,449
Gompertz e [ ] £40,262
Log-logistic e [ ] £39,676
Log-normal [ N £39,660
Weibull [ N £39,465
VenAZA Exponential [ [ ] £38,542
G‘zr;er;an'q'zed O | £40,666
Gompertz e [ ] £41,708
Log-logistic [ [ ] £39,696
Time-to- Log-normal [ N £39,449
death from Weibull I | £38,816
remission LDAC Exponential [ [ ] £39,428
G‘zr;er;an'q'zed O | £39,140
Gompertz - - £39,351
Log-logistic [ [ ] £39,444
Log-normal [ N £39,449
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Weibull [ N £39,430

VenAZA Exponential [ N £40,713

nger;?gzed I I £39,073

Gompertz ] I £38,940

Log-logistic e [ ] £39,449

Log-normal [ N £39,206

Time-to- Weibull e [ ] £39,499

death from

remission LDAC Exponential ] I £39,449

Gzr;er;?gzed s N £39,456

Gompertz e [ ] £39,450

Log-logistic e [ ] £39,451

Log-normal [ [ ] £39,452

Weibull [ N £39,453

Time-to- VenAZA Exponential e [ ] £32,407

PDirelapse Generalised - - £40,894

Gompertz e [ ] £33,971

Log-logistic e [ ] £44,686

Log-normal [ N £39,449

Weibull [ N £32,178

LDAC Exponential [ [ ] £41,056

G‘zr;er;an'q'zed O | £40,286

Gompertz e [ ] £33,039

Log-logistic [ [ ] £38,559

Log-normal [ N £39,449

Weibull e [ ] £40,824

Time on VenAZA Exponential [ [ ] £39,574
treatment .

G‘zr;er;ar]'f'zed O | £39,448

Gompertz [ [ ] £39,337

Log-logistic [ [ ] £39,417

Log-normal [ N £39,449

Weibull e [ ] £40,033

LDAC Exponential [ [ ] £39,290

ngerfr‘ﬂzed I I £38,375

Gompertz e [ ] £38,014

Log-logistic [ N £39,430

Log-normal [ N £39,449

Weibull e [ ] £39,290
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Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY:

quality-adjusted life year; Ven: venetoclax.

Table 77: Results from scenario analyses — impact of alternative extrapolations in the
>30% VenLDAC vs LDAC comparison

Outcome Arm Distribution Incremental Incremental ICER
costs QALYs (cost/QALY)
Time-to-PD | VenLDAC Exponential [ [ ] £31,406
remission Generalised | - £31,478
Gompertz [ [ ] £31,292
Log-logistic [ [ ] £31,279
Log-normal [ [ ] £31,291
Weibull [ [ £31,281
LDAC Exponential [ [ ] £31,041
nger;?gzed o | £31,291
Gompertz [ [ ] £31,394
Log-logistic [ [ | £31,174
Log-normal [ [ ] £31,131
Weibull [ [ £31,096
Time-to- VenLDAC Exponential [ [ ] £40,088
rom Generalsed | - £31,291
remission Gompertz [ [ ] £32,557
Log-logistic [ [ ] £38,421
Log-normal [ [ £37,438
Weibull [ [ £39,560
LDAC Exponential [ [ ] £31,291
Gompertz [ [ ] £32,516
Log-logistic [ [ ] £31,631
Log-normal [ [ ] £31,600
Weibull [ [ £31,315
VenLDAC Exponential [ [ ] £31,100
nger;?r'ged o | £31,482
Gompertz [ [ ] £31,446
Time-to- Log-logistic [ [ ] £31,195
ggifh from Log-normal [ [ ] £31,291
remission Weibull [ [ ] £31,230
LDAC Exponential [ [ ] £31,246
nger;?r'ged o | £30,236
Gompertz [ [ ] £30,975
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Log-logistic [ [ £31,271

Log-normal [ [ £31,291

Weibull [ [ | £31,243

VenLDAC Exponential [ [ £28,908

ngerﬂzed I [ £27,801

Gompertz [ [ ] £29,283

Log-logistic [ [ £31,828

Log-normal [ [ £31,291

Time-to- Weibull ] [ ] £31,883

death from

remission | LDAC Exponential [ [ £31,291

nger;iqzed I B £31,328

Gompertz [ [ ] £31,309

Log-logistic [ [ ] £31,337

Log-normal [ [ ] £31,336

Weibull [ [ ] £31,344

Time-to- VenLDAC Exponential [ [ £24,378

PDirelapse Rt . | £31,291

Gompertz [ [ ] £53,002

Log-logistic [ [ £44,383

Log-normal [ [ ] £39,193

Weibull [ [ ] £26,631

LDAC Exponential [ [ £35,212

nger;iqzed I I £33,390

Gompertz [ [ ] £8,561

Log-logistic [ [ £28,904

Log-normal [ [ ] £31,291

Weibull [ [ £34,672

Time on VenLDAC Exponential [ [ ] £28,032
treatment :

nger;?r'ged s B £31,134

Gompertz [ [ ] £31,476

Log-logistic [ [ ] £30,568

Log-normal [ [ ] £31,291

Weibull [ [ £30,689

LDAC Exponential [ [ ] £30,996

nger;?r'ged I O £29,380

Gompertz [ [ ] £28,742

Log-logistic [ [ ] £31,267
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Log-normal [ [ £31,291
Weibull [ [ ] £30,997

Abbreviations: ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY quality-adjusted life
year; Ven: venetoclax.

Alternative cure time

The uncertainty around the time in which patients in remission are assumed to be cured has been
explored in scenario analyses. In the base case analysis, patients in remission at two years, whilst
receiving either VenAZA or VenLDAC were assumed to be cured.

Table 78 and Table 79 present the results of the analysis exploring alternative cure points. ICERs
ranged between £39,261 (2.5-year cure point; >30% blasts subgroup; VenLDAC versus LDAC) to
£59,053 (3-year cure point; 20—30% blasts subgroup; VenAZA versus LDAC). When exploring the
2.5-year cure point, ICERs remained below the £50,000 per QALY threshold.

Table 78: Results from scenario analyses — impact of alternative cure points in the 20-30%
VenAZA vs AZA comparison

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs

2.5-year cure point [ N £48,262

3-year cure point e [ ] £59,053

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:
venetoclax.

Table 79: Results from scenario analyses — impact of alternative cure points in the >30%
blast cell count cohort

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs

VenAZA versus LDAC

2.5-year cure point [ [ £46,648

3-year cure point [ [ £55,278

VenLDAC versus LDAC

2.5-year cure point [ [ £39,261

3-year cure point [ [ £48,481

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY
quality-adjusted life year; Ven: venetoclax.

Alternative dose intensity

In the base case, dose intensity for the Ven component of VenAZA was based upon clinical
expert opinion. Given the uncertainty surrounding this assumption and the subsequent impact on
cost-effectiveness, scenario analyses assessed the impact of increasing the dose intensity to
60% for venetoclax.

Results are presented in Table 80 and Table 81. The ICERs ranged between £41,755 (>30%
blasts subgroup; VenAZA versus LDAC) to £43,027 (>30% blasts subgroup; VenAZA versus
AZA). In all scenarios the ICERs remained below the £50,000 per QALY threshold.
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Table 80: Results from scenario analyses — impact of alternative dose intensity in the 20—
30% VenAZA vs AZA comparison

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs
60% DI for Ven [ [ £43,027

Abbreviations: AZA: azacitidine; DI: dose intensity; ICER: incremental cost-effectiveness ratio; QALY: quality-
adjusted life year; Ven: venetoclax.

Table 81: Results from scenario analyses — impact of alternative dose intensity in the
>30% blast cell count cohort

Incremental Incremental ICER (cost/QALY)

Intervention costs QALYs

VenAZA versus LDAC

60% DI for Ven | I | ] | £41,755

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY:
quality-adjusted life year; Ven: venetoclax.

Alternative time on treatment

In the base case analysis, time on treatment is derived using patient-level data from VIALE-A
and VIALE-C in order to extrapolate future outcomes, as described in Section B.3.3.6. During
consultation, clinicians suggested that the proportion of patients remaining on treatment would be
lower than what was observed during the trials and as such, sensitivity analyses were explored
whereby the expected proportion of patients remaining on treatment with VenAZA and VenLDAC
was reduced. In order to achieve this, an exponential distribution was applied to calculate the
rate parameter required to achieve 5% and 10% of patients on treatment at two years.

Results of the scenario analysis are presented in Table 82 and Table 83. Compared to the base

case, ICERs were much reduced, with some scenarios || GcIcINGIIGzGzG - th< 20-

30% blasts subgroup. All ICERs remained below the £50,000 per QALY threshold.

Table 82: Results from scenario analyses — impact of alternative time on treatment in the
20-30% VenAZA vs AZA comparison

. Incremental Incremental ICER (cost/QALY)
Intervention costs QALYs
5% of patients receiving .
VenAZA at 2 years . L Dominates
10% of patients receiving
VenAZA at 2 years . . k021

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:
venetoclax

Table 83: Results from scenario analyses — impact of alternative time on treatment in the
>30% blast cell count cohort

. Incremental Incremental ICER (cost/QALY)
Intervention costs QALYs
VenAZA versus LDAC
5% of patients receiving
VenAZA at 2 years L L £21,587
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10% of patients receiving
VenAZA at 2 years

£27,643

VenLDAC versus LDAC

5% of patients receiving

VenLDAC at 2 years £25,694

I
10% of patients receiving I

VenLDAC at 2 years £35,079

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY
quality-adjusted life year; Ven: venetoclax

Alternative source of utility

In the base case analysis, patients are assumed to receive the utility of the general population. In
this scenario, an alternative assumption surrounding the utility of patients whilst in the cure health
state is explored whereby patients receive the same utility as is applied to patients in the
remission state

The results of the scenario analysis are presented in Table 84 and Table 85. In comparison to
the base case, ICERs have reduced marginally, due to the increased health state utility of
patients in remission versus the age-adjusted general population. Similar to the base case, all
ICERSs are considered cost-effective at a willingness-to-pay threshold of £50,000 per QALY.

Table 84: Results from scenario analyses — impact of alternative utility assumption in the
20-30% VenAZA vs AZA comparison

Incremental Incremental ICER (cost/QALY)

Intervention costs QALYs

Patients in cure health

state have same utility as
patients in remission I | £37,305

health state

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:
venetoclax

Table 85: Results from scenario analyses — impact of alternative utility assumption in the
>30% blast cell count cohort

Incremental Incremental ICER (cost/QALY)

Intervention costs QALYs

VenAZA versus LDAC

Patients in cure health

state have same utility as
patients in remission I | £30,027

health state

VenLDAC versus LDAC

Patients in cure health

state have same utility as
patients in remission I | £24,017

health state

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY
quality-adjusted life year; Ven: venetoclax
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Alternative subsequent treatment

As outlined in Section B.3.5.1, subsequent treatment for patients receiving VenAZA and
VenLDAC is comprised of 3% gilteritinib and the remainder of hydroxycarbamide based on
clinical expert opinion. Given the uncertainty of the proportion of patients going on to receive
subsequent gilteritinib, a scenario analysis has been explored whereby the composition of
gilteritinib has been increased to 15% for both VenAZA and VenLDAC, yielding a cyclical
subsequent treatment cost of £2,264.33

Results from the scenario analysis are presented in Table 86 and Table 87. Compared to the
base case analysis, total costs in the VenAZA and VenLDAC arms are increased which in turn
increased the ICERs. However, all ICERs remained below the £50,000 per QALY threshold.

Table 86: Results from scenario analyses — impact of alternative subsequent treatment in
the 20-30% VenAZA vs AZA comparison

subsequent treatment

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs

15% of patients receive

gilteritinib as a e [ ] £44,942

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:

venetoclax

Table 87: Results from scenario analyses — impact of alternative subsequent treatment in
the >30% blast cell count cohort

subsequent treatment

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs

VenAZA versus LDAC

15% of patients receive

gilteritinib as a e [ ] £42 434

subsequent treatment

VenLDAC versus LDAC

15% of patients receive

gilteritinib as a [ N £37,946

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY
quality-adjusted life year; Ven: venetoclax

Alternative time horizon

In the base case analysis, patients are modelled over a lifetime horizon (assumed to be 40
years) in order to account for all future costs and benefits associated with patients with AML. In
this scenario, the impact of reducing the time horizon to be 10 years is explored, whereby all
patients with long-term survival whilst in the Cure health state is limited. It is noted that this
scenario would not be considered plausible and is against recommendations laid out by NICE in
the appropriate modelling of patients which state all future costs and benefits must be accounted

for.
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Results from the scenario analysis are presented in Table 88 and Table 89. As expected, all
costs, QALYs and life years are reduced in comparison to the base case, resulting in an increase
in the ICERs. However, all ICERs remained below the £50,000 per QALY threshold.

Table 88: Results from scenario analyses — impact of alternative time horizon in the 20-
30% VenAZA vs AZA comparison

Intervention Incremental Incremental ICER (cost/QALY)
costs QALYs

10-year model time

horizon I [ ] £46,239

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; QALY quality-adjusted life year; Ven:
venetoclax

Table 89: Results from scenario analyses — impact of alternative time horizon in the >30%
blast cell count cohort

. Incremental Incremental ICER (cost/QALY)
Intervention costs QALYs
VenAZA versus LDAC
10-year model time
horizon . . £49,841
VenLDAC versus LDAC
10-year model time
horizon . . £40,751

Abbreviations: AZA: azacitidine; ICER: incremental cost-effectiveness ratio; LDAC: low dose cytarabine QALY
quality-adjusted life year; Ven: venetoclax
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B.3.8.4 Summary of sensitivity analyses results

The impact of uncertainty and alternative inputs/assumptions in the model were explored as part
of sensitivity analyses. The results of the cost-effectiveness analysis were seen to be sensitive to
changes in parameters related to the cost of treatment, patient age, and model time horizon. The
values used in the base case values used for the base case analysis for these parameters are
considered to represent the most suitable inputs available.

B.3.9 Subgroup analysis

The subgroups of patients with 20-30% blasts and >30% blasts have been considered as distinct
populations in the base case cost-effectiveness analysis. No further economic subgroup analyses
were conducted as part of this appraisal.

B.3.10 Validation

The model methodology was designed to align with NICE’s preferred methods. The model was
built to align with the NICE reference case, and used an NHS and PSS perspective and discount
rates for cost and benefits of 3.5%. The model used a lifetime time horizon in order to capture all
costs and QALY gains associated with the interventions.

Economic model verification

Quality-control procedures were undertaken to ensure the programming and physical
implementation of the conceptual model was completed correctly. An independent modelling
team undertook a cell-by-cell verification process facilitating a check of all input calculations,
formulae and Visual Basic code. Any discrepancies were identified, discussed and corrected as
required.

Validation of economic model outputs versus clinical trial outcomes

In order to validate the economic model approach, survival curve model inputs and model
assumptions, economic model outputs were compared against the observed clinical trial
outcomes. This approach ensured that the most appropriate survival curves were used in the
economic model and also acted as a check to ensure that the economic model had been
implemented correctly.

Predicted model outcomes generally reflected EFS and OS for the 20-30% blast subgroup of
VIALE-A (as shown in Figure 120 and Figure 121, respectively). The economic model slightly
underpredicted EFS throughout the modelled period. However this underprediction was greater
in the VenAZA arm than the AZA arm. OS outcomes were replicated with greater accuracy.
Predicted model outcomes accurately reflected EFS and OS for the 230% blast subgroup of
VIALE-C in the VenLDAC arm, but were slightly overestimated in the LDAC arm (as shown in
Figure 122 and Figure 123, respectively). Based on this evidence, modelled outputs are broadly
reflective of the observed clinical trial outcomes, with any discrepancies in prediction favouring
the control arms (LDAC and AZA). A comparison of clinical outcomes (6-,12- and 24-month
survival for EFS and OS) predicted by the model versus the VIALE-A and VIALE-C trials is
presented in Appendix J.
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Figure 120: Validation of the model output against the Kaplan—Meier of observed EFS for
the 20-30% blasts subgroup of the VIALE-A trial

Abbreviations: AZA: azacitidine; EFS: event-free survival; KM: Kaplan—Meier; Ven: venetoclax.

Figure 121: Validation of the model output against the Kaplan—Meier of observed OS for
the 20-30% blasts subgroup of the VIALE-A trial

Abbreviations: AZA: azacitidine; KM: Kaplan—Meier; OS: overall survival; Ven: venetoclax.

Figure 122: Validation of the model output against the Kaplan—Meier of observed EFS
from the >30% blasts subgroup in the VIALE-C trial

Abbreviations: EFS: event-free survival; LDAC: low dose cytarabine KM: Kaplan—Meier; Ven: venetoclax.
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Figure 123: Validation of the model output against the Kaplan—Meier of observed OS from
the >30% blasts subgroup in the VIALE-C trial

Abbreviations: LDAC: low dose cytarabine KM: Kaplan—Meier; OS: overall survival; Ven: venetoclax.

Validation of economic model outputs against clinical practice

In order to validate the economic model approach against clinical practice, predicted model
outcomes were compared to real-world data from the HMRN. Data for patients treated with AZA
in the 20-30% blasts subgroup from the HMRN were compared to predicted model outcomes (as
shown in Table 90).2 Validation against the >30% blasts subgroup was not possible due to a lack
of data in the sufficient subgroup from the HMRN. Predicted EFS for AZA in the model was
generally consistent with EFS from the HMRN. In terms of OS, the model appears to
overestimate OS for AZA for both short-term and long-term predictions compared to the real-
world data from the HRMN. Modelled outputs are broadly reflective of outcomes in clinical
practice, with any discrepancies in prediction likely favouring the control arms.

Table 90: Validation of the model output against HMRN data for AZA in patients with 20—
30% blasts

Outcome Source 6-month survival, 12-month survival, | 24-month survival,
% (95% Cl) % (95% CI) % (95% CI)
EFS HMRN 27.0 (14.1-41.8) 5.4 (1.0-15.9) NA
Model [ | [ | [ |
os HMRN 35.1 (20.4-50.3) 10.8 (3.4-23.1) 4.1 (0.4-15.7)
Model [ ] [ ] B

Abbreviations: AZA: azacitidine; Cl: confidence interval; EFS: event-free survival; HMRN: haematological
malignancy research network; NA: not applicable; OS: overall survival.

Validation of economic model outputs against clinical expert opinion

Clinician opinion was used to conceptualise the economic model wherever possible, in order to
ensure face validity of model structure, inputs and assumptions. Clinicians were supportive of the
possibility of cure in this patient population but highlighted that this was not possible with current
therapies. Further, clinicians considered cure to be related to remission, where patients who are
in remission for a sustained period are more likely to be considered cured. The economic model
was designed in line with this expert opinion, as discussed in Section B.3.3.5. The model predicts
2 of patients receiving VenAZA in the 20-30% blasts cohort to be cured, whilst [JJ|% and
25 of patients receiving VenAZA and VenLDAC, respectively, are predicted to be cured in the
>30% blasts cohort. As current non-intensive treatments are not used with curative intent in
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clinical practice, it was not deemed clinically plausible to include a cure assumption for patients
receiving AZA and LDAC in the model. This is reflected in the model outputs by the very low
proportion of patients who would hypothetically transition into the cure health states from the AZA
or LDAC treatment arms, if this were permitted (J|% of patients receiving AZA in the 20-30%
blasts cohort and [J§% of patients receiving LDAC in the >30% blasts cohort).

Comparison of modelled outcomes between ‘Non-remission’ and ‘Remission’ states

The economic model reflects clinical expert opinion that outcomes differ greatly between those
patients who achieve remission and those who do not achieve remission. As shown in Figure
124 to Figure 126, PD/relapse-free survival (without censoring for death events that occurred
prior to PD or relapse) was considerably higher for patients in ‘Remission’ compared with
patients in ‘Non-remission’.

Figure 124: Validation of the model output for ‘Non-remission’ and ‘Remission’ patients
from the 20-30% blasts cohort (VenAZA and AZA)

Abbreviations: AZA: azacitidine; Ven: venetoclax.

Figure 125: Validation of the model output for ‘Non-remission’ and ‘Remission’ patients
from the >30% blasts cohort (VenAZA and AZA [not included in the base case analysis])

Abbreviations: AZA: azacitidine; Ven: venetoclax.
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Figure 126: Validation of the model output for ‘Non-remission’ and ‘Remission’ patients
from the >30% blasts cohort (VenLDAC and LDAC)

Abbreviations: LDAC: low-dose cytarabine; Ven: venetoclax.

B.3.11 Interpretation and conclusions of economic evidence

Summary of cost-effectiveness evidence

The cost-effectiveness of VenAZA and VenLDAC for the treatment of ||| GTcNGNGE
B - < aluated in this submission against the current SoC (AZA or
LDAC). In the deterministic base-case analysis, VenAZA demonstrated substantial incremental
QALY gains versus both AZA in the 20-30% blast cell count subpopulation, and LDAC in the
>30% blast cell count subpopulation. VenLDAC also demonstrated a substantial incremental
QALY gains versus LDAC in the >30% blast cell count subpopulation. This demonstrates that
venetoclax combinations offer a step change in treatment for patients.

The base-case results in the 20-30% blast cell count subpopulation show that VenAZA is
associated with total QALY of ] compared with [l for patients treated with AZA (an
incremental QALY gain of i}, resulting in and ICER of £38,866.. The base case results in the
>30% blast cell count subpopulation show that VenAZA is associated with total QALYs of |||}
compared with [} for patients treated with LDAC (an incremental QALY gain of [}, which
results in an ICER of £39,449. In the >30% blast cell count subpopulation VenLDAC is
associated with total QALY of [JJl] compared with [l for patients treated with LDAC (an
incremental QALY gain of [}, which results in an ICER of £31,291. This demonstrates that
venetoclax combinations versus all comparators accumulate substantially more QALYSs, but
higher costs.

The PSA analyses demonstrated that the probability that VenAZA is cost-effective versus AZA in
the 20-30% blasts subgroup is estimated to be % at a willingness-to-pay threshold of £50,000
per QALY. Similarly, In the >30% blasts subgroup, the probability that VenAZA is cost-effective
versus LDAC is estimated to be [JJJ% and for VenLDAC versus LDAC it is estimated to be [JJ|%
at a willingness-to-pay threshold of £50,000 per QALY.

The DSA results identified a small number of key influential parameters (treatment costs, patient
age, and time horizon) with the model being largely robust to uncertainty in the majority of
parameters. Scenario analyses conducted to address sources of uncertainty in the model
(extrapolations, cure time point, dose intensity, time-on-treatment, utilities) demonstrated that
whilst there was variation in the ICER, the cost-effectiveness conclusions remain the same and
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the vast majority of ICERs are considered cost-effective at a willingness-to-pay threshold of
£50,000 per QALY.

Overall, the base case ICERs for all comparisons investigated fall below a £50,000 per QALYs
willingness-to-pay threshold and VenAZA and VenLDAC can be considered a cost-effective use
of NHS resources.

Strengths

The clinical effectiveness evidence presented in this submission has been derived from an SLR
of clinical trials investigating the efficacy and safety of a variety of treatment options, including
venetoclax combinations, for the treatment of AML in treatment naive patients who are ineligible
for IC. Results from the VIALE-A and VIALE-C trials have demonstrated that VenAZA and
VenLDAC were associated with improved EFS, OS and rate of CR +CRi compared with AZA or
LDAC, respectively. This translates to an increase in QALYs gained for venetoclax in all
comparisons considered. The model was built to align with the NICE reference case, adopting an
NHS and PSS perspective, a lifetime time horizon to capture fully all costs and QALY gains
associated with the interventions, and discount rates for costs and benefits of 3.5%.

Limitations

A key limitation of the clinical evidence base was the lack of a head-to-head comparison for
VenAZA to LDAC, and to address this a propensity score analysis was conducted. In this
comparison, VenAZA was found to be associated with significantly longer OS and EFS
compared to LDAC. Additionally, VIALE-C did not meet its primary endpoint, with no significant
difference observed in OS at the planned primary analysis. However, at the time of the primary
analysis, there was greater censoring of patients in the VenLDAC arm than the LDAC arm,
because more patients had not yet reached median OS. Results from a subsequent unplanned
analysis with an additional 6 months of follow-up (data cut off: 15" August 2019) demonstrated a
significant difference in OS between the VenLDAC arm and the LDAC arm.

Finally, due to the restriction of AZA for use in patients with 20—-30% blast count, the decision
problem necessitated blast-restricted comparisons (VenAZA versus AZA in 20-30% blasts;
VenAZA versus LDAC in >30% blasts; VenLDAC versus LDAC in >30% blasts). However,
VIALE-A and VIALE-C were not designed to detect differences between the blast restricted
subgroups (blast count at baseline was not a stratification factor), and this is therefore an area of
uncertainty.

Conclusion

There is an unmet clinical need within clinical practice for an effective and tolerable treatment
option for treatment naive patients with AML who are ineligible for IC, which can offer deep and
durable remission and thereby improve long-term outcomes for patients, with the potential for a
cure in some patients. It is expected that clinicians will use VenAZA or VenLDAC as an alternative
to AZA or LDAC alone. Based on the evidence presented in this submission, the use of VenAZA
and VenLDAC can be considered a cost-effective use of NHS resources.
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Section A: Clarification on effectiveness data

Literature searching

A1. Appendix D, pages 6-12. Although the company submission states that the
systematic literature review (SLR) was conducted from a global perspective, the
results of the MEDLINE, Embase, and CENTRAL searches were restricted to
English language only. There are 1,400 non-English results excluded from the SLR,
primarily from CENTRAL. Please clarify the reason for excluding non-English

publications.

The SLR searches were limited to articles published in the English language because the vast
majority of the evidence relevant to this appraisal is expected to have been published in English.
In addition, the SLR was conducted in accordance with the NICE methods guide and the
decision to limit the SLR to studies published in English is in line with previous appraisals.’ Whilst
it is acknowledged that this approach has the potential to introduce a language bias, the risk of
excluding high quality randomised controlled trials for the current network meta-analysis is
considered low. Furthermore, according to the Centre for Review and Dissemination (CRD)
guidance for SLRs, studies with statistically significant results that have been conducted in non-
English speaking countries may be more likely to be published in English language journals than
those with non-significant results, and therefore it is considered likely that all studies reporting
significant results have been captured by the SLR.?

Identification and selection of relevant evidence

A2. Appendix D, Figure 2, page 20. The PRISMA flow diagram of included and
excluded studies for the clinical SLR shows a 2-stage process for selection of
studies for the network meta-analysis (NMA); first, 83 articles were considered
relevant, according to the eligibility criteria (Appendix D, Table 9, pages 17-19).
These 83 articles were then further screened for suitability in the NMA, and a total of
21 publications and two CSRs (reporting 9 trials) were finally included. Please clarify
the reason for the first stage of the process and the relevance of the eligibility criteria

reported in Table 9.

The first stage of the full-text screening was conducted based on the eligibility criteria detailed in
Table 9 of Appendix D. This stage of screening included an extensive number of comparators
and considered non-randomised clinical trials (e.g., single arm trials; studies with only one arm of
interest). This step was conducted in order to identify clinical evidence from a global perspective.
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As explained in the footnote of Table 9, the second stage of full-text screening applied additional
eligibility criteria to specifically identify evidence for the network meta-analysis (NMA). In this step
the treatment of interest was restricted to VenAZA, VenLDAC, Ven + decitabine, AZA, LDAC,
decitabine, glasdegib + LDAC, and BSC. In addition, the study design was restricted to
randomised clinical trials which contained at least two arms of interest in this step during the
second stage of full-text screening.

A3. Appendix D, Table 12, pages 36-40. The company submission states that Table
12 reports 64 studies. However, the table shows only 62 studies. Please clarify this
discrepancy.

Thank you for spotting this discrepancy. Within Appendix D of the company submission the two
studies detailed in Table 1 were mistakenly included in Table 10 rather than Table 12.

In the SLR update which was conducted on 13™ October 2020, a total of 10,197 records were
identified. After removing 2,878 duplicates, a total of 7,319 records were assessed for eligibility.
During the full-text review stage, 225 publications were further assessed for eligibility. At the end
of the full-text review stage, the clinical study reports for VIALE-A and VIALE-C were added to
the SLR. Thus, 85 records (83 publications out of 225 records and two additional clinical study
reports) met the inclusion criteria. Among these records, 27 publications only reported single arm
trial evidence and 37 publications reported comparative trial evidence with only one arm of
interest. Therefore, the number of articles that were deemed not-suitable for inclusion is 64. For
clarity, an updated PRISMA diagram for the clinical SLR is provided in Figure 1.

Table 1: Studies excluded at the second full-text screening stage which were omitted from
Table 12 of Appendix D

Author, year Title Reason for exclusion

Amadori, 20162 | Gemtuzumab Ozogamicin Versus Best Supportive Only one treatment arm
Care in Older Patients With Newly Diagnosed Acute | of interest

Myeloid Leukemia Unsuitable for Intensive
Chemotherapy: Results of the Randomized Phase
Il EORTC-GIMEMA AML-19 Trial

Burnett, 20134 Clofarabine doubles the response rate in older Only one treatment arm
patients with acute myeloid leukemia but does not of interest
improve survival
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Figure 1: PRISMA diagram of included and excluded studies for the clinical SLR

Identification
Records identified (N=10,197) — Duplicates excluded (N=2,878)
l Records excluded (N=7,094)

* No population of interest (n=2,661)

* No treatment of interest (n=1,825)

Title/abstracts assessed for eligibility —, * NO relevantoutcomes (n=174)
(N=7,319) + Study design not of interest (n=1,926)

* Duplicates (n=24)

= HTA, trial registry and systematic
review for reference checking (n=484)

Title/abstract screening

Full-text articles excluded (N=142)
* No population of interest (n=24)

Full-text screening
» No treatment of interest (n=15)

Full-text articles assessed for eligibility * No relevant outcomes (n=43)
(N=225) ~ . Study design not of interest (n=28)

= Conference abstracts already
published in full-text (n=23)

= Sample size of treatment arms of
interest <20 (n=9)

VIALE-A and VIALE-C CSRs
manually included (N=2)

X Additional full-text articles excluded
Full-text articles assessed for suitability ___ (N=64)
in NMA? (N=85) * Only one arm of interest (n=37)

» Study design not of interest (n=27)

v

Included publications

19 publications and 2 CSRs (N=21)

21 publications and 2 CSRs corresponding to 9 unique trials reporting comparative
evidence with at least two arms of interest

a Additional eligibility criteria were applied: Study design of interest, RCTs only. Update treatment of interest:
VenAZA, VenLDAC, Ven + decitabine, AZA, LDAC, decitabine, glasdegib + LDAC, and BSC.

Abbreviations: AZA: azacitidine; BSC: best supportive care; CSR: clinical study report; HTA: health technology
assessment; LDAC: low-dose cytarabine; N: number of studies; NMA: network meta-analysis; RCT: randomised
controlled trial; Ven: venetoclax

Decision problem — outcomes

A4. Document B, Section B.2.2, Table 3, page 31. The outcome ‘duration of
response’ is listed among the ‘reported outcomes specified in the decision problem’
for VIALE-A and VIALE-C in Table 3. The decision problem table (Document B,
Section B.1.1, Table 1, pages 16-18) states “whilst disease-free survival data were
not explicitly collected in the VIALE-A and VIALE-C trials, duration of response data
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were collected, which describe the time spent in a disease-free state”. However, the
outcome ‘duration of response’ is not defined in the table of outcome definitions
(Document B, Section B.2.3.1, Table 5, page 38). Please clarify the definition of the
outcome ‘duration of response’ and indicate where these data are reported in the

company submission.

The duration of response is defined as the number of days from the date of first complete
remission or complete remission with incomplete blood count recovery (CR +CRi), as defined by
the revised International Working Group (IWG) criteria for patients with acute myeloid leukaemia
(AML), to the earliest evidence of minor response (MR), progressed disease (PD), or death due
to disease progression.5 6

In VIALE-A (interim analysis 2 [IA2]) the median duration of CR + CRi was 17.5 months in the
VenAZA arm and 13.4 months in the AZA arm, demonstrating the improved durability of
response with VenAZA.” These data are reported on page 52 of Document B of the company
submission.

In VIALE-C (6-month follow-up data cut-off) the median duration of CR + CRi was [JJ§ months in
the VenLDAC arm and ] months in the LDAC arm.6 These data are reported on page 64 of
Document B of the company submission.

Characteristics of VIALE-A and VIALE-C trials

AS5. Document B, section B.2.3.2, Table 6, page 40. Please clarify if the range for the
variable age is interquartile range or actual range (i.e. minimum and maximum

values).

The age range reported for patients in VIALE-A and VIALE-C within Table 6 of Document B of
the company submission is an actual range (minimum and maximum), rather than an
interquartile range (IQR).7-8

A6. Document B, section B.2.3.2, Table 6, page 40. History of myelodysplastic
syndrome or CMML for VIALE-C has been reported as 52 for VenLDAC and 19 for
LDAC arm and therapy-related AML has been reported as 6 for VenLDAC and 4 for
LDAC arm. Please clarify what these numbers represent (i.e. number of patients in

each arm or percentages) as values for VIALE-A are reported as n/N and %.

The values reported in Table 6 of Document B of the company submission relate to the number
of patients, rather than a proportion. For clarity, the secondary AML type for patients with
secondary AML in VIALE-C is summarised in Table 2.

Table 2: Type of secondary AML for patients with secondary AML in VIALE-C

Secondary AML type, n (%) ‘ VenLDAC (n=58) ‘ LDAC (n=23)

Clarification questions Page 5 of 38



History of myelodysplastic 52 (90%) 19 (83%)
syndrome or chronic

myelomonocytic leukaemia
Therapy related AML 6 (10%) 4 (17%)

Abbreviations: AML: acute myeloid leukaemia; LDAC: low dose cytarabine; Ven: venetoclax.
Source: Wei et al. (2020).8

A7. Document B, Section B.2.5.2, Table 16, page 63. Please clarify if the primary
endpoint (overall survival analysis using the 15" August 2019 data cut-off) was

adjusted for baseline prognostic factors.

The results displayed in Table 16 of Document B of the company submission for the six month
follow up data cut-off (15" August 2019) are not adjusted for baseline prognostic factors, but are
based on the same method as the primary analysis (cut-off of 15" February 2019), which is
stratified log-rank test and stratified HR by AML status (de novo, secondary) and age (18—<75,
=75 years).

As for the primary analysis (cut-off of 15" February 2019) an additional post hoc stepwise
multivariate Cox proportional hazards model was used to determine the independent effect of
venetoclax on OS, and identify baseline prognostic factors that may have influenced OS.8 Similar
to the results for the primary analysis, this analysis identified AML status (de novo versus
secondary), cytogenetic risk (intermediate versus poor), ECOG performance status (<2 versus
22), and age (<75 versus 275 years) as significantly correlated with OS (see Table 3). Although
not reported in the original company submission, these data are reported on page 173 of the
VIALE-C CSR.®

Table 3: Multivariate analysis of OS including baseline demographics and disease
characteristics as covariates (FAS; 6-month follow up)

Covariate HR (95% CI) P-value
Treatment arm (VenLDAC versus LDAC) _ -
Age group (<75 versus 275 years) _ -
AML status (de novo versus secondary) ] [ ]
Baseline ECOG (<2 versus 22) ] [
Cytogenetic risk (intermediate versus ] [ ]
poor)

Abbreviations: AML: acute myeloid leukaemia; EGOG: Eastern Cooperative Oncology Group; FAS: full analysis
set; HR: hazard ratio; LDAC: low dose cytarabine; OS: overall survival; Ven: venetoclax.
Source: VIALE-C Clinical Study Report.®

A8. Document B, Section B.2.3.2, Table 6 pages 40-41. The table, which shows the
baseline characteristics of VIALE-A and VIALE-C trials, appears to report a mixture
of data “reported from EDC” and “reported from IVRS/IWRS” (as stated in the
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respective CSRs) for “age 275 years”, “AML type”, “secondary AML” and

“cytogenetic risk category” across the 2 trials.

i. Please clarify the difference between these 2 types of data and the reasons
for their inconsistent use in Table 6.

i. Please provide an amended table using consistent data, both within and
across the 2 trials.

Electronic data capture (EDC) and interactive voice/web recording system (IVRS/IWRS)
represent two methods used to collect the data in the trials. IVRS/IWRS was used for patient
randomisation, which included age (18-<75, 275 years) and cytogenetic risk category
(intermediate, poor) as stratification factors in VIALE-A, and AML status (de novo, secondary)
and age (18—<75, 275 years) in VIALE-C. IVRS/IWRS data are only available for these
categories, which were used for randomisation and as stratification factors within the primary
analysis of each trial, and are not available for any other data category. For this reason, it is not
possible to provide an amended table presenting consistent data both within and across VIALE-A
and VIALE-C, however, a table of baseline characteristics including both EDC and available
IVRS/IWRS data for the previously mentioned stratification factors is presented in Table 4.
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Table 4: Baseline characteristics of patients in the VIALE-A and VIALE-C trials

Characteristic

VIALE-A

VIALE-C

VenAZA (n=286) | AZA (n=145) VenLDAC (n=143) | LDAC (n=68)
Age
Median (range), years 75.6 (49.0-91.0) 75.1 (60.0-90.0) 75.1 (36.0-93.0) 74.3 (41.0-88.0)
275 years, n (%) reported from EDC 174 (60.8) 87 (60.0) e e
275 years, n (%) reported from IVRS/IWRS I I 78 (54.5) 39 (57.4)
Sex, n (%)
Male/Female | 172(60.1)/114(39.9) | 87(60.0)/58(40.0) | 78(54.5)/65(455) | 39(57.4)/29 (42.6)
AML type, n (%) reported from EDC
De novo 214 (74.8) 110 (75.9) e e
Secondary 72 (25.2) 35 (24.1) e e
AML type, n (%) reported from IVRS/IWRS
De novo - - 92 (64.3) 46 (67.6)
Secondary - - e e
Secondary AML, n/N (%)
History of myelodysplastic syndrome or CMML 46/72 (63.9) 26/35 (74.3) 52 19
Therapy-related AML 26/72 (36.1) 9/35 (25.7) 6 4
ECOG performance status score, n (%)
0 [ | [
1 | I
2 [ | [
3 | |
Bone marrow blast count, n (%)
<30% 85 (29.7) 41 (28.3) e e
>30 to <50% 61 (21.3) 33 (22.8) e e
250% 140 (49.0) 71 (49.0) e e
AML with MRC, n (%) 92 (32.2) 49 (33.8) e e
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Antecedent haematologic histo f MD

o gie history of MDS, _ - _ _
Cytogenetic risk category, n (%) reported from EDC

Favourable - e [
Intermediate 182 (63.6) 89 (61.4) [ [
Poor 104 (36.4) 56 (38.6) [ [
Cytogenetic risk category, n (%) reported from IVRS/IWRS

Intermediate ] e - -
Poor I I - -
Somatic mutations, n/N (%)?

IDH1 or IDH2 61/245 (25.7) 28/127 (22.9) [ I
FLT3, ITD or TKD 29/206 (14.1) 22/108 (20.4) I ]
NPM1 27/163 (16.6) 17/86 (19.8) 19 (17.0) 7 (13.5)
TP53 38/163 (23.3) 14/86 (16.3) 22 (19.6) 9 (17.3)
Baseline cytopenia grade 23, n (%)°

Anaemia 88 (30.8) 52 (35.9) [ [
Neutropenia 206/286 (72.0) 90/144¢ (62.5) I [
Thrombocytopaenia 145 (50.7) 73 (50.4) [ I
> PURTRTITS -

e maamp ey 1 003 o5 149 — —
Prior HMA used (yes), n (%) NA' NA' I I
RBC or platelet infusione (yes), n (%) I [
RBC transfusion® (yes), n (%) I N
Platelet transfusione (yes), n (%) N I

aPercentages were calculated using the total number of subjects with results (Detected or Not Detected) as the denominator of the sample size. Non-evaluable subjects
(undetermined or missing values) were not included in the denominator. °Cytopenia was graded according to the Common Terminology Criteria for Adverse Events. °Data missing
for 1 patient due to white blood cell count being too low to perform differential counts and report absolute neutrophil count. Missing data for neutropenia for 12 and 6 patients in
the VenLDAC and LDAC arms of VIALE-C, respectively. ®Within 8 weeks prior to the first dose of study drug (or randomisation for non-treated patients).Prior use with an HMA
was part of the exclusion criteria for VIALE-A.

Clarification questions Page 9 of 38



Abbreviations: AML: acute myeloid leukaemia; AZA: azacitidine; CMML: chronic myelomonocytic leukaemia; ECOG: Eastern Cooperative Oncology Group; EDC: electronic
data capture; FLT3: FMS-like tyrosine kinase-3; HMA: hypomethylating agent; IDH: isocitrate dehydrogenase; ITD: internal tandem duplication; IVRS/IWRS: interactive web/voice

recording system; LDAC: low-dose cytarabine; MDS: myelodysplastic syndrome; MRC: myelodysplasia related changes; NPM1: nucleophosmin 1; RBC: red blood cell; TKD:
tyrosine kinase domain; TP52: tumour protein 53; Ven: venetoclax.

Source: VIALE-A Clinical Study Report,® DiNardo et al. (2020),” VIALE-C Clinical Study Report,® Wei et al. (2020).8
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Statistical analyses and clinical effectiveness results

A9. Priority question. Document B, section B.2.8.1, page 82. Please provide a
table showing the hazard ratios for overall survival from each of the individual
studies included in the NMA.

A summary of the hazard ratios (HR) for overall survival (OS) for trials included in the >30% blast
count subgroup NMA is presented in Table 5.

Table 5: Summary of OS for trials included in the NMA (>30% blast count subgroup)

(01]
Trial Treatment Arm N )
Hazard Ratio 95% CI
AZA-AML-0012 LDAC 158 Reference
(Dombret 2015)° AZA 154 0.90 \ [0.70, 1.16]
AZA B Reference
VIALE-A"
VenAZA [ [ | .
LDAC [ | Reference
VIALE-C?
VenLDAC ] [ | .

aAZA-AML-001 (Dombret, 2015) included patients with >30% bone marrow blasts. Patients were randomly
assigned on the basis of local pathology assessment of baseline bone marrow blast count, which was subsequently
reviewed by the central pathologist; in a small number of cases, baseline blast count was <30% upon central
review.

Abbreviations: AZA: azacitidine; BSC: best supportive care; Cl: confidence interval; LDAC: low-dose cytarabine;
NMA: network meta-analysis; OS: overall survival; Ven: venetoclax.

A10. Priority question. Document B, section B.2.8.1, page 83. Please provide a
table showing the odds ratios for composite complete remission rate (CR +
CRi) from each of the individual studies included in the NMA.

A summary of the odds ratio (OR) for CR + CRi for trials included in the NMA is presented in
Table 6.

Table 6: Summary of CR + CRi for trials included in the NMA (>30% blast count subgroup)

CR + CRi Odds ratio
Trial Treatment Arm | N . (Drug vs
0 %o Reference arm)
AZA-AML-0012 LDAC 158 41 25.95 0.93
(Dombret 2015)° AZA 154 42 27.27 '
AZA [
VIALE-A7 _ i [ |
VenAZA B B N
LDAC [ ]
VIALE-C?® _ ! [ |
VenLDAC [ | [ | [ ]

aAZA-AML-001 (Dombret, 2015) included patients with >30% bone marrow blasts. Patients were randomly
assigned on the basis of local pathology assessment of baseline bone marrow blast count, which was subsequently
reviewed by the central pathologist; in a small number of cases, baseline blast count was <30% upon central
review.

Abbreviations: AZA: azacitidine; BSC: best supportive care; Cl: confidence interval; CR: complete remission; CRi:
complete remission with incomplete blood count recovery: LDAC: low-dose cytarabine; NMA: network meta-
analysis; Ven: venetoclax.
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A11. Document B. Please provide the NMA results for the 20-30 blast cell count

subgroup as these are not reported in the company submission.

As per NICE methods guide, when direct evidence is available, this should supersede indirect
evidence via an NMA. Therefore, an NMA in the 20—30% blast cell count subgroup is not
relevant to the decision problem.

The only comparison of relevance in the subgroup of patients with 20-30% blast cell count is
VenAZA versus AZA, where direct evidence is available from the VIALE-A trial, as described in
Table 50 of the company submission (see below).” Although LDAC is not restricted by blast cell
count, it is only used in patients with blast cell counts of >30% in clinical practice, as AZA is the
standard of care for patients with blast cell counts of 20-30%. Thus, an indirect comparison of
VenAZA versus LDAC in the 20-30% blast cell count population is not relevant to the decision
problem for this appraisal. It should also be noted that an indirect comparison of VenLDAC to
AZA is also not relevant to the decision problem for this appraisal (as described in Table 1 of
Document B of the company submission).

An NMA was conducted in the subgroup of patients with >30% blasts since this is the relevant
population for the comparison of VenAZA versus LDAC. An NMA conducted in the overall
population (i.e., not restricted by blast) is presented for reference in Appendix D of the company
submission.

Table 7: Summary of intervention comparisons in the model

Intervention ‘ AZA LDAC
20-30% blast count cohort

VenAZA v X
>30% blast count cohort

VenAZA x v
VenLDAC x v

Abbreviations: AZA: azacitidine; LDAC: low dose cytarabine; Ven: venetoclax

A12. Document B, section B.2.8.1, page 80. Please supply the baseline
characteristics of the participants included in the AZA-AML-001 and AZA-001
studies, which are part of the NMA. Please provide this information side by side with
the information from the VIALE-A and VIALE-C trials.

Baseline characteristics for studies included in the NMA are presented side by side as requested
in Table 8.
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Table 8: Baseline characteristics for studies included in the NMA

VIALE-A VIALE-C Dombret, 2015 (AZA-AML-001)
VenAZA AZA VenLDAC LDAC AZA LDAC BSC CCR IC

N=286 N=145 N=143 N =68 N=241 N=158 N=45 N=247 N=44
Demographics
Age (years)
Median 76.0 76.0 76.0 76.0 75.0 75.0 78.0 75.0 70.5
Range 49-91 60-90 36-93 41-88 64-91 65-88 67-89 65-89 65-81
Male, n (%) 172 (60.1) 87 (60.0) 78 (54.5) 39 (57.4) 139 (57.7) 94 (59.5) 29 (64.4) | 149 (60.3) 26 (59.1)
Female, n (%) 114 (39.9) 58 (40.0) 65 (45.5) 29 (42.6) 102 (42.3) 64 (40.5) 16 (35.6) 98 (39.7) 18 (40.9)
Geographic region, n (%)
United States [ [ [ [ ] NR NR NR NR NR
North America/Australia [ | [ | [ ] [ | 45 (18.7) NR NR 47 (19.0) 5 (11.4)
Western Europe/lsrael 116 (48.1) NR NR 122 (49.4) 22 (50.0)
Eastern Europe — — _— _— 46 (19.1) NR NR 44 (17.8) 7 (15.9)
Australia [ | [ ] [ | [ | NR NR NR NR NR
Asia [ ] [ ] [ | [ | 34 (14.1) NR NR 34 (13.8) 10 (22.7)
Rest of the world [ [ [ [ | NR NR NR NR NR
Race (%)
White [ ] [ ] I [ ] NR NR NR NR NR
Black [ | [ [ [ | NR NR NR NR NR
Other or missing [ [ [ [ NR NR NR NR NR
Clinical Characteristics
AML type, n (%)
Primary 214 (74.8) 110 (75.9) 92 (64.3) 46 (67.6) NR NR NR NR NR
Secondary 72 (25.2) 35 (24.1) 51 (35.7) 22 (32.4) NR NR NR NR NR
AML Classification
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VIALE-A VIALE-C Dombret, 2015 (AZA-AML-001)
VenAZA AZA VenLDAC LDAC AZA LDAC BSC CCR IC
N=286 N=145 N=143 N =68 N=241 N=158 N=45 N=247 N=44
Not otherwise specified NR NR NR NR 153 (63.5) 95 (60.1) 22 (48.9) 143 (57.9) 26 (59.1)
With myelodysplasia-
related changes I I I I 75 (31.1) 50 (31.6) 20 (44.4) 83 (33.6) 13 (29.5)
: ~ 26 (36.1) [for 9 (25.7) [for 6 (4.2) [for 4 (5.9) [for
With therapy-related secondary AML | secondary AML | secondary AML |  secondary AML 8(3.3) 9(5.7) 2 (4.4) 12 (4.9) 1(2.3)
myeloid neoplasms only] only] only] only]
With recurrent genetic
abnormalities NR NR NR NR 5(2.1) 4 (2.5) 1(2.2) 9 (3.6) 4(9.1)
Prior MDS, n (%)
Yes [ [ 47 (32.9) 17 (25.0) 49 (20.3) 23 (14.6) 11 (24.4) 38 (15.4) 4(9.1)
No [ | [ ] 96 (67.1) 51 (75.0) 192 (79.7) 135 (85.4) 34 (75.6) | 209 (84.6) 40 (90.9)
Confirmed prior
HMA, n (%) NR NR 28 (19.6) 14 (20.6) NR NR NR NR NR
BM Blasts (%)
Median [ | [ ] [ | [ | 70 74 76 72 70
Range [ ] ] [ ] [ ] 2-100 4-100 9-100 2-100 6-100
<30%, n (%) 85 (29.7) 41 (28.3) [ [ NR NR NR NR NR
61 (21.3) [230% | 33 (22.8) [230%
30-50% o <a0%] ‘o <30%) * I NR NR NR NR NR
>50%, n (%) 1‘;25(3%)) 71 49.0) 250% | R . 173(71.8) | 128(81.0) | 36(80.0) | 193(78.1) | 29(65.9)
Cytogenetic Risk NR NR n=138 n =66 NR NR NR NR NR
Group, n (%)
Good NR NR [ | [ | 113 (46.9) 65 (41.1) 23 (51.1) 105 (42.5) 17 (38.6)
Intermediate [ | [ ] 155 (64.3) | 104 (65.8) 29 (64.4) | 160 (64.4) | 27 (61.4)
182 (63.6) [EDC] | 89 (61.4) [EDC]

Good/intermediate NR NR I I NR NR NR NR NR
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VIALE-A VIALE-C Dombret, 2015 (AZA-AML-001)

VenAZA AZA VenLDAC LDAC AZA LDAC BSC CCR IiC
N=286 N=145 N=143 N =68 N=241 N=158 N=45 N=247 N=44
Poor - [ | [ | 85 (35.3) 54 (34.2) 16 (35.6) 85 (34.45) 15 (34.1)

104 (36.4) [EDC] | 56 (38.6) [EDC]
ECOG Performance Status, n (%)

0-1 [ | [ ] I I 186 (77.2) 123 (77.8) 30 (66.7) 189 (76.5) 36 (81.8)

0 [ [ [ [ NR NR NR NR NR

1 [ ] [ ] ] ] NR NR NR NR NR

2-3 [ ] [ ] I I NR NR NR NR NR
[ ] [ [ [ 55 (22.8) 35(22.2) 15 (33.3) 58 (23.5) 8(18.2)

3 [ ] [ ] [ | [ NR NR NR NR NR

3-4 [ [ [ [ NR NR NR NR NR

Missing [ ] [ [ | [ | NR NR NR NR NR

Abbreviations: AZA: azacitidine; CCR: conventional care regimens; BSC: best supportive care; SC: supportive care; DEC: decitabine; BM: bone marrow; HMA:

hypomethylating agent; MDS: myelodysplastic syndrome; GLAS: glasdegib; GO: gemtuzumab ozogamicin; ECOG: Eastern Cooperative Oncology Group; WBC: white blood
cell; ANC: absolute neutrophil count; Hgb: haemoglobin; LDAC: low-dose cytarabine; AML: acute myeloid leukaemia; MDS: myelodysplastic syndrome; TC: treatment choice;
EDC: electronic data capture; IVRS: interactive voice response system; IWRS: interactive web response system; CMML: chronic myelomonocytic leukaemia.
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A13. Document B, section B.2.5.1, page 56, last paragraph. The text refers to Table
16. Should this state Table 15 instead?

Thank you for highlighting this. There is a typographical error on page 56 of the company
submission, and this should in fact refer to “Table 15”.

A14. Document B, section B.2.5.1. Table 14, page 56. The numbers with MRD
negativity are higher than the numbers with MRD <0.001 and CR + CRi. Please
clarify why some patients with MRD appear not to be classified as CR or CRi.

The vast majority of patients with (minimal residual disease) MRD <0.001 were classified as CR
+ CRI. It is however possible for patients to be classified as MRD <0.001 but not CR + CRi, due
to these patients not recovering their peripheral blood counts to the levels required for CR + CRi
(see Table 9). Other reasons could include patients discontinuing the study prior to having a
formal disease assessment, and the potential for a low frequency of false MRD negative
results.'® Therefore, given that MRD is most meaningful in patients who have achieved a
complete remission (CR or CRi), MRD assessments were evaluated in that group of patients
(MRD <0.001 and CR + CRi) —i.e., 67 patients (23.4%) in the VenAZA arm and 11 patients
(7.6%) in the AZA arm (see Table 14 in Document B of the company submission).

Table 9: Outcome definitions for CR + CRi and MRD negativity used in VIALE-A and
VIALE-C trials

Outcome Measure Definition

CR + CRi Proportion of patients who achieve a CR or CRi at any time point
during the study as per the modified IWG criteria for AML.:""

e CR: ANC = 10%/L, platelets = 105/uL, RBC transfusion
independence, and bone marrow with < 5% blasts. Absence of
circulating blasts and blasts with Auer rods; absence of
extramedullary disease

e CRi: All criteria as CR except for residual neutropenia < 10%/uL
(1000/uL) or thrombocytopenia < 10%/uL (100,000/uL). RBC
transfusion dependence is also defined as CRi

MRD negativity MRD negativity was defined as less than one leukaemic cell per 1000
leukocytes (MRD <0.001 or 0.1%) in bone marrow aspirates evaluated
via a centralised, validated, multicolour flow cytometry (MFC) assay'®
Abbreviations: AML: acute myeloid leukaemia; CR: complete remission; CRi: complete remission with incomplete
blood count recovery: IWG: International Working Group; MRD: minimal residual disease RBC: red blood cell;
Source: VIALE-A Clinical Study Report,® VIALE-C Clinical Study Report.®

A15. Document B, section B.2.3.2. Table 6, page 40. This table provides the
numbers of patients in VIALE-A with a blast count <30%. These are higher than the
numbers in the 20-30% subgroup informing the economic model. Please clarify why

this is the case.

Please refer to the response to clarification question B.1 for an explanation of the differences in
blast cell count subgroups between the CSR and the post-hoc analysis.
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A16. Appendix D, Tables 16 and 17, page 47. For both tables, please clarify the
information reported in the treatment arm column. In particular, what do ‘combined’,

‘preselected BSC’, ‘preselected LDAC’ and ‘pres