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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:

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 19 of 227




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.
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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)

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 36 of 227




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

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 41 of 227



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.

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 58 of 227



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
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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:
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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.
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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.
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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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