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Abbreviations

Abbreviation | Definition

AE Adverse event

AIC Akaike information criteria

ALC Absolute lymphocyte count

ASO-PCR Allele-specific oligonucleotide polymerase chain reaction
Bcl2 B-cell lymphoma 2

BCRI B-cell-antigen receptor inhibitor

BCRP Breast cancer resistant protein

BIC Bayesian information criteria

BNF British National Formulary

BR Bendamustine with rituximab

BSA Body surface area

BSH British Society for Haematology

CEM Cost-effectiveness model

CHMP Committee for Medicinal Products for Human Use

Cl Confidence interval

CIRS Cumulative illness rating scale

CLL Chronic lymphocytic leukaemia

COPD Chronic obstructive pulmonary disease

CR Complete response

CrCl Creatinine clearance

CRi Complete response with incomplete bone marrow recovery
CRR Complete response rate

CSR Clinical study report

CYP3A Cytochrome P450-3A

DSU Decision Support Unit

ECOG European Cooperative Oncology Group

EFS Event-free survival

EMA European Medicines Agency

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

EOT End-of-treatment

EQ-5D-3L European Quality of Life 5 Dimensions 3 Level Version
ERG Evidence Review Group

FCR Fludarabine, cyclophosphamide and rituximab

FISH Fluorescent in-situ hybridisation

FUM Follow-up month

GClb Chlorambucil with obinutuzumab

G-CSF Granulocyte-colony stimulating factor

HCHS Hospital and Community Health Services
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Abbreviation | Definition

HDMP High-dose methylprednisolone

HR Hazard ratio

HRG Healthcare Resource Group

HRQoL Health-related quality-of-life

HTA Health technology assessment

1A Interim analysis

ICER Incremental cost-effectiveness ratio
iDMC Independent Data Monitoring Committee
IGHV Immunoglobulin heavy-chain variable region
IPD Individual patient data

IPI International Prognostic Index

IRC Independent Review Committee

ITC Indirect treatment comparison

ITT Intention-to-treat population

I\ Intravenous

IVRS Interactive voice response system
iwCLL International Workshop on Chronic Lymphocytic Leukaemia
KM Kaplan—Meier

LDH Lactate dehydrogenase

LY Life years

LYG Life years gained

MAIC Matching-adjusted indirect comparison
MDASI MD Anderson Symptom Inventory
MMRM Mixed-effects model repeated measures
MRD Minimal residual disease

NCI-CTCAE National Cancer Institute common terminology criteria for adverse events
NHL Non-Hodgkin’s lymphoma

NHS National Health Service

NMA Network meta-analysis

NMB Net monetary benefit

OATP Organic-anion-transporting polypeptide
OR Odds ratio

ORR Overall response rate

0S Overall survival

PAS Patient access scheme

PD Progressive disease

PFS Progression-free survival

PO Oral

PPS Post-progression survival

PR Partial response
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Abbreviation

Definition

PRO Patient-reported outcome

PSA Probabilistic sensitivity analysis
PSS Personal and Social Services
PSSRU Personal and Social Services Research Unit
Q2w Once every two weeks

QALY Quality-adjusted life year

QD Once daily

RCIb Chlorambucil with rituximab

RCT Randomised controlled trial

R/R Relapsed or refractory

SAE Serious adverse event

SE Standard error

SLR Systematic literature review

SmPC Summary of product characteristics
TEAE Treatment emergent adverse event
TLS Tumour lysis syndrome

ToT Time-on-treatment

TSD Technical support document

TTNT Time-to-next treatment

Tx Treatment

VAS Visual analogue scale

VenG Venetoclax with obinutuzumab
VenR Venetoclax with rituximab

WTP Willingness-to-pay
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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem

The European Medicines Agency (EMA) marketing authorisation for venetoclax in combination
with obinutuzumab (VenG) is expected in || | I, with the anticipated license wording

being: Venclyxto in combination with obinutuzumab is indicated for the treatment of adult patients
with previously untreated chronic lymphocytic leukaemia (CLL).

This submission focusses on a narrower scope in relation to the anticipated marketing
authorisation for VenG. The submission will concentrate on VenG in the two subpopulations

listed in Table 1.

Table 1: Sub-populations considered in this submission

Population

Comparison

Rationale

Subpopulation 1: Patients
with previously untreated CLL,
without del(17p)/TP53
mutation, with known
comorbidities that make them
unsuitable for treatment with
FCR/BR

VenG vs GClb

This subpopulation best reflects the
cohort of the pivotal trial, CLL14

The subpopulation is consistent with
NHS clinical practice; clinical experts
treating patients with CLL in the UK NHS
have confirmed that VenG would not be
used in patients suitable for fludarabine-
or bendamustine-based therapies

Subpopulation 2: Patients
with previously untreated CLL,
with del(17p)/TP53 mutation

VenG vs ibrutinib
monotherapy

This subpopulation is also reflected in
the pivotal trial, CLL14, where 10.6% of
patients has del(17p)/TP53 mutation
There is a high unmet need for this poor-
prognostic subpopulation

Abbreviations: CLL: chronic lymphocytic leukaemia; GClb: chlorambucil with obinutuzumab; NHS: National

Health Service; VenG: venetoclax with

obinutuzumab.

These two distinct populations and corresponding relevant comparators are addressed by the
decision problem for this submission, as summarised in Table 2.

The company submission presented here is consistent with the final NICE scope and the NICE

reference case.
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Table 2: The decision problem

Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final
NICE scope

e Fludarabine, cyclophosphamide and
rituximab (FCR)

e Bendamustine with or without
rituximab (BR), for people for whom
fludarabine-based therapy is
unsuitable

e Chlorambucil with or without
rituximab, for people for whom
fludarabine-based therapy is
unsuitable

e Obinutuzumab with chlorambucil, for
people for whom fludarabine-based
therapy and bendamustine is
unsuitable

With a del(17p)/TP53 mutation:

¢ |brutinib alone, for people for whom

chemo-immunotherapy is unsuitable

e |delalisib with rituximab

e Obinutuzumab with chlorambucil
With a del(17p)/TP53 mutation:
e |brutinib

Population People with untreated chronic People with untreated chronic The CLL14 trial population does not include
lymphocytic leukaemia lymphocytic leukaemia with coexisting patients who would receive FCR or BR in
conditions that make fludarabine and clinical practice, as advised by UK NHS
bendamustine based therapy unsuitable | clinicians
for them
Intervention Venetoclax with obinutuzumab As per final scope As per final scope
Comparator(s) Without a del(17p)/TP53 mutation: Without a del(17p)/TP53 mutation: Without a del(17p)/TP53 mutation:

e FCR: The pivotal CLL14 trial population
excludes patients who would normally
be eligible for FCR.! The evidence
submission is for FCR/BR-unsuitable
patients

e BR: According to the BSH guidelines on
CLL (2018), BR is recommended as an
alternative for fit patients in whom FCR
is contra-indicated due to specific
comorbid conditions.? BR is not a
comparator as the evidence submission
is for FCR/BR-unsuitable patients only

e Chlorambucil with rituximab:
According to the BSH guidelines on CLL
(2018), chlorambucil with rituximab is
not routinely recommended?

With a del(17p)/TP53 mutation:

¢ |delalisib with rituximab: The clinical
consensus is that ibrutinib has
superseded idelalisib with rituximab as
the B-cell-antigen receptor inhibitor
(BCRI) of choice? 3

The scope presented in this submission
has been clinically validated as
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representing current NHS practice by a
panel of UK clinical experts (See Section
B.1.3.4 and B.3.10)

Outcomes

Overall survival
Progression- free survival
Response rate

Adverse effects of treatment
e Health-related quality of life

As per final scope

The CLL14 trial collected data on each of
these outcomes and the data presented in
this submission is in line with the final
scope

Economic analysis

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

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

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

As per final scope and NICE reference
case

As per final scope

Subgroups to be
considered

e People with untreated CLL with
del(17p)/TP53 mutation

e People with untreated CLL for whom
fludarabine-based therapy is
unsuitable

e People with untreated CLL for whom
bendamustine-based therapy is
unsuitable

e People with untreated CLL with
del(17p)/TP53 mutation

e People with untreated CLL for whom
fludarabine-based therapy is
unsuitable

e People with untreated CLL for whom
bendamustine-based therapy is
unsuitable

The subgroups for consideration in the final
scope are presented as the key population
in the submission

Abbreviations: BCRi: B-cell-antigen receptor inhibitor; BR: bendamustine and rituximab; BSH: British Society for Haematology; CLL: chronic lymphocytic leukaemia; FCR:

fludarabine, cyclophosphamide and rituximab; NHS: National Health Service.

Source: Final Scope for ID14024
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B.1.2 Description of the technology being appraised

A description of the technology appraised is summarised in Table 3. The summary of product
characteristics (SmPC) for venetoclax is provided in Appendix C.

Table 3: Technology being appraised

UK approved name
and brand name

Venetoclax (Venclyxto®) [in combination with obinutuzumab]

Mechanism of action

Venetoclax is a first in class orally available, selective small molecule
inhibitor of B-cell ymphoma 2 (Bcl2), an anti-apoptotic protein
overexpressed in approximately 95% of CLL cases.>® Venetoclax
restores apoptosis independently of the p53 protein.® 8 As venetoclax is
thought to act downstream of TP53, its mechanism of action provides a
rationale for targeting Bcl2 irrespective of del(17p)/TP53 status.®

Marketing
authorisation/CE
mark status

A marketing authorisation application for the indication of interest was
submitted in

Anticipated date of CHMP positive opinion is | GTGcGczNNG.

Marketing authorisation approval for venetoclax in this indication is
anticipated in IR

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

Venetoclax currently has marketing authorisation from the European
Medicines Agency (EMA)? in the following therapeutic indications:

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:

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

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

The anticipated marketing authorisation wording for venetoclax in the

indication of interest to this submission is:

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

Method of
administration and
dosage

Venetoclax is administered orally as a film coated tablet. The daily
regimen is initiated on day 22 of Cycle 1, starting with a 5-week dose
ramp-up (1 week each of 20, 50, 100, and 200 mg, then 400 mg daily
for 1 week), thereafter continuing at 400 mg daily until completion of
Cycle 12.

Obinutuzumab is administered intravenously for 6 cycles:

e 100 mg on Day 1 and 900 mg on Day 2 (or 1000 mg on Day 1) of
Cycle 1

e 1000 mg on Days 8 and 15 of Cycle 1
e 1000 mg on Day 1 of Cycles 2-6

Additional tests or
investigations

Not applicable
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List price and average | Confirmed list price of venetoclax:

cost of a course of e 14-tab pack (10 mg) = £59.87 (1 week, starting Day 22 Cycle 1,
treatment 20mg per day)

e 7-tab pack (50 mg) = £149.67 (1 week, 50 mg per day)
e 7-tab pack (100 mg) = £299.34 (1 week, 100 mg per day)
e 14-tab pack (100 mg) = £598.68 (1 week, 200 mg per day)

e 112-tab pack (100 mg) = £4,789.47 (Day 22 Cycle 2 until end of
Cycle 12, 400 mg per day [28 days pack])

Confirmed list price of obinutuzumab:
e 1000 mg = £3,312.00

At list price, the average cost of VenG for the course of 1-year when
assuming 100% treatment compliance is £

Patient access There is a simple discount patient access scheme (PAS) for venetoclax
scheme (if applicable) | which entails providing a discount of [llllon the list price for
venetoclax.

The average cost of VenG for the course of 1-year, assuming 100%
treatment compliance and accounting for this PAS is Eﬁ

A confidential PAS is also available for obinutuzumab. (Note that the
figure for the average cost of VenG above does not include the PAS
price of obinutuzumab)

Abbreviations: Bcl2: B-cell ymphoma 2; CHMP: Committee for Medicinal Products for Human Use; CLL: chronic
lymphocytic leukaemia; EMA: European Medicines Agency; PAS: Patient Access Scheme; SmPC: Summary of
Product Characteristics; VenG: venetoclax with obinutuzumab.

Source: Venclyxto® SmPC;° Gazyvaro® SmPC."0

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

treatment pathway

B.1.3.1 Disease overview and epidemiology

CLL is the most common of the chronic leukaemias, comprising 30% of all adult leukaemia."
CLL is a clonal disease of unknown aetiology, characterised by the accumulation of mature B
cells in blood, lymph nodes, spleen, liver, and bone marrow. The progressive accumulation of
monoclonal B lymphocytes leads to leucocytosis, lymphadenopathy, hepatosplenomegaly,
anaemia, thrombocytopenia, neutropenia, bone marrow failure, recurrent infections and systemic
symptoms (fatigue, loss of appetite, weight loss, night sweats and shortness of breath when
exercising).'?

Recurrent genetic abnormalities (deletions or mutations) can be identified in the majority of cases
of CLL. The disease is also genetically heterogeneous, and subject to clonal variation during the
disease course with the emergence of treatment resistant sub-clones, especially following DNA
damaging chemotherapy. Mutation of the tumour suppressor gene TP53 (via deletion of the short
arm of chromosome 17 (del[17p]), which contains TP53, or mutation of the TP53 gene
sequence) plays a critical role in cancer development and mediates resistance to
chemotherapy.'® TP53 dysregulation is observed in 5-10% of untreated CLL patients,'* and
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patients with del(17p)/TP53 mutation have been observed to have a much higher risk of rapid
disease progression and a significantly reduced overall survival.'® 16

UK incidence of CLL (European-age standardised) for 2016 was recorded as 6.0 per 100,000
person years, with an estimated 3,412 new diagnoses in England and Wales (in 2016) and
incidence is higher in male than female patients (1.7:1).17-2° Survival of CLL patients is observed
to be significantly shorter than that of the age-matched general population, for patients aged <55
years (p<0.001), 55-64 years (p<0.001), and 65-74 years (p<0.001) at CLL diagnosis; and a
trend of shorter survival for those 275 years albeit not statistically significant (p=0.136).2' CLL is
a slowly progressive cancer with five-year relative survival rates of around 70% and 75% for men
and women, respectively.?? Overall, CLL accounts for around 1,000 deaths a year.?3

Most patients are older than 70 years (median age at diagnosis is 72 years) and have clinically
relevant coexisting conditions,”- 24 25 with more than 4 in 10 [42%] new cases being identified in
patients aged 75 and over and the highest incidence rates being found in patients aged 85-89
for females, and 90+ for males."® Treatment of patients with comorbidities and high risk genetic
subtypes (including TP53 dysregulation) is an area of unmet need with a requirement to identify
effective therapies with alternative mechanisms of action and acceptable side effect profiles.?®

B.1.3.2 Disease burden

CLL develops slowly and, most often, patients with CLL are asymptomatic at the time of
diagnosis and become aware of the disease following the detection of lymphocytosis in a routine
blood count.?”

Symptoms of CLL can include swollen lymph nodes; having frequent infections; severe sweating
at night; weight loss; and breathlessness, tiredness and headaches due to anaemia.?” Beyond
the physical symptoms of the disease, CLL has a significant emotional impact too; the emotional
wellbeing of CLL patients is significantly lower than the general population, and also significantly
lower than patients with other cancer types.?®

Fatigue is one of the most common symptoms of CLL,%® 30 and the severity of fatigue is higher in
CLL patients compared to published population norms and worsens as disease progresses.?®
The impact of disease progression and increased fatigue in CLL have both been shown to
negatively impact the health-related quality of life (HRQoL ) of patients.?® 3" In the CLL14 trial,
patients were assessed using the European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire (EORTC-QLQ-C30) and results showed that disease progression
had a negative impact across all 15 quality of life (QoL) domains and patient-reported HRQoL
was most strongly correlated with fatigue as well as role functioning.®' Consequently, as CLL
progresses, it can also have an increasingly negative impact on patients’ carers, as their
requirements for care increase.’'

CLL patients are at increased risk of other secondary cancers and greater risk of infections
because CLL is a cancer of the B-lymphocytes, and consequently causes impairment to the
immune system through impact of the disease on the glands of the lymphatic system, the spleen
and other organs.2% 32.33 During the NICE appraisal committee meeting for TA429, patient
experts described how the uncertainty associated with living with CLL greatly affects patients’
QoL. They described how patients become isolated from family and friends to protect themselves
from infection, preventing them from living a normal life, reducing their contribution to society and
potentially shortening their life expectancy.3*
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Most patients with early stage CLL are not immediately treated, with treatment only being
initiated once there is sufficient evidence of disease progression or disease-related symptoms.3®
Several studies have shown that treating patients with early-stage disease does not result in a
survival benefit,36-38 and while there is recent evidence from the CLL12 trial of a favourable delay
in progression for patients with early stage disease treated with ibrutinib versus placebo,*
current NHS practice is to take a 'watch and wait* approach to early treatment. Although there is
evidence to support this approach, this ‘watch and wait’ period before treatment initiation can
cause patients anxiety and emotional distress as they feel that ‘nothing is being done’.?
Additionally, once treatment has begun, it may often be extended over a long period of time,
requiring prolonged emotional and practical support.?

Additional burden on patients stems from the impact of disease on their ability to work. CLL
diagnosis may lead to temporary sick leave, a reduction in work hours or a need to ask for
special adjustments at work, which could impact on their personal finances, causing an
emotional burden.?®

CLL is associated with a substantial economic burden, with recent evidence suggesting that
costs associated with the disease are increasing over time.*° Even in the early stages of the
disease, a significant proportion of patients with CLL are hospitalised which is a key driver for
costs to the healthcare system.*'-42 Cumulatively, CLL leads to high lifetime costs for patients,
the system and carers.*0- 43

B.1.3.3 Minimal Residual Disease (MRD)

MRD describes the presence of a very small number of leukaemic cells remaining in the blood or
bone marrow following treatment. Presence of undetectable MRD indicates the depth of
remission. MRD can be measured in peripheral blood and bone marrow by highly sensitive
molecular based assays or immunophenotyping. Currently, techniques for assessing MRD have
become well standardised, with the six-colour flow cytometry (MRD flow), allele-specific
oligonucleotide Polymerase Chain Reaction (ASO-PCR), and high-throughput sequencing using
the ClonoSEQ assay being reliably sensitive down to a level below one CLL cell per 10,000
leukocytes (10~* CLL cells per leukocyte). Patients will be defined as having undetectable MRD
remission if they have blood or marrow with less than one CLL cell per 10,000 leukocytes.
Measuring MRD in blood is easier and less painful for the patient and can generally be used for
making this assessment, however it is less sensitive than testing the marrow, in particular in
cases where therapies preferentially clear the blood but not the marrow (such as monoclonal
antibodies). Therefore, it may be important to confirm that the marrow aspirate also has
undetectable MRD when the blood is found to have undetectable MRD.3%

Multiple studies have demonstrated that achieving MRD below 10* CLL cells per leukocyte in
the blood and/or bone marrow (i.e. undetectable MRD) leads to an improved progression-free
survival (PFS).4

In December 2015, the European Medicines Agency (EMA) has included undetectable MRD as
an intermediate endpoint in a revision document to appendix 4 to the guideline on the evaluation
of anticancer medicinal products in man. EMA states that “undetectable MRD in patients with
CLL in clinical complete remission (= MRD response rate) after induction therapy may be used
as an intermediate endpoint for licensure in randomised well controlled studies designed to show
superiority in terms of PFS”.4% In addition, based on studies reporting longer remission, improved
overall survival (OS) and PFS for patients with undetectable MRD, the CLL guidelines of the
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British Society for Haematology (BSH) present MRD as a factor which affects prognosis.*® The
importance of MRD in CLL is furthermore underscored by the publication of the updated
International Workshop on CLL (iwCLL) guidelines in March 2018: According to the iwCLL
update “Prospective clinical trials have provided substantial evidence that therapies that are able
to eradicate MRD usually result in an improved clinical outcome”.3%

B.1.3.4 Current UK CLL clinical pathway of care

CLL is diagnosed based on the combination of lymphocyte morphology, the detection of
>5x109/L circulating clonal B cells persisting for greater than three months and a characteristic
immunophenotype.3® Additional investigations include cross-sectional imaging, bone marrow
biopsy and cytogenetic analysis by fluorescent in-situ hybridisation (FISH). Testing of additional
genetic biomarkers such as immunoglobulin heavy chain (IGHV) sequence, may be undertaken
to assess the stage of disease and to provide additional prognostic information.3® Disease is
staged, most commonly in Europe, using the Binet system.*% 47 With the increasing use of routine
blood tests over time, the majority of patients are currently diagnosed with early stage disease.*®
More than 50% of CLL patients are asymptomatic at diagnosis and require no treatment.
Symptoms appear as the disease progresses and treatment is initiated when a patient’s disease
becomes symptomatic or progressive (summarised as “active disease”) as defined by iwCLL
guidelines.3®

Early intervention with chemotherapy does not improve the natural history of the disease and
may drive clonal evolution and later treatment resistance and hence, therapy is only
recommended for patients with rapidly progressive or symptomatic disease.3® 4% %0 The time from
diagnosis to treatment is variable according to the biological characteristics of the disease (for
example the type of chromosomal deletions present or the presence of mutated IGHV sequence)
although it is often greater than 5 years especially for patients with early stage disease.""

The aims of treatment are to achieve good quality remissions, leading to durable periods of PFS
and to extend long-term OS whilst minimising side effects and toxicities from treatment.*® Given
the prognostic significance of achieving undetectable MRD and its relationship with longer
periods of remission and survival,®? undetectable MRD is now a key treatment goal for patients
and clinicians.

Determining fitness status for chemotherapy

Due to the age distribution of CLL, two-thirds of patients are likely to have at least one significant
co-morbidity and higher risk disease and this could impact on their fitness for chemotherapy.5® As
a result, an assessment of fitness status is required prior to initiating active treatment to ensure
an appropriate choice for the patient. Unfortunately, the optimal strategy to determine fitness for
chemotherapy remains undetermined and there is no agreement on the use of a specific formal
co-morbidity assessment tool.? In routine clinical practice, assessment of fitness includes factors
such as age, presence and severity of comorbidities and performance status.2

Treatment of previously untreated fit patients without del(17p)/TP53 mutation

The BSH guidelines recommend fludarabine, cyclophosphamide and rituximab (FCR) as initial
therapy for previously untreated, fit patients without TP53 disruption, unless FCR is
contraindicated due to comorbidities. Although there is no international consensus on a specific
age restriction for FCR, elderly patients (>65 years old) are more likely to experience toxicity with
intensive chemotherapy.?
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The BSH guidelines also consider bendamustine and rituximab (BR) as an acceptable alternative
for fit patients in whom FCR is contra-indicated due to specific comorbid conditions, e.g. renal
impairment, more advanced age, concerns with marrow capacity or patient preference.?
However, UK clinical experts at a recent AbbVie advisory board confirmed that there is limited
use of BR in current NHS practice (estimated in <5% of untreated CLL patients).

It is worth noting that the population of relevance to this submission are patients who are
unsuitable for FCR and BR since the eligibility criteria for the pivotal VenG CLL14 trial included
patients with characteristics (e.g. coexisting conditions, cumulative illness rating scale [CIRS]
score >6) that would typically make them unsuitable for FCR and BR."

Treatment of previously untreated FCR/BR-unsuitable patients without del(17p)/TP53
mutation

In patients considered unsuitable for FCR/BR, chlorambucil with obinutuzumab (GCIb) is
recommended by the BSH guidelines.? The BSH guidelines do not recommend chlorambucil with
rituximab (RCIb), and this combination is not approved by NICE; the guidelines note specifically
that GClb showed significantly superior PFS and time-to-next treatment (TTNT) results when
compared to RCIb in the CLL11 study.? 54

As a result, the standard of care therapy for FCR/BR-unsuitable CLL patients without
del(17p)/TP53 mutation is GClb, which is therefore the only relevant comparator in this
population. This was validated by five clinical experts at an AbbVie-organised advisory board.
The limited treatment options for these patients means that there is an unmet need for therapies
with different mechanisms of action, particularly treatments which are tolerable to an elderly or
FCR/BR-unsuitable population, and which provide a deep durable response. VenG has
demonstrated significantly improved PFS and superior undetectable MRD results versus GCIb in
the CLL14 trial, which implies that fewer patients will require costly relapse therapies.’
Furthermore, there is an unmet need for a chemotherapy-free treatment option which may
reduce the risk of clonal evolution and treatment resistance.?% 4% VenG also provides the same
benefit of fixed duration treatment, which limits patient exposure and cost of therapy.

Treatment of previously untreated patients with del(17p)/TP53 mutation

Ibrutinib is recommended as the treatment of choice for patients with untreated CLL and
del(17p)/TP53 mutation in the BSH guidelines and is also recommended by NICE for this
indication.? 34 Of note is that ibrutinib was recommended in this indication, despite the absence
of randomised trial data because of the high unmet need of the previously untreated
del(17p)/TP53 mutation subpopulation. The phase Il RESONATE trial demonstrated ibrutinib
efficacy versus ofatumumab in the relapsed/refractory setting and even though the trial did not
include patients with untreated CLL, a simplifying assumption was made during the NICE
appraisal “that the treatment effect in patients with a 17p deletion in the RESONATE trial who
had previously had treatment (33% of patients) could be generalised to patients who had not had
treatment”.34 5% The NICE appraisal committee recognised that this simplifying assumption was
associated with uncertainty. A follow-on trial, RESONATE 2, demonstrated ibrutinib superiority
over chlorambucil in patients with untreated CLL, however the trial did not include any patients
with the del(17p)/TP53 mutation. In the CLL14 trial, VenG demonstrated a significantly improved
PFS vs GClb in the del(17p)/TP53 mutated subgroup.
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Idelalisib and rituximab combination therapy is also approved by NICE in this indication,%5 57
however idelalisib has more recently been associated with a higher risk of infection and death
than the alternative therapies, leading to a review of its EMA license which now recommends
idelalisib only for “first-line treatment of CLL in the presence of del(17p)/TP53 mutation in
patients who are not eligible for any other therapies”.5” Therefore, this combination has generally
been superseded by ibrutinib.

Overall, ibrutinib is currently the standard of care in this subpopulation, however treatment
options aside from ibrutinib are very limited and there is a high unmet need for patients who
cannot tolerate ibrutinib, such as those with significant cardiac disease or bleeding risk. Recent
data indicate that up to 41% of patients discontinue treatment with ibrutinib after a median of 7
months; of these patients, approximately 60% discontinue because of toxic effects.583 As a
result of this, it is of key importance to broaden the therapeutic options for the del(17p)/TP53
population to those with a different mechanism of action from the B-cell receptor pathway
inhibitors (BCRis; ibrutinib and idelalisib). In particular to include therapies which have
demonstrated a deep durable treatment response in the del(17p)/TP53 mutation population, such
as venetoclax," % and also for fixed duration therapies, which limits patient exposure as well as
providing a reduced and more predictable treatment cost.

Table 3 below presents NICE recommended first-line treatments for CLL. It should be noted,
however, that in current NHS practice, several NICE recommended medicines are no longer
actively used, and any differences in the use of treatments in practice have been recorded below.
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Table 4: NICE and BSH recommended first-line treatments for CLL

Treatment

Technical
Appraisal
ID

Population Restrictions

Use in clinical practice if different to NICE
recommendations*

Relevance to this submission

Without del(17p)/TP53 mutation — ‘fit’ patients

(NB: the 2011
appraisal, TA216,
was for
bendamustine
monotherapy, but
subsequently
bendamustine with
rituximab [BR] has
been used in
clinical practice)

fludarabine combination
chemotherapy is not
appropriate

Fludarabine, TA1745°

cyclophosphamide

and rituximab

(FCR)

Bendamustine TA216% e Patients for whom e The BSH guidelines recommend BR as an

acceptable alternative for fit patients in whom
FCR is contra-indicated due to specific
comorbid conditions, e.g. renal impairment,
more advanced age, concerns with marrow
capacity or patient preference

e However, clinical experts at an AbbVie
organised HTA advisory board suggested
that BR is a minority regimen, no longer
routinely used in NHS practice, noting that
BR has been shown to be inferior to the
majority of CLL treatment options and
therefore is only used in NHS practice in very
specific circumstances

e The population of relevance to this
submission are unsuitable for FCR and
BR because the pivotal CLL14 trial on
which this submission is based included
patient characteristics (e.g. coexisting
conditions, CIRS score >6) that would
typically make them unsuitable for FCR
and BR.

¢ Clinical experts treating CLL patients in
the UK NHS have confirmed that VenG
would not be used in patients suitable
for fludarabine or bendamustine-based
therapies

Without del(17p)/TP53 mutation — FCR/BR-unsuitable patients

or without rituximab

Chlorambucil with TA343¢7
obinutuzumab

(GCIb)

Chlorambucil with n/a

e Adults with comorbidities
making full-dose
fludarabine-based therapy
unsuitable

e Bendamustine-based
therapy is unsuitable

e GCIb is a relevant comparator to VenG
in this population

¢ Not recommended by NICE

e This treatment has been shown to be inferior
to GCIb and as such is rarely used in practice

¢ RCIb is not a relevant comparator in this
submission as it is not recommended by
NICE or in the BSH clinical guidelines?

With del(17p)/TP53 mutation

Ibrutinib

TA429%

e Chemo-immunotherapy is
unsuitable

e |brutinib is a relevant comparator to
VenG in this population
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Treatment Technical | Population Restrictions Use in clinical practice if different to NICE Relevance to this submission
Appraisal recommendations*
ID
Idelalisib with TA3595%¢ ¢ Ibrutinib has superseded idelalisib with e Treatment with idelalisib with rituximab
rituximab rituximab as the BCRi of choice has been superseded by ibrutinib due to

its high risk of infection, as noted
specifically in the BSH guidelines, and
therefore is not a comparator in this
submission?

*validated by a panel of clinical experts at an AbbVie organised HTA advisory board
Abbreviations: BCRi: B-cell receptor pathway inhibitor; BSH: British Society for Haematology; CIRS: cumulative iliness rating scale; CLL: chronic lymphocytic leukaemia; FCR:
fludarabine, cyclophosphamide and rituximab; GCIb: obinutuzumab with chlorambucil; HTA: health technology assessment; NHS: National Health Service; RCIb: chlorambucil
with rituximab; VenG: venetoclax with obinutuzumab.
Source: National Institute for Health and Care Excellence Guidance;3* 56 85-6° Schuh et al. 2018.2
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B.1.3.5 Proposed position of VenG in clinical practice

Figure 1 presents a simplified version of the clinical pathway of care for adult patients with CLL,
along with the proposed position of VenG. The pathway takes into account NICE guidance and
guidelines published by the British Society for Haematology (BSH).? 34 56,6568 Thjs simplified
clinical pathway was validated by a panel of five UK clinical experts (all members of the UK CLL
Forum) at an AbbVie-organised HTA advisory board in April 2019.

Figure 1: CLL treatment pathway in current NHS clinical practice and proposed
positioning of VenG

Diagnosis and Staging

Watch and Wait

Active Treatment

Without del(17p)/TP53 mutation
FCR/BR suitable FCR/BR unsuitable

Del(17p)/TP53 mutation

FCR BR GClb VenG “ VenG

Abbreviations: BR: bendamustine and rituximab; CLL: chronic lymphocytic leukaemia; FCR: fludarabine,
cyclophosphamide and rituximab; GClb: obinutuzumab and chlorambucil; Ibr: ibrutinib; NHS: National Health
Service; VenG: venetoclax and obinutuzumab.

Source: National Institute for Health and Care Excellence Guidance3* %6 65-68: Schuh et al. 2018.2

As depicted in the pathway in Figure 1, the anticipated positioning of VenG is:

e For the treatment of previously untreated FCR/BR-unsuitable patients without del(17p)/TP53
mutation

e For the treatment of previously untreated patients with del(17p)/TP53 mutation

The anticipated marketing authorisation is “Venclyxto in combination with obinutuzumab is
indicated for the treatment of adult patients with previously untreated chronic lymphocytic
leukaemia (CLL)". This broad label includes patients who would be eligible for FCR and BR,
however, it is likely that in NHS practice, VenG will be used in line with the CLL14 study (see
Section B.2 for more detail), in which patients were required to have coexisting conditions (a total
CIRS score of 6 or more, or creatine clearance (CrCl) <70 mL/min),! therefore the majority of the
trial population would be considered unsuitable for FCR or BR. This assumption was agreed by
consensus among the five UK clinical experts (UK CLL Forum members) consulted at the HTA
advisory board.

This submission is aligned with the anticipated positioning of VenG within the UK NHS treatment
pathway. Based on the proposed positioning of VenG in clinical practice, the appropriate
comparators are GClb, in FCR/BR-unsuitable patients without del(17p)/TP53 mutation, and lbr,
in patients with del(17p)/TP53 mutation.
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Unmet treatment need

CLL incidence rates increase with age.'® 25 As a result of the current demographic changes
associated with an aging population, the prevalence and mortality of CLL are likely to increase
over the next decades, increasing the burden of disease on the NHS.

There are limited treatment options available for untreated CLL, with even fewer options for
patients with del(17p)/TP53 mutation compared to patients without del(17p)/TP53 mutation.
Chlorambucil based chemo-immunotherapies are the backbone of treatment in FCR/BR-
unsuitable patients without del(17p)/TP53 mutation, however there is an unmet need for a
broader range of therapeutic options with a different mechanism of action,? particularly those with
a safety profile suitable for an elderly, comorbid population that are not suitable for FCR/BR.

While B cell receptor inhibitors (BCRis) such as ibrutinib have reduced the reliance on toxic
chemo-based therapies in the previously untreated del(17p)/TP53 mutation population, there is
an unmet need for patients who cannot tolerate ibrutinib, such as those with cardiac risk factors.?
Furthermore, BCRIis, such as ibrutinib, are associated with an indefinite treatment period due to
their treat-to-progression dosing schedule, and have not demonstrated high rates of undetectable
MRD.

There is a high unmet need for therapies improving PFS, that are effective in both
subpopulations with del(17p)/TP53 mutation and without del(17p)/TP53 mutation and that
demonstrate potential to achieve undetectable MRD, which suggests a deep, durable response
to treatment. There are also benéefits to patients, clinicians and the NHS if these can be achieved
with a chemo-free fixed treatment duration.

CLL14 was a randomised, open label, phase lll trial, which demonstrated that VenG has the
potential to meet this high unmet need in untreated CLL: offering a highly effective treatment of
fixed duration with manageable toxicity, improvement in PFS and high rates of undetectable
MRD. After a median follow-up period of 28.1 months, the rate of investigator-assessed PFS was
significantly higher in the VenG group (30 events in 216 patients including 14 with progressive
disease [PD] and 16 deaths due to fatal adverse events [AEs], most likely not associated with
treatment but patient comorbidities) when compared to the GClb group (77 events in 216 patients
including 69 PDs and 8 deaths due to fatal AEs); (hazard ratio [HR] for progression or death
0.35; 95% CI: 0.23, 0.53; p<0.001). Furthermore, the benefit was maintained across major
clinical and biologic subgroups, including the subgroups with and without del(17p)/TP53
mutation; the 2-year rate of PFS among patients with del(17p)/TP53 mutation was 73.9% in the
VenG group versus 32.7% in the GClIb group (HR 0.31, 95% CI: 0.13, 0.76). A higher proportion
of patients in the VenG arm when compared to the GClb arm also achieved undetectable MRD at
end of treatment (EOT) in both the peripheral blood (75.5% vs 35.2%, p<0.001) and in the bone
marrow (56.9% vs 17.1%, p<0.001), and this result remained in favour of VenG throughout the
study period. The benefit of VenG over GClb was confirmed by an independent review
committee (IRC) assessment of PFS and other secondary efficacy end points.’

In conclusion, the CLL14 trial provides evidence that VenG is an effective treatment in both
patients with and without del(17p)/TP53 mutation, providing a cost-effective and valuable
alternative to current first-line treatment options. Furthermore, VenG has the potential to provide
substantial health-related benefits in the form of a fixed-treatment duration chemo-free therapy,
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with a manageable side effect profile. This enables a significant proportion of patients prolonged
time without therapy, reducing their exposure, and the overall cost burden of treatment.

B.1.4 Equality considerations

No equality issues are presented by venetoclax.
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B.2 Clinical effectiveness

A systematic literature review (SLR) identified one randomised controlled trial (RCT) for
VenG in the relevant patient population as defined by the NICE scope (CLL14)

e The results of the CLL14 trial, including data for patient-reported HRQoL outcomes, are
presented from the Fischer et al. publication' and the clinical study report (CSR).”

e The primary outcome was investigator-assessed progression-free survival (PFS), which was
supported by assessment from an Independent Review Committee (IRC).

e Secondary outcomes included overall response rate (ORR), complete response (CR), MRD
response rate in peripheral blood and bone marrow, overall survival (OS), event-free survival
(EFS), time to next treatment (TTNT), HRQoL and safety (treatment-emergent adverse events
[TEAES]).

e CLL14 was methodologically robust and considered to be at low risk of bias.

e The results of the CLL14 study are well aligned with the decision problem specified in the NICE
scope and the trial results are directly relevant to treatment in NHS clinical practice.

The CLL14 trial met its primary endpoint, demonstrating a statistically significant and
clinically meaningful improvement in PFS, assessed by both investigators and IRC

o Treatment with VenG resulted in statistically significant and clinically meaningful prolongation of
PFS when compared with GCIb treatment (HR 0.35; 95% CI: 0.23, 0.53; p<0.001).

e The IRC-assessed PFS results further validated the primary endpoint (HR 0.33; 95% CI: 0.22,
0.51; p<0.0001, stratified log-rank test).

e The benefit was maintained across maijor clinical and biologic subgroups, including high-risk
patients such as those with del(17p)/TP53 mutation, which were consistent with the primary
analysis.

o At the end of treatment assessment, a higher proportion of patients in the VenG arm (183 of
216, 84.7%) achieved an overall response, considering complete response (CR), incomplete
bone marrow recovery (CRIi), or partial response (PR) compared to the GClb arm (154 of 216,
71.3%) and the difference was statistically significant (p<0.001).

e VenG treated patients achieved a higher rate of combined response: CR/CRIi (49.5%) compared
with GClb treated patients (23.1%) and the difference in response rate (26.4; 95% CI: 17 .4,
35.4; p<0.001) is both statistically significant and clinically meaningful.

e A higher proportion of patients in the VenG arm when compared to the GClb arm achieved
undetectable MRD at EOT (three months after treatment completion) in both peripheral blood
(75.5% vs 35.2%, p<0.001) and in bone marrow (56.9% vs 17.1%, p<0.001). The result
remained in favour of VenG throughout the study period, during the fixed duration treatment and
off-treatment during follow-up.

e Median OS was not reached in either arm. The data are too immature to be meaningful (<10%
of enrolled patients had died), due to the first-line position of treatment and the natural history of
CLL, and therefore are not interpretable at this time. Further planned data-cuts of CLL14 may
reduce uncertainty in OS estimates.

e Overall results of patient reported outcome (PRO) assessments were comparable in the VenG
and GCIb arms with patients reporting no impairment to baseline functioning, global health
status or quality of life (QoL) during treatment and follow-up, and no increase in symptom
burden and interference. The results suggest that the combination of VenG did not adversely
impact health-related quality of life (HRQoL) in previously untreated CLL patients; as such,
VenG provided a much deeper response and superior PFS without resulting in a reduction in
HRQoL.

e Overall, the results of the CLL14 trial clearly demonstrate the clinical efficacy of VenG compared
with GClb in patients with previously untreated CLL, in a population with coexisting medical
conditions, with a meaningful delay in PFS and significantly higher rates of undetectable MRD.
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For the population of patients with del(17p)/TP53 mutation, unadjusted naive indirect

comparisons to ibrutinib demonstrated no statistically significant benefits for either

treatment

e An SLR identified four publications that presented data for ibrutinib in a del(17p)/TP53
population.

o A feasibility assessment determined there was insufficient data on CLL patients receiving
ibrutinib as first-line treatment to allow for a matching-adjusted indirect comparison (MAIC).

e Unadjusted HRs between ibrutinib and VenG were calculated as w;
95% C!: I ). -nc I or 0s (--I; 95% C: )

however none of the results were statistically significant due to the small population sizes of the
studies included in the analysis.

The results demonstrated VenG to be tolerable, with an acceptable AE profile,
compared with GClb

e The overall frequency of AEs of any grade was higher in the GClb arm (213 patients [99.5%])
compared with the VenG arm (200 [94.3%]) and comparable between treatment arms for Grade
3 or4 AEs (164 [76.6%] and 167 [78.8%], respectively).

e The overall incidence of deaths due to any cause was generally comparable (17 deaths in the
GCIlb arm compared with 20 in the VenG arm). The frequency of fatal AEs was numerically
higher in the VenG arm, but analysis showed a causal association with study drug appeared
unlikely, due to the long latency period from the last study drug, relevant pre-existing medical
conditions and concomitant comorbidities or risk factors.

e The safety profile associated with VenG therapy is consistent with the established safety profiles
of venetoclax and obinutuzumab. Toxicity is predictable and manageable in the population
studied.

Venetoclax is a first-in-class, oral treatment, with a unique targeted mechanism of
action, offering a valuable alternative to current first-line treatment options

e VenG prolongs PFS and has the potential to provide substantial health-related benefits in an
indication with limited treated options.

e VenG has demonstrated the ability to induce deep, durable responses to treatment, in the form
of a fixed-treatment duration chemo-free therapy with a manageable side effect profile, enabling
a significant proportion of patients prolonged time without therapy, reducing their risk of
cumulative toxicity or mechanism induced drug-resistance, and reducing the overall cost burden
of treatment.

B.2.1 Identification and selection of relevant studies

e A systematic literature review (SLR) was conducted to identify relevant clinical evidence on the
efficacy, effectiveness, safety and tolerability of treatments for untreated CLL

e A broad SLR was conducted, capturing all available treatments for previously untreated CLL,
and 150 publications, reporting on 116 unique studies were identified (36 RCTs and 80 non-
RCT)

o Ofthese studies, one study, CLL14, presented relevant data to inform the comparison between
VenG and GClb in an FCR/BR-unsuitable population without del(17p)/TP53 mutation

e Of the four publications identified in the SLR which presented data for Ibr monotherapy as first-
line treatment in CLL patients with del(17p)/TP53 mutation,®® 71-73 two studies were selected
for a feasibility assessment to conduct a MAIC for comparison between VenG and lbr in
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patients with del(17p)/TP53 mutation: a multicentre, retrospective cohort study (Mato et al.
2018), and a phase 2, open-label study (Farooqui et al. 2015 and Ahn et al. 2018 report the
same study).5% 773 A MAIC was deemed infeasible and therefore an unadjusted naive indirect
comparison was conducted using real-world data from Mato et al.®° The Mato®® study was
used to inform the comparison between VenG and Ibr. The Ahn study was tested in a scenario
analysis

e Full details of the SLR search strategy, methodology and results can be found in Appendix D,
along with details of the indirect comparisons conducted

B.2.2 List of relevant clinical effectiveness evidence

The SLR identified only one RCT (CLL14) for venetoclax in combination with obinutuzumab in
previously untreated CLL patients.

CLL14 was an open-label, parallel, multicentre, phase Ill, RCT investigating the efficacy, safety
and tolerability of fixed-duration treatment with venetoclax in combination with obinutuzumab
(VenG), versus fixed duration treatment with chlorambucil in combination with obinutuzumab
(GClb), in patients with previously untreated CLL and coexisting medical conditions."

Data from CLL14 has been published in the New England Journal of Medicine by Fischer et al.,’
and additional information is also available from the CLL14 Clinical Study Report.”®

A summary of the clinical effectiveness evidence from the CLL14 trial is presented in Table 5.
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Table 5: Clinical effectiveness evidence

Study

CLL14

Trial primary reference

Fischer K, Al-Sawaf O, Bahlo J, et al. Venetoclax and
Obinutuzumab in Patients with CLL and Coexisting Conditions.
New England Journal of Medicine 2019;380:2225-2236

Study design

Open label, parallel, multicentre, phase lll, randomised controlled
trial (RCT)

Population

Patients with previously untreated CLL and coexisting medical
conditions

Intervention(s)

Venetoclax in combination with obinutuzumab

Comparator(s)

Chlorambucil in combination with obinutuzumab

Indicate if trial supports
application for marketing
authorisation

Indicate if trial used in the | Yes

economic model

Yes

Rationale for use/non-use
in the model

The CLL14 trial is the only RCT assessing venetoclax in
combination with obinutuzumab in the relevant indication, and
therefore represents the primary source of clinical effectiveness
data. This trial informed the marketing authorisation application and
considers a population directly relevant to the decision problem
addressed in this submission.

Reported outcomes
specified in the decision
problem

¢ Independent review committee (IRC)-assessed
progression-free survival (PFS)

¢ Investigator-assessed PFS

¢ Investigator-assessed overall response-rate

¢ Investigator-assessed complete response-rate
e Overall survival

o Adverse effects of treatment

o Health-related quality of life

All other reported
outcomes

o MRD response rate measure by ASO-PCR (peripheral blood
and bone marrow)

e Duration of response
e Event-free survival
¢ Time-to-next treatment

Outcomes in bold indicate those used in the economic model.
Abbreviations: ASO-PCR: allele-specific oligonucleotide polymerase chain reaction; CLL: chronic lymphocytic
leukaemia; IRC: independent review committee; MRD: minimal residual disease; PFS: progression-free survival;

RCT: randomised controlled trial.

Source: Fischer et al. 2019", AbbVie Data on File (CLL14 Clinical Study Report)’®

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Trial design

An overview of the study design is presented in Figure 2.
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Figure 2: Overview of the study design for CLL14

venetoclax x 12 cycles, PO QD
(N=216)

Day 22 Cycle 1 - Day 21 Cycle 2: 20 mg, 50 mg,
100 mg, then 200 mg daily for 1 week each
Day 22 Cycle 2 — end of Cycle 12: 400 mg daily

obinutuzumab, IV x 6 cycles

1L CLL Days 1, 8 and 15 Cycle 1: 1000 mg*

Total CIRS >6 or CrCl <70 Day 1 Cycles 2-6: 1000 mg

m N

e chlorambucil x 12 cycles, PO Q2W

Randomised 1:1 (N=216)

Day 1 and Day 15 Cycles 1-12: 0.5 mg/kg

obinutuzumab, IV x 6 cycles

Days 1, 8 and 15 Cycle 1: 1000 mg*
Day 1 Cycles 2—6: 1000 mg

*For the first dose of obinutuzumab on Day 1 Cycle 1, this can be given as either 1000 mg on Day 1 or as 100 mg
on Day 1 and 900 mg on Day 2.

1 Cycle = 28 days.

Abbreviations: CIRS: cumulative illness rating scale; CLL: chronic lymphocytic leukaemia; CrCl: creatinine
clearance; IV: intravenous; PO: oral; QD: once daily; Q2W: once every two weeks; VenG: venetoclax with
obinutuzumab.

Source: Fischer et al. 2019’

B.2.3.2 Eligibility criteria

A brief summary of the eligibility criteria for CLL14 are presented in Table 6. The full eligibility
criteria can be found in Appendix L.

Table 6: Summary of eligibility criteria for CLL14

Inclusion criteria Exclusion criteria

o Age 218 years ¢ Inadequate renal function: CrCl <30 mL/min

o Life expectancy > 6 months e History of confirmed progressive multifocal

e Documented previously untreated CLL leukoencephalopathy or prior malignancy
according to the iwCLL criteria® e Pregnant women and nursing mothers

e CLL that requires treatment according to the
iwCLL criteria3®

e Total CIRS score >6 or CrCl <70 mL/min

Abbreviations: CIRS: cumulative illness rating scale; CLL: chronic lymphocytic leukaemia; CrCl: creatinine
clearance; iwCLL: International Workshop on Chronic Lymphocytic Leukaemia.
Source: Fischer et al. 2019."

B.2.3.3 Summary of CLL14 methodology
A summary of the methodology of CLL14 is available in Table 7.
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Table 7: Summary of CLL14 trial methodology

Location International, multicentre trial conducted in 21 countries: Argentina, Australia, Austria, Brazil, Bulgaria, Canada, Croatia,
Denmark, Estonia, France, Germany, ltaly, Mexico, New Zealand, Poland, Romania, Russia, Spain, Switzerland, United
Kingdom, and United States

Trial Design e Prospective, open-label, randomised phase Il study

e |Initially, a 12-patient non-randomised safety run-in phase of VenG was conducted (an additional 13" patient was
enrolled following a withdrawal). After the 12" venetoclax-treated patient had reached the end of Cycle 3, a formal
review by the Sponsors, the German CLL Study Group and the independent Data Monitoring Committee (iDMC)
confirmed no stopping criteria (one treatment-related death or one Grade 4 AE related to a clinical TLS) had been met
and the Sponsors proceeded with randomisation into the trial

e Eligible patients were randomised in a 1:1 ratio to one of the two treatment arms (VenG or GCIb) through a block
stratified randomisation procedure. Randomisation was performed by IVRS
e Randomisation was stratified with regards to:
0 Binet stage: A,BorC
0 Geographic region: US/Canada/Central America; Australia/New Zealand; Western Europe; Central and Eastern
Europe; or Latin America
e CLL14 was an open-label study. However, the Sponsors were blinded to treatment allocation during IVRS
randomization and assessments by the IRC were blinded to treatment arm. The iDMC reviewed unblinded safety data
by treatment arm (which was prepared by an independent data coordinating centre to preserve blinding and prevent

bias) for the purpose of interim safety reviews and the planned interim analyses of efficacy. The Sponsors and study
team did not have access to the unblinded information reviewed by the iDMC

Eligibility criteria for
participants

People with previously untreated CLL according to the iwCLL criteria

A brief summary of the eligibility criteria for CLL14 are presented in Table 6. The full eligibility criteria can be found in
Appendix L.

Settings and locations
where the data were
collected

International (196 study locations in 21 countries):

Argentina (1 participant), Australia (46), Austria (6), Brazil (22), Bulgaria (33), Canada (13), Croatia (12), Denmark (21),
Estonia (5), France (39), Germany (54), Italy (26), Mexico (3), New Zealand (18), Poland (16), Romania (7), Russian
Federation (41), Spain (30), Switzerland (3), United Kingdom (8 across 6 sites), United States (28)

Trial drugs

e VenG arm (N=216):
0 Venetoclax: ramp up starting Day 22 Cycle 1 to Day 21 Cycle 2 (dose ramp-up period: 20 mg, 50 mg, 100 mg,
then 200 mg daily for 1 week each); 400 mg daily Day 22 Cycle 2 to end of Cycle 12
= Venetoclax was administered orally and at home. The 20 mg and 50 mg doses were administered in
hospital for patients at high risk of TLS
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0 Obinutuzumab: 1000 mg Days 1, 8, and 15 Cycle 1; Day 1 Cycles 2—6 (every 28 days)
= Obinutuzumab was administered by IV infusion. The first dose (1000 mg) of obinutuzumab drug
administration could be split over 2 days (100 mg on Day 1 and 900 mg on Day 2). Overnight hospitalisation
could be required on Day 1 of Cycle 1 following the first infusion of obinutuzumab
e GCIb arm (N=216):
0 Chlorambucil: 0.5 mg/kg Day 1 and Day 15 Cycles 1-12 (every 28 days)
= Chlorambucil was administered orally
0 Obinutuzumab: 1000 mg Days 1, 8, and 15 Cycle 1; Day 1 Cycles 2—6 (every 28 days)
= As above, obinutuzumab was administered by IV infusion. The first dose (1000 mg) of obinutuzumab drug
administration could be split over 2 days (100 mg on Day 1 and 900 mg on Day 2). Overnight hospitalisation
could be required on Day 1 of Cycle 1 following the first infusion of obinutuzumab
e Venetoclax dosing for this study was based on the phase | dose-escalation study M12-175, which examined single-
agent venetoclax in relapsed and refractory patients with CLL and NHL"™
¢ Obinutuzumab dosing was based on the approved dose for first-line treatment
e Chlorambucil dosing for this study was based on the findings from the GCLLSG CLLS5 trial”®

Permitted and disallowed
concomitant medication

Concomitant medication included any medication (e.g., prescription drugs, over-the-counter drugs, herbal or homeopathic
remedies, nutritional supplements) used by a patient from 30 days prior to the screening period. Patients who were using
oral contraceptives, hormone-replacement therapy, or other maintenance therapy were to continue their use.

Excluded therapies:

e Anticancer therapies, including chemotherapy, radiotherapy, or other investigational therapy (which included targeted
small molecule agents): Excluded 5 half-lives prior to first dose and throughout venetoclax administration.

e Biologic agents (e.g., monoclonal antibodies) for anti-neoplastic intent: Excluded 8 weeks prior to first dose of study
drug.

e Steroid therapy for anti-neoplastic intent with the exception of inhaled steroids for asthma, topical steroids, or
replacement/stress corticosteroids.

e Grapefruit, grapefruit products, Seville oranges (including marmalade containing Seville oranges) or starfruit: Excluded
3 days prior to first dose and throughout venetoclax administration.

Excluded during the venetoclax ramp-up period and cautionary thereafter:

e Strong and moderate CYP3A inhibitors: Excluded during the venetoclax ramp-up period; alternative medications
considered.
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o If a patient required use of these medications while they were receiving 400 mg per day of venetoclax, they were
to be used with caution and the venetoclax dose was reduced 2-fold for moderate inhibitors and 4-fold for strong
inhibitors during co-administration. After discontinuation of CYP3A inhibitor, 3 days were to have elapsed before
venetoclax dose was increased back to the target dose.

e Strong and moderate CYP3A inducers: Excluded during the venetoclax ramp-up period; alternative medications
considered.

o If a patient required use of these medications while receiving 400 mg per day of venetoclax, they were to be used
with caution and the Medical Monitor contacted for guidance.

Cautionary therapies:

e Warfarin

e Weak CYP3A inducers or inhibitors

e P-gp substrates or inhibitors

o BCRP substrates or inhibitors

o OATP1B1/1B3 substrates or inhibitors

Primary outcomes

The primary efficacy outcome measure for the CLL14 trial was as follows:

e PFS, defined as the time from randomization to the first occurrence of progression, relapse, or death from any cause
as assessed by the investigator. Disease progression and relapse were assessed by the investigators using the iwCLL
criteria

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

All efficacy and safety, and patient recorded outcomes (PROs), were pre-specified.

Efficacy

e PFS based on IRC-assessments, defined as the time from randomisation to the first occurrence of progression or
relapse or death from any cause

¢ ORR (defined as rate of a clinical response of CR, CRi, or PR) at the completion of treatment assessment, as
determined by the investigator according to the iwCLL guidelines

e Combined response (defined as a clinical response of CR or CRi) at the completion of treatment assessment, as
determined by the investigator according to the iwCLL guidelines

¢ MRD response rate (determined as the proportion of patients with undetectable MRD) measured in the peripheral
blood at the completion of treatment assessment and MRD response rate as measured in the bone marrow at the
completion of treatment, both measured by ASO-PCR

¢ ORR at completion of combination treatment response assessment (Cycle 7, Day 1 or 28 days after last IV infusion)
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¢ MRD response rates in the peripheral blood and bone marrow at completion of combination treatment assessment
(Cycle 9, Day 1 or 3 months after last IV infusion), both as measured by ASO-PCR

e OS, defined as the time between the date of randomization and the date of death due to any cause

e Duration of overall response, defined as the time from the first occurrence of a documented overall response to the
first occurrence of progression or relapse as determined by the investigator or death from any cause

e Event-free survival (EFS), defined as the time between date of randomization and the date of disease
progression/relapse on the basis of investigator-assessment, death, or start of a new anti-leukemic therapy

¢ Time to next anti-leukemic treatment, defined as time between the date of randomisation and the date of first intake of
new anti-leukemic therapy or death from any cause

Safety
Nature, frequency, and severity of adverse events and serious adverse events

Changes in vital signs, physical findings, and clinical laboratory results during and following study treatment
Lymphocyte immunophenotyping and incidence of human-anti-human antibodies
Premature withdrawals

PROs

The PRO measures for this study are as described below. The first assessment was completed during the first
obinutuzumab infusion, and PROs will be followed until end of study as defined by 5 years after the last randomised
patient:

e To evaluate changes following treatment in disease and treatment-related symptoms in MDASI-CLL scores

e To evaluate changes in role functioning and global health status/QoL scales following treatment with the EORTC
QLQ-C30

Health Economic Outcome
e EQ-5D-3L questionnaire

Exploratory Outcomes

¢ MRD, measured using new technologies, including flow cytometry and next-generation sequencing; undetectable
MRD defined using a cut-off of 107 (less than 1 cell in 10,000 leukocytes) for comparison with ASO-PCR, and
secondly by the limit of sensitivity of each of the above technologies

¢ Relationship between MRD and PFS on the basis of peripheral blood assessed using ASO-PCR
e Relationship between various baseline markers and clinical outcome parameters in patients from both arms of the
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study (including but not limited to CLL FISH [17p-, 11g-, 13p-, + 12q], IGHV mutation status, TP53 mutation status,
serum parameters, Bcl2 expression, and other CLL disease markers)

Pre-planned subgroups

Binet stage at screening (A, B, C)

Geographic region (US/Canada/Central America; Australia/New Zealand; Western Europe; Central and Eastern
Europe; or Latin America)

Age (<75, 275)

Gender (male, female)

Cytogenetic factors (deletion 17p, 11q and 13q, trisomy 12)
TP53 status (deletion and/or mutation, none)

IGHV mutational status (unmutated, mutated)

Abbreviations: AE: adverse event; ASO-PCR: allele-specific oligonucleotide polymerase chain reaction; Bcl2: B-cell ymphoma 2; BCRP: breast cancer resistant protein; CLL:
chronic lymphocytic leukaemia; CR: complete response; CRi: complete response with incomplete bone marrow recovery; CRR: complete response rate; CYP3A: cytochrome
P4503A; EFS: event-free survival; EORTC QLQ-C30; European Organisation for the Research and Treatment of Cancer Quality of Life Questionnaire Core 30; EQ-5D-3L:
European Quality of Life 5 Dimensions 3 Level Version; FISH: fluorescence in situ hybridisation; GClb: chlorambucil with obinutuzumab; GCLLSG: German Chronic Lymphocytic
Leukaemia Study Group; iDMC: independent Data Monitoring Committee; IGHV: immunoglobulin heavy-chain variable region; IRC: independent review committee; IV:
intravenous; IVRS: interactive voice response system; iwCLL: International Workshop on Chronic Lymphocytic Leukaemia; MDASI: MD Anderson Symptom Inventory: MRD:
minimal residual disease; NHL: non-Hodgkin’s lymphoma; OATP: organic-anion-transporting polypeptide; ORR: overall response rate; OS: overall survival; PFS: progression-
free survival; P-gp: P-glycoprotein; PR: partial response; PRO: patient-reported outcome; QoL: quality-of-life; TLS: tumour lysis syndrome; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019, ' AbbVie Data on File (CLL14 Clinical Study Report)”®
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Reliability and validity of endpoints

The reliability, validity and current use of each outcome reported in the CLL14 trial in clinical
practice is provided in Table 8.

Table 8: Reliability/validity/current use of clinical endpoints in practice

Outcome Reliability/validity/current use in clinical practice

Primary endpoint

PFS PFS is used in clinical practice and is an important measure
of disease control. However, PFS is affected by the timing
of assessments and can be prone to investigator bias
unless strict criteria for response evaluation are used, as
were implemented in the CLL14 trial.

Secondary endpoint

(O] OS is the gold standard endpoint for studies in cancer.
Death is definitive, is easily compared across disease sites
and is not subject to investigator bias.

Response rate Response rate provides an indication of the patients who
will benefit from treatment. Not all patients who respond to
treatment will benefit from treatment, but patients must have
an initial response in order to demonstrate benefit from
treatment.

MRD MRD testing is a sensitive methodology for the detection of
very small numbers of cancer cells and represents a
robust measure of assessing quality of response to
treatment.

Duration of response Measures the period over which treatment response is
maintained, in patients who initially achieve a response. Given
the fixed duration treatment in CLL14 this demonstrates the
ability of treatment to drive a prolonged response even after
treatment cessation.

TTNT TTNT is defined as the time from randomisation to start of
new non-protocol anti-CLL therapy or death from any
cause, it is easily compared across disease sites and can
provide an endpoint meaningful to patients given the
incurable nature of CLL.

PROs and HRQoL PROs and HRQoL are important measures given the incurable
nature of CLL.

Abbreviations: CLL: chronic lymphocytic leukaemia; HRQoL: health-related quality of life; MRD: minimal residual
disease; OS: overall survival; PFS: progression-free survival; PRO: patient reported outcome; TTNT: time-to-next
treatment.

B.2.3.4 Baseline characteristics

The randomised phase of the CLL14 study was opened in August 2015 and completed
recruitment of 432 patients in August 2016. Patients were randomly assigned in a 1:1 ratio to
receive either VenG or GClb with the use of a Web and voice mail system based on a computer-
generated randomisation schedule. A block size of six was used to balance the randomization.
Patients were stratified according to Binet stage and geographic region.
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The baseline characteristics of patients included in the CLL14 trial are summarised in Table 9;
the full table of baseline characteristics can be found in Appendix L. A total of 432 patients were
randomised to VenG (n=216) or GCIb (n=216). Patient characteristics at baseline were well
balanced between treatment groups. The patients had a median age of 72 years (range: 41-89
years) and most patients were male (66.9%), reflective of the fact that CLL is more common in
men than women.®

Overall, the median time from first diagnosis of CLL to randomisation was 2.5 years (0-20.4
years). The maijority of patients were Binet stage B or C (79.1%) at baseline and approximately
half (49.8%) were experiencing B symptoms (defined as unintentional weight loss [10% or more
within 6 months]; significant fatigue [European Cooperative Oncology Group (ECOG) performance
status 2 or worse]; fevers [>38.0°C for 22 weeks without evidence of infections]; or night sweats
[for >1 month without evidence of infection]).

The median CIRS score was 8 (0-28), and the median creatinine clearance was 66.4 mL/min
(0.1-3,670.0 mL/min). Altogether, 13.8% of the patients had TP53 deletion, mutation, or both and
59.8% had unmutated IGHV. With regard to the risk of tumour lysis syndrome (as measured by
the diameter of the largest lymph node by radiological assessment or absolute lymphocyte
count), 13.4%, 64.4%, and 22.2% of the patients in the VenG group were at low, medium, and
high risk, respectively. These risk categories were balanced between groups; 19.9% in the GClb
arm and 22.2% in the VenG arm belonged to the high-risk category.

In terms of prognosis, the CLL-International Prognostic Index (IP1) scores were similar for the two
treatment arms; 60.0% of patients in the GCIb arm and 60.4% in the VenG arm had a high score

and 28.0% and 25.7%, respectively, had an intermediate score.

Table 9: Summary of CLL14 patient baseline characteristics

Characteristic VenG (N= 216) GClIb (N= 216)
Age 275 years, n (%) 72 (33.3) 78 (36.1)
Male sex, n (%) 146 (67.6) 143 (66.2)

Median time from diagnosis, months (range)

31.2 (0.4-214.7)

29.2 (0.3-244.8)

Binet stage, n (%)

A 46 (21.3) 44 (20.4)

B 77 (35.6) 80 (37.0)

C 93 (43.1) 92 (42.6)
Tumour lysis syndrome risk category, n (%)

Low 29 (13.4) 26 (12.0)

Intermediate 139 (64.4) 147 (68.1)

High 48 (22.2) 43 (19.9)
Total CIRS score >6, n (%) 186 (86.1) 177 (81.9)

Estimated CrCI <70 ml/min, n/N (%)

128/215 (59.5)

118/213 (55.4)

Cytogenetic subgroup, n/N (%)*

Deletion in 17p

17/200 (8.5)

14/193 (7.3)

Deletion in 11q

36/200 (18.0)

38/193 (19.7)

Trisomy 12

36/200 (18.0)

40/193 (20.7)
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No abnormalities 50/200 (25.0) 42/193 (21.8)

Deletion in 13q alone 61/200 (30.5) 59/193 (30.6)
IGHV mutational status, n/N (%)

Mutated 76/200 (38.0) 83/208 (39.9)

Unmutated 121/200 (60.5) 123/208 (59.1)

Could not be evaluated 3/200 (1.5) 2/208 (1.0)
TP53 mutational status, n/N (%)

Mutated 19/171 (11.1) 13/157 (8.3)

Unmutated 152/171 (88.9) 144/157 (91.7)
TP53 deleted and/or mutated, n (%) 24/172 (14.0) 22/161 (13.7)

*Cytogenetic subgroups were determined according to the hierarchical model of Déhner et al.'®

Abbreviations: CIRS: cumulative illness rating scale; CrCl: creatinine clearance; GClb: chlorambucil with
obinutuzumab; IGHV: immunoglobulin heavy-chain variable region gene; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019.

B.2.3.5 Concomitant medications

The therapeutic classes of concomitant medications used by more than [JJilfof all patients in the

safety population were analgesics ([lffpatients [JJlll%]), antihistamines (Jilfpatients [
%]), and steroids (Jlflpatients [ll%)). These medications were included as prophylaxis for

infusion-related reactions at the first administration of obinutuzumab.

A similar percentage of patients received granulocyte-colony stimulating factor (G-CSF) as
prophylaxis for neutropenia during the study between the two arms (Jfpatients [l in the
GClb arm compared with [ Jl%) in the VenG arm). A similar proportion of patients received

treatment for the indication of neutropenia (%) compared with | %)). By
treatment period, use of GCSF was | lllduring the combination treatment period.

The following classes had a difference of >5% between arms: antidiarrheals (Jfjpatients [l
%] in the GCIb arm compared with || IIl%] in the VenG arm); blood, blood components,
and substitutes (%] compared with |, respectively); general anaesthetics
(%] compared with ], respectively); and laxatives and stool softeners (il
%] compared with S, respectively).

B.2.3.6 Concurrent Diseases

A concurrent medical condition at baseline was reported in ||| | |||GTEGEGEGEGEGN - the GCb
group), reflecting the co-morbid patient population enrolled.

Vascular disorders were the most frequent type of concurrent medical condition, with fewer
patients in the GCIb arm having such a condition (] compared with T
in the VenG arm). The difference was driven by hypertension. Other frequently reported medical
conditions (in >30% of patients overall and balanced between arms) are presented in Table 10.

Imbalances were present for respiratory, thoracic and mediastinal disorders, with the difference
largely driven by chronic obstructive pulmonary disease (COPD) and asthma, and for psychiatric
disorders, with the difference largely driven by insomnia. The data for these concurrent
conditions are presented in Table 10.
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Table 10: Concurrent medical conditions at baseline

Concurrent Disease ‘ VenG, n (%) ‘ GClb, n (%)

Frequently reported concurrent conditions (>30% of patients overall)

Vascular disorders

Hypertension

Metabolism and nutrition
disorders

Hypercholesterolemia

Gastrointestinal disorders

Musculoskeletal and
connective tissue disorders

Cardiac disorders

Imbalanced concurrent conditions

Respiratory, thoracic and
mediastinal disorders

COPD

Asthma

Psychiatric disorders

Insomnia

Abbreviations: COPD: chronic obstructive pulmonary disease; GClb: chlorambucil with obinutuzumab; VenG:
venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report)”°

B.2.4 Statistical analysis and definition of study groups in the
relevant clinical effectiveness evidence

All patients were analysed according to the treatment group to which they were randomised. The
primary and secondary analyses were based on the intention-to-treat (ITT) population, defined as
all randomised patients.

PRO-evaluable population included all randomised patients who had a baseline and at least 1
post-baseline assessment. PRO-evaluable population was used for descriptive analyses of visit
summary, change from baseline, and mixed-effects model repeated measures (MMRM
modelling.

~

All safety analyses were based on the safety population, defined as all patients who receive at
least one dose of any study medication (i.e., obinutuzumab, venetoclax, or chlorambucil).
Patients were analysed according to the treatment group as actually treated (i.e., patients who
received at least one dose of venetoclax will be analysed under the VenG arm). In the event that
only chlorambucil was received, the patient was analysed under the GCIb arm. In the event that
only obinutuzumab was received, the patient was analysed under the arm to which they were
randomised.

In total, 47 patients (21.8%) in the VenG arm and 54 patients (25.0%) in the GCIb arm had
discontinued at least one treatment component. A full CONSORT diagram of the study
population flow is provided in Appendix D.

Company evidence submission template for venetoclax with obinutuzumab for untreated
chronic lymphocytic leukaemia

© AbbVie Inc. (2019). All rights reserved Page 39 of 172



The statistical analyses used for the primary endpoint, alongside the sample size calculations are

presented in Table 11.

Table 11: Summary of statistical analyses in CLL14

Hypothesis objective

The primary objective was to test the following null and alternative
hypotheses:

o Null hypothesis (Ho): PFS(venc) = PFS(cci) i.€. there is no difference
between the two treatment arms

¢ Alternative hypothesis (H1): PFSenc) # PFS(ccw)i.e. there is a
difference between the two treatment arms

Statistical analysis

The primary efficacy endpoint was the investigator-assessed PFS,
defined as the time from randomisation to the first occurrence of
progression or relapse (determined using standard iwCLL
guidelines), or death from any cause, whichever occurred first.

Treatment comparisons were made using a two-sided log-rank test (at
0.05 significance-level), stratified by Binet stage and geographic
region. If the null hypothesis was rejected and the observed HR was
favourable for the VenG experimental arm, then it was to be
concluded that VenG significantly lowered the risk of PFS events more
than GCIb. Median PFS and the 95% confidence limits were estimated
using Brookmeyer-Crowley method,”” with the Kaplan—Meier survival
curve presented to provide a visual description. PFS rates for 1, 2, and
3 years after randomisation with 95% Cls using Brookmeyer Crowley
method were reported. Estimates of the treatment effect were
expressed as HR including 95% confidence limits estimated through a
Cox proportional-hazards analysis stratified by Binet stage and
geographic region.

Sample size, power
calculation

The sample size for the study was determined given the requirements
to perform a hypothesis test for clinically relevant statistical superiority
in the primary endpoint of PFS.

Estimates of the number of events required to demonstrate efficacy
with regard to PFS were based on the following assumptions:

e Log-rank test at the two-sided 0.05 level of significance
e Median PFS for GCIlb control arm (27 months)

e 80% power to detect HR=0.65 for the comparison of VenG
experimental arm versus GClb, with median PFS for VenG
increased to 41.5 months

e Exponential distribution of PFS
e Annual drop-out rate of 10%

e One interim analysis for efficacy after 75% of PFS events, utilising
a stopping boundary according to the y family error spending
function with parameter y=9.21

Based on these assumptions, a total of 170 PFS events were required
for the final analysis of PFS.

The minimum detectable difference at the final analysis corresponded
approximately to an HR=0.74.
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The addition of an early interim analysis (performed after 110 events
[65% of PFS events]) required no adjustment to the sample size, as
the impact on the statistical power calculation was negligible. This
interim analysis crossed the pre-specified boundary for the primary
endpoint of a=0.0019 and so is considered the primary analysis.

The PFS final analysis was designed to occur after approximately 170
IRC-assessed PFS events had occurred but as the interim analysis

crossed the pre-specified boundary, the subsequent final PFS analysis
was not conducted. The OS final analysis will occur at the end of the
study.

Data management,
patient withdrawals

All patients, including patients who discontinued all components of
study therapy prior to disease progression (e.g., for toxicity), continued
in the study and were in follow-up for progressive disease and survival
regardless of whether or not they subsequently received new anti-
leukemic therapy.

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; IRC: independent
review committee; iwCLL: International Workshop on Chronic Lymphocytic Leukaemia; OS: overall survival; PFS:

progression-free survival; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’°

B.2.5 Quality assessment of the relevant clinical effectiveness

evidence

Overall, the results of the CLL14 trial may be considered to be at low risk of bias. Randomisation
and concealment of treatment allocation was adequate. Baseline characteristics were well-

balanced between the treatment groups at baseline. All randomised patients were included in the

ITT analysis for primary and secondary efficacy outcomes.

Table 12: Overview of quality assessment for CLL14

participants and outcome
assessors blind to treatment
allocation?

Response Justification
Was randomisation carried Yes Randomisation was performed by an interactive
out appropriately? voice-/web-based system. Patients were assigned
in 1:1 ratio to one of the two treatment groups
through a block stratified randomisation procedure
according to the Binet stage (3 levels — A, B or C)
and geographic region.
Was the concealment of Yes Randomisation was computer generated and
treatment allocation assignment made by a web and voice mail-based
adequate? system
Were the groups similar at Yes The characteristics of the patients were well
the outset of the study in balanced between the two groups, hence there
terms of prognostic factors? were no significant differences.
Were the care providers, No The study was open-label in design due to the

differences in treatment schedules: venetoclax is
initiated on Cycle 1 Day 22 and administered daily,
whereas chlorambucil is initiated on Cycle 1 Day 1
and administered on Day 1 and 15 at each cycle.
Neither the subjects nor the investigators were
blinded to treatment. The IRC was blinded
throughout the study to treatment assignment and
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relevant clinical data such as response and
progression/non-progression.

Were there any unexpected No Two patients in the GClb arm and four patients in
imbalances in drop-outs the VenG arm did not receive full trial treatments but
between groups? were included in the efficacy analyses since they

met the criteria for inclusion in the ITT population:

e |nthe GCIb arm 1 patient died and 1 patient
withdrew from the study prior to dosing

e Inthe VenG arm 4 patients withdrew from the
study prior to dosing

Sensitivity analysis of the primary endpoint was
conducted for PFS by investigator and IRC

assessments.
Is there any evidence to No All outcomes presented in the methods of the
suggest that the authors CLL14 publications were subsequently reported in
measured more outcomes the results
than they reported?
Did the analysis include an Yes An ITT population was used for analysis of all
intention-to-treat analysis? efficacy endpoints. Appropriate measures were
If so, was this appropriate taken to account for missing data.

and were appropriate
methods used to account
for missing data?

Abbreviations: GClb: chlorambucil with obinutuzumab; IRC: independent review committee; ITT: intention-to-
treat population; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

B.2.6 Clinical effectiveness results of the relevant trials

B.2.6.1 Overview of results

The following section of this submission presents the results of the August 2018 data cut from
the CLL14 trial (median 28.1 months follow-up), at which time all patients had completed 12
cycles of treatment.

The primary endpoint of the trial was investigator-assessed PFS and is validated by independent
review committee (IRC) PFS results (this outcome is utilised in the cost-effectiveness model
presented in Section B.3). Secondary endpoints that are utilised in the economic model include
adverse effects of treatment and health-related quality of life (HRQoL). All secondary endpoints
presented below are investigator assessed.

Overall survival (OS) results are presented here but are not used in the economic model as the
data are not statistically significant and too immature to be meaningful (<10% of enrolled patients
had died), due to the first-line position of treatment and the natural history of CLL.

B.2.6.2 Progression-free survival (PFS)

PFS by investigator assessment (primary endpoint)

At the time of clinical cut-off, all patients had been off-treatment for a median of 17.1 months
(range: 0.0-30.4) in the VenG arm and 17.9 months (0.0-30.2) in the GCIb arm. After a median
follow-up of 28.1 months (0.0-35.9), the investigator assessed PFS was significantly higher in
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patients in the VenG arm (30 events in 216 patients including 14 with progressive disease [PD]
and 16 deaths) than in patients in the GClb arm (77 events in 216 patients including 69 PDs and
8 deaths) with hazard ratio (HR) = 0.35; 95% CI: 0.23, 0.53; p<0.001 (stratified log-rank test).
The number of patients with PFS events on or after treatment is very low in the VenG arm
(13.9%) when compared to the GClb arm (35.6%) (Table 13).

Table 13: Investigator-assessed PFS results

Events, n HR (95% Stratified Pre-specified PFS 1 PFS 2
(%) Cl) p value IA boundary | Year (%) | Year (%)
?/@261 6) 307 (13.9) 0.35 — %62
och (0.23, 0.53) <0.001 p=0.0009
(N=216) 77T(358) | T I 64.1

*14 PD and 16 deaths; 169 PD and 8 deaths

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; IA: interim
analysis; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

Investigator-assessed PFS results are presented in Table 13. Median PFS was not reached in
either study arm, however the improvement seen in PFS was statistically significant and clinically
meaningful. A high proportion of patients in the VenG treatment arm remained progression free
after 24 months.

The Kaplan—Meier plots show separation of the curves in favour of VenG after 6 months, which
was maintained over time, based on 28.1 months follow-up (Figure 3).

Figure 3: Kaplan—Meier plot of investigator-assessed PFS

100 =
VenG (N=216)
80 =
— 60 =
X
L GClb (N=216)
o
40 =
20 =
0 T T 1 T T 1
0 6 12 18 24 30 36
T TTirne (Months)
EOT EOT
assessment
No. of patients at risk
VenG 216 195 192 183 153 25 0
GClb 216 194 184 152 110 21 0

Abbreviations: EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; PFS: progression-free survival;
VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).
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PFS by Independent Review Committee (IRC) assessment (secondary endpoint)

At the time of clinical cut-off, the IRC-assessed PFS was consistent with the investigator-
assessed PFS showing reduced risk of having a PFS event (defined as disease progression or
death) for patients in the VenG arm. Similar to the investigator-assessed PFS results, the IRC-
assessed PFS was significantly higher in the VenG arm (29 events in 216 patients including |}
PDs and [lldeaths) than in patients in the GClb arm (79 events in 216 patients including [}
PDs and [Jldeaths) with stratified HR 0.33; 95% ClI: 0.22, 0.51; p<0.0001, stratified log-rank test.
The median PFS had not been reached in either treatment arm.

Table 14: IRC-assessed PFS results

Events, n (%) HR (95% CI) Stratified p PFS 1 Year PFS 2
value (%) Year (%)
VenG *
(,\‘szm) 29* (13.4) 033 ] 88.6
Yo (o 9 0 51) <0.0001
(N=216) 797 (36.6) o ] 63.7

“JPD and [lldeaths(the IRC considered [flpatient recorded by the investigator as a death had experienced a
PD event prior to death); TJJPD and [ldeaths

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; PFS:
progression-free survival; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019, AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

Progression-free estimates at 12 and 24 months are presented in Table 14, demonstrating a high
proportion of patients who remained progression free over 28.1 months of follow-up in the VenG
arm.

The Kaplan—Meier plots (IRC-assessed) show separation of the curves in favour of VenG after 6
months, which was maintained over time (Figure 4).
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Figure 4: Kaplan—Meier plot of IRC-assessed PFS

e -m—'“‘kﬁ*_\_:
VenG (N=216)
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X
i GClb (N=216)
o
40 =
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0 T T T T T 1
0 6 12 18 24 30 36
T TTime (Months)
EOT EOT
assessment
No. of patients at risk
VenG 216 195 192 181 148 23 0
GClb 216 195 183 151 108 20 0

I -oncordance between IRC and investigator assessments

Abbreviations: EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; IRC: independent review
committee; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).

Concordance between the investigator assessed and IRC assessed PFS was analysed in terms
of whether there was an event and the type of event (PD or death). The results between the two
analysis methods were highly consistent; concordance between the IRC-assessed and the
investigator assessed PFS events and censor status (i.e., agreement on PD, death, or no PD
event) was high (JJJl%e, Table 15), and the timing of PD or no PD event was also consistent
between investigator assessments and IRC assessments (stratified HR ranged from 0.33—0.35).

Table 15: Overall concordance analysis between IRC-determined and investigator-
determined PD status

Investigator assessment | IRC assessment VenG (N=216) GClIb (N=216)
PD event PD event _ _
Death | |
No event | |
Death PD event I |
Death I |
No event | |
No event PD event I I
Death | |
No event I I

Abbreviations: GClb: chlorambucil with obinutuzumab; IRC: independent review committee; PD: progressive
disease; VenG: venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1 months follow-up).
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Benefits in PFS were also maintained across major clinical and biologic subgroups including
patients with del(17p)/TP53 mutation as well as without del(17p)/TP53 mutation (Section B.2.7).
These results demonstrate that VenG provides a statistically significant and clinically meaningful
improvement in PFS, making VenG an important addition to the currently limited range of
available treatment options in previously untreated CLL.

B.2.6.3 Response rates

Overall response rate (ORR)

ORR was defined as rate of a clinical response of complete response (CR), complete response
with incomplete bone marrow recovery (CRi) or partial response (PR) at the completion of
treatment assessment (end of treatment [EOT] assessment i.e., 3 months after treatment
completion/early termination), as determined by the investigator according to the iwCLL
guidelines.”®

At EOT assessment, there was a statistically significant difference in the proportion of patients
achieving ORR per investigator assessment in favour of the VenG arm compared with the GClb

arm (difference 13.4% [95% C!: | N | G@B; Figure 5).

Figure 5: ORR at EOT assessment

ORR
P <0.001
100 A~
. 90 4 84.7%
X
g 90 71.3%
s 35.2%
ﬁ 60 -
£ 207 48.1%
= 40 4
v
t 30 -
'-lu-l: 20 -
&
10 +
0 =1 T
Venetoclax—obinutuzumab Chlorambucil-obinutuzumab
(N=216) (N=216)
B Combined response (CR/CRi) Partial response

Abbreviations: CR: complete response; CRi: complete response with incomplete bone marrow recovery; EOT:
end-of-treatment; ORR: overall response rate.
Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).

Combined response

A combined response of CR or CRi at the completion of treatment assessment (EOT
assessment i.e. 3 months after treatment completion/early termination), was determined by the
investigator according to the iwCLL guidelines.”®
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Table 16 presents the proportion of patients in both treatment arms who achieved CR or CRi,
and the proportion who were therefore considered non-responders to treatment. A clinically

meaningful difference was observed in the rate of patients achieving CR/CRi, with patients in the

VenG treatment arm achieving a higher rate of CR/CRi compared with patients in the GClb arm.

Table 16: CRR at EOT assessment

VenG (N=216) GClb (N=216)
CR—n (%) I ]
CRi — n (%) [
Combined response (CR+CRi) — n (%) 107 (49.5) 50 (23.1)
Non-responders — n (%) 109 (50.5) 166 (76.9)
95% CI for Response Rates ] ]

Difference in Complete Response Rate 26.4 (17.4, 35.4)

(95% CI)
p value <0.0001
Odds Ratio (95% CI) 3.3(2.2,5.1)

Abbreviations: Cl: confidence interval; CR: complete response; CRi: complete response with incomplete bone
marrow recovery; CRR: complete response rate; EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab;
VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019, AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

B.2.6.4 Minimal residual disease (MRD)

Minimal residual disease at EOT and over time

Minimal residual disease (MRD) was assessed by ASO-PCR assay and confirmed by flow
cytometry, in accordance with international guidelines.3% 78 79 MRD was measured in both
peripheral-blood (at baseline, cycles 7, 9 and 12, and then every 3 months thereafter) and in the
bone marrow of patients with treatment response (at cycle 9 and 3 months after treatment

completion), with a threshold for undetectable MRD of 10~# [i.e. <1 cell in 10,000 leukocytes].

At EOT (three months after treatment completion), a higher proportion of patients in the VenG
arm versus GCIb arm had undetectable MRD in the peripheral blood (163 of 216 patients [75.5%)]
vs 76 of 216 patients [35.2%], p<0.001, Table 17), and the same was also true for undetectable
MRD in bone marrow (123 of 216 patients [56.9%] vs 37 of 216 patients [17.1%], p<0.001, Table
17).

Table 17: Undetectable MRD rates at EOT

Undetectable | Detectable | Difference in p value OR (95% CI)
MRD, n (%)* | MRD, n (%)** | undetectable
MRD rates
(95% Cl)
Peripheral Blood
VenG 163 (75.5) 53 (24.5) 40.3 <0.001 5.7
GClb 76 (35.2) 140 (64.8) (31.5, 49.1) (3.7, 8.6)
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Bone Marrow

VenG

123 (56.9)

93 (43.1)

GClb

37 (17.1)

179 (82.9)

39.8
(31.3, 48.4)

<0.001

6.4
(4.1, 10.0)

*Undetectable MRD <104

**Includes MRD missing and non-evaluable samples

Abbreviations: Cl: confidence interval; EOT: end-of-treatment; GClb; chlorambucil with obinutuzumab; MRD:
minimal residual disease; OR: odds ratio; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)”®

In the peripheral blood, the difference in undetectable MRD between the VenG arm and the GCIb
arm was observed as early as Cycle 7 Day 1, with | (TGN IE-atents
achieving undetectable MRD in the VenG and GClIb arms, respectively (difference: | Gz
[95% C!: | i favour of the VenG arm). The higher rate of undetectable MRD in
the VenG arm was sustained throughout the treatment period, and during follow-up off-treatment
(August 2018 data cut: 28.1 months median follow-up). One year after treatment cessation the
proportion of patients with undetectable MRD in the peripheral blood was maintained at -
in the VenG arm but had dropped to [ lillin the GCIb arm (difference: | I©5% C!: IR
). Undetectable MRD rates in peripheral blood over time are presented in Figure 6.
Undetectable MRD rates in bone marrow were also consistently higher in the VenG arm over the
follow-up period.”®

Figure 6: Undetectable MRD in peripheral blood over time

Abbreviations: C7D1: Cycle 7, Day 1; C9D1: Cycle 9, Day 1; C12D1: Cycle 12, Day 1; FUM: follow-up month;
GCIb: chlorambucil with obinutuzumab; MRD: minimal residual disease; PD: progressive disease; VenG:
venetoclax with obinutuzumab.

Source: AbbVie Data on File (Undetectable MRD results)8®

Concordance between MRD in peripheral blood and bone marrow

There was a general high concordance of MRD status between paired peripheral blood and bone
marrow samples at EOT in both the GCIb arm (JJlll22) and VenG arm (1% ) based on
ASO-PCR analysis.

The strong concordance between MRD status in blood and bone marrow in matched samples
suggests that the undetectable MRD rates in blood were comparable with undetectable MRD
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rates in bone marrow. Therefore, undetectable MRD in peripheral blood is a clear indication of
undetectable MRD in VenG treated patients. The higher concordance of having undetectable
MRD between peripheral blood and bone marrow in paired EOT assessment samples observed
in the VenG arm (JJll%.) compared with the GCIb arm (Jlll%) suggests VenG could more
effectively clear MRD in both peripheral blood and bone marrow compartments due to its deep
MRD response.

Minimal residual disease and clinical response outcomes

Amongst investigator assessed complete responders at EOT, patients in the VenG arm achieved
statistically significantly higher bone marrow undetectable MRD rates (33.8%) when compared to
patients in the GCIb arm (10.6%). The same result was seen when MRD was assessed in the
peripheral blood, with the proportion of complete responders achieving undetectable MRD in the
VenG and GClb arms of 42.1% and 14.4% respectively (p<0.0001).

Table 18: Undetectable MRD rates in patients with CR at EOT

Undetectable | Detectable | Difference in p value OR (95% Cl)
MRD, n (%)* | MRD, n (%)** | undetectable
MRD rates
(95% Cl)
Peripheral Blood
VenG 94 (42.1) 125 (57.9) 27.8 <0.0001 4.3
GClb 31 (14.4) 185 (85.6) (19.5, 36.1) (2.7,6.9)
Bone Marrow
VenG 73 (33.8) 143 (66.2) 23.2 <0.0001 4.3
GClb 23 (10.6) 193 (89.4) (15.4, 30.9) (2.6,7.2)

*CR status as assessed by investigator, undetectable MRD <10~*

**Includes MRD missing and non-evaluable samples

Abbreviations: Cl: confidence interval; CR: complete response; EOT: end-of-treatment; GClb: chlorambucil with
obinutuzumab; MRD: minimal residual disease; OR: odds ratio; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

Minimal residual disease and PFS

Landmark analysis was conducted across the two treatment arms based on EOT assessment of
both peripheral blood (Figure 7) and bone marrow (Figure 8).

MRD status and results demonstrated that CLL14 patients achieving undetectable MRD in either
peripheral blood or bone marrow assessment had a longer PFS compared with patients who had
detectable MRD at EOT. This result highlights the importance of patients achieving undetectable
MRD to experience a durable response to treatment.
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Figure 7: Kaplan—Meier plot of investigator assessed PFS status based on MRD status in
the peripheral blood at EOT assessment

Abbreviations: EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; MRD: minimal residual disease;
PFS: progression-free survival; VenG: venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report)
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Figure 8: Kaplan—Meier plot of investigator assessed PFS status based on MRD status in
the bone marrow at EOT assessment

Abbreviations: EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; MRD: minimal residual disease;
PFS: progression-free survival; VenG: venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report)

B.2.6.5 Overall survival (OS)

OS, the time between the date of randomisation and the date of death due to any cause, was
assessed as a secondary endpoint.

At data cut-off (August 2018: 28.1 months median follow-up), a total of 37 randomised patients

had died; 20 patients (9.3%) in the VenG arm and 17 patients (7.9%) in the GCIb arm (1 patient
died prior to receiving any treatment). The median OS was not reached in either arm and there

was no evidence of difference in OS between the two arms. CLL14 OS results are presented in
Table 19 and the corresponding Kaplan—Meier plot is provided in Figure 9.

The OS data are too immature to be meaningful (<10% of enrolled patients had died), due to the
first-line position of treatment — where results are confounded by the availability of treatments for
relapsed/refractory CLL — and the natural history of CLL, and therefore are not interpretable at
this time.
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Table 19: OS results (interim analysis)

Events HR Stratified | Pre-specified 0S 1 0S 2
n (%) (95% ClI) p value IA boundary | Year (%) | Year (%)
z/r\?:;(s) 20(9:3) 1.24 — o
oo © 64. 2.40) 0.52 p=0.007
(N=216) 17 (7.9) R e 93.3

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; IA: interim analysis; HR: hazard
ratio; OS: overall survival; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019, AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

Figure 9: Kaplan—Meier plot of OS
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No. of patients at risk assessmant
VenG 216 201 198 193 182 69 0
GClb 216 206 201 198 189 75 0

Abbreviations: GCIb: chlorambucil with obinutuzumab; HR: hazard ratio; OS: overall survival; VenG: venetoclax
with obinutuzumab.

Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).

B.2.6.6 Duration of response

The duration of response was calculated only for the patients who responded per definition, 197
in GClb and 200 in VenG.

Duration of response was prolonged in the VenG arm compared with the GClb arm (stratified:

HR 0.31, 95% ClI: 0.20, 0.50; p| l=nd unstratified: HR [ 25% C!: GG

') Thc cvent free rates (where event referred to disease progression as assessed
by the investigator or death) at 24 months were || Jlllin VenG arm compared with ||
in GCIb arm. However, the median duration of response was not reached in either treatment arm.

The Kaplan—Meier plots showed separation of the curves in favour of VenG around 9 months,
which was maintained over time (Figure 10).
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Figure 10: Kaplan—Meier plot of duration of response
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Abbreviations: Cl: confidence interval, EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; HR:
hazard ratio; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).

B.2.6.7 Event-free survival (EFS)

At clinical cut-off, the median EFS was not reached in either treatment arms. Patients treated
with VenG combination show higher duration of EFS and reduced risk of having an EFS event
(progression, death or start of new anti-CLL therapy) than GCIb (stratified: HR 0.36, 95% CI:

0.24, 0.54; INEEE-nd unstratified: HR I 95% C!: NN I

(Table 20).

Table 20: Summary of event-free survival results

Patients Earliest contributing event, n HR Stratified
with New anti- Disease Death (95% ClI) p value
event, leukemic | progression
n (%) treatment
VenG *
GClb I B I (0.24, 0.54)
(N=216)

Abbreviations: CIl: confidence interval; GClIb: chlorambucil with obinutuzumab; HR: hazard ratio; VenG:
venetoclax with obinutuzumab.

Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).
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Over time, the VenG arm showed higher rates of EFS than GCIlb — the event free rate at 12
months was [l in the VenG arm and [ lll% in GCIb arm, and at 24 months the rate
was % in the VenG arm and [l in the GCIb arm.

The corresponding Kaplan—Meier plot is provided in Figure 11.

Figure 11: Kaplan—-Meier plot for EFS
— VenG — GClb
HR, 0.36; 95% Cl, 0.24 to 0.54
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T Timé to event (months)
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No. of Patients at Risk assessment
GClb 216 194 184 151 109 21 0
VenG 216 193 190 181 151 25 0

Abbreviations: Cl: confidence interval; EFS: event-free survival; EOT: end-of-treatment; GClb: chlorambucil with
obinutuzumab; HR: hazard ratio; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up).

B.2.6.8 Time-to-next treatment (TTNT)

Time to new anti-CLL treatment is defined as time between the date of randomisation and the
date of first intake of new anti-leukemic therapy. The disease progression could result in
discontinuation, or death before the first intake of new anti-leukemic therapy.

At the cut-off date, fpatients in the GCIb arm and [Jffpatients in the VenG arm had started a
new anti-leukemic therapy. The risk of starting a new treatment was reduced in the VenG arm
compared with patients in the GClb arm (stratified: HR 0.60; 95% Cl: 0.37, 0.97; p=|  lland

unstratified: HR [l; 95% C!: Gz - (T=b'< 21).
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Table 21: Summary of time-to-next treatment results

Patients Earliest contributing event, n HR Stratified
with event, | Now anti-leukemic Death* (95% Cl) p value
n (%) treatment
VenG
(N=216) I H u 0.60 -
GClb B N (0.37,0.97)
(N=216)

*Note that the number of deaths recorded in this analysis is lower than the total for the data cut because some
patients had begun a new anti-leukemic treatment prior to death, and it is the earliest event that counts here
Abbreviations: CIl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; VenG:
venetoclax with obinutuzumab.

Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’® (August 2018 data cut: 28.1
months follow-up).

The median time to new anti-CLL treatment was not reached in either treatment arms. The
difference in time to next anti-leukemic treatment between the VenG arm and GClb became
more evident over time — the time point analysis at 12 months was ||l the VenG arm

and I~ GCb arm, and |~ the VenG arm and | lin the GCIb arm at 24

months.

The Kaplan—Meier plots showed separation of the curves in favour of VenG around 15 months,
which was maintained over time (Figure 12).

Figure 12: Kaplan—Meier plot for TTNT
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Abbreviations: Cl: confidence interval; EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; HR:
hazard ratio; TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019" (August 2018 data cut: 28.1 months follow-up
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B.2.6.9 Patient reported outcomes (PROs)

Patients followed the same schedule of PRO assessments during treatment and follow-up
regardless of treatment arm.

PRO completion over the course of the trial was very high. The proportion of patients completing
at least one item of the MD Anderson Symptom Inventory (MDASI), EORTC QLQ-C30, and EQ-
5D-3L was [JJlliat baseline and | llin both arms during treatment. Completion rates
dropped slightly during follow-up but remained [ JJflfin both arms until Month 30. No notable
differences in compliance over the course of the trial were observed between the two arms.

As the most relevant measure of HRQoL for the economic model, the results for EQ-5D-3L are
presented here, with results for MDASI and EORTC QCQ-C30 presented in Appendix L.

EQ-5D-3L

Mean health utility was high on average at baseline and comparable between the two arms.
Mean scores remained stable throughout treatment and follow-up. Mean visual analogue scale
(VAS) scores were moderate at baseline and comparable between the two arms. Patients
experienced clinically meaningful improvement in mean scores (=7 points) in the VenG arm
starting at cycle 2 and the GCIlb arm starting at cycle 6. Improvement continued throughout the
remainder of treatment and follow-up.8’

The proportion of patients experiencing no problems across the five health states was moderate-
to-high at baseline and comparable between the VenG and GClb arms. The proportion of
responses was largely stable across treatment and follow-up with the vast majority of patients
reporting “no problems” and very few patients reporting severe limitations (<8 patients at any
time-point). Patients in both arms reported a slight improvement in usual activities and
anxiety/depression during treatment but only the latter was maintained post-treatment.

The mean change in baseline scores for each category are presented graphically in Figure 13
and Figure 14. Notably, when considered with the efficacy data presented above, VenG provided
a much deeper response and superior PFS without resulting in a reduction in HRQoL.

Figure 13: Change from baseline in EQ-5D-3L for utility 1-5 score
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Utility: Questions 1 to 5 combined, transformed to utility values (5 items)

Abbreviations: EQ-5D-3L: European Quality of Life 5 dimensions 3 level version; FUM: follow-up month; GClb:
chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report)”®

Figure 14: Change from baseline in EQ-5D-3L for ‘your own health today’ score

VAS: Question 6 (1 item)

Abbreviations: EQ-5D-3L: European Quality of Life 5 dimensions 3 level version; FUM: follow-up month; GClb:
chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report)”°

B.2.7 Subgroup analysis

The VenG arm of the CLL14 trial showed consistent treatment effects across major clinical and
biologic subgroups, including high-risk patients such as those with del(17p)/TP53 mutation,
which were also consistent with the primary analysis.

Pre-specified subgroup analyses of the primary endpoint of investigator-assessed PFS were
performed to evaluate internal consistency of the primary efficacy analysis and to determine
whether baseline clinical characteristics or molecular features had an impact on the efficacy of
VenG compared with GClb. The different subgroups considered are presented in Table 22.

Table 22: Pre-planned subgroups for PFS

Variable Comparison

Age <75 years vs 275 years

Gender Male vs female

Binet stage at screening A B, C

Cytogenetic subgroups Del(17p), del(11q), trisomy 12, no abnormalities,
del(13q)

TP53 deletion and/or mutation Present vs not present

Abbreviations: del(11q): chromosome 11q deletion; del(13q): chromosome 13q deletion; del(17p): chromosome
17p deletion; PFS: progression-free survival.
Source: Fischer et al. 2019'

Overall, the data provided evidence of consistent improvements in both investigator-assessed
PFS and IRC-assessed PFS in patients treated with VenG in major clinical and biologic
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subgroups including high-risk and low-risk as well as young and older patients. A summary forest
plot of the investigator-assessed PFS subgroup analyses for the subgroups described in Table
22 is presented in Figure 15.

Figure 15: Investigator-assessed PFS by prognostic subgroup

GClb VenG
PFS PFS
rate rate
Total month month | Hazard VenG GClb
Category Subgroup n n Events 24(%) n Events 24(%) ratio 95% WaldCl better better
Al 432 216 77 641 216 30 881 034 023-0.53 —.—
Binet stage A 90 | 44 18 566 46 3 957 013 004-042 —w—
at screening B 157 80 30 625 77 9 889 026 0.12-055 = ———o
c 185 92 29 691 93 18 834 058 0.32-1.05 —.

Age groups <75 282 | 138 49 635 144 17 897 028 0.16-0.48 —
(vears) 75 150 78 28 651 72 13 849 048 0.25-0.93 —
Gender Male 289 | 143 49 654 146 21 877 037 0.22-0s61 —

Female 143 | 73 28 614 70 9 891 ' 029 0.13-0.60 —
Cytogenetic subgroups  del(17p) 31 14 10 23.1 17 7 64.7 0.33 0.12-0.89 —.
o3 per hlerarchy del(11q) 74 | 38 20 413 36 4 912 011 003038 E——

Trisomy 12 76 | 40 17 556 36 0 1000 NE NE
Mo abnormalities 92 42 8 821 50 9 87.2 093 0.36-2.41 —a

del(13q) 120 | 59 16 783 61 8 881 | 045 0.19-1.05 — s
TP53 deletion Present 46 | 22 15 327 24 7 739 031 013-076 —
and/or mutation Notpresent ~ 287 139 49 650 148 14 921 023 0.13-0.42 —_—
IGHV mutational Unmutated 244 | 123 57 510 121 16 89.4 @ 022 012-038  —m—
status Mutated 159 | 83 15 856 76 9 903 064 028146 —

01 1.0 10,0

Abbreviations: Cl: confidence interval; del(11q): chromosome 11q deletion; del(13q): chromosome 13q deletion;
del(17p): chromosome 17p deletion; GClb: chlorambucil with obinutuzumab; IGHV: immunoglobulin heavy-chain
variable region; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Source: Fischer et al. 2019'

Cytogenetic subgroups

Patients with a del(17p)/TP53 mutation have been observed to have significantly inferior disease
response, duration of response and OS on standard CLL treatments.’® ' As such, they are
considered as high-risk patients with a significant unmet need for new treatment options.

For patients with del(17p), the primary outcome of investigator-assessed PFS for VenG
compared with GCIb was consistent with that of the overall trial population (HR 0.33; 95% CI:
0.12, 0.89 compared with HR 0.34; 95% CI: 0.23, 0.53). The same was also observed for
patients with TP53 deletion and/or mutation (HR 0.31; 95% CI: 0.13, 0.76).

These results demonstrate that VenG has been shown to consistently outperform GClb, even
within high-risk patient subgroups, providing clinically meaningful improvements in PFS in all
populations, including those with few treatment options currently available to them.
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B.2.8 Meta-analysis

Due to the identification of only one study evaluating the efficacy and safety of venetoclax with
obinutuzumab in patients with previously untreated CLL (see Section B.2.9.1), no meta-analysis
was performed.

Individual patient data (IPD) from the CLL14 trial were used as the best available evidence for
direct comparison to GClb. For the comparison to ibrutinib in the del(17p)/TP53 mutation
population, please see Section B.2.9.1.

B.2.9 Indirect and mixed treatment comparisons

For the population of patients with del(17p)/TP53 mutation, unadjusted naive indirect

comparisons to ibrutinib demonstrated no statistically significant benefits for either

treatment

e An SLR identified four publications that presented data for ibrutinib in a del(17p)/TP53
population.

o A feasibility assessment determined there was insufficient data on CLL patients receiving
ibrutinib as first-line treatment to allow for a matching-adjusted indirect comparison (MAIC).

o Unadjusted HRs between ibrutinib and VenG were calculated as -for PFS (p -
95% CI: I ). -~ I Os (o-H; 95% C!: *

however none of the results were statistically significant due to the small population sizes of the
studies included in the analysis.

B.2.9.1 Identification of comparator trials

An SLR was conducted to identify literature reporting clinical evidence for the efficacy, safety and
tolerability of the treatment of adults with previously untreated CLL with VenG and its
comparators. The details of this SLR are presented in Appendix D.

Study Selection

As described in Section B.1.3.4, there are only two directly relevant comparators for VenG in
clinical practice: GCIb for patients without del(17p)/TP53 mutation and ibrutinib for patients with
del(17p)/TP53 mutation. These were determined considering NICE guidance and guidelines
published by the BSH, and were validated by a panel of clinical experts at an AbbVie-organised
HTA advisory board.

GClb — patients without del(17p)/TP53 mutation

The CLL14 trial provides direct comparison of efficacy and safety outcomes for VenG with GClb
and is presented in Section B.2.

Ibrutinib — patients with del(17p)/TP53 mutation

Less than 10% of patients in the first-line CLL setting present with del(17p)/TP53 mutation and
therefore only a small number of these patients are recruited into clinical trials, leading to a
general paucity of evidence for this population. For these reasons, there is a lack of evidence for
both VenG and ibrutinib in the first-line CLL del(17p)/TP53 population. This lack of data creates
challenges for comparative evidence synthesis, particularly when limited trial data is available
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directly comparing the relevant interventions in this population. Ibrutinib specifically received its
recommendation from NICE for this indication despite having no data in first-line del(17p)/TP53
mutated patients, due to the high unmet need for an available therapy in this population.
Uncertainty is associated with this recommendation since no robust evidence base was
presented for this population.

For the first-line population with del(17p)/TP53 mutation, the SLR identified three studies
presenting data for ibrutinib:
e A phase 2 single-arm study (Farooqui et al. 2015) with 5-year follow-up (Ahn et al. 2018)7": 72

e A real word evidence study (Mato et al. 2018),%° assessing efficacy in patients excluded from
the RESONATE 2 study (discussed in Section B.1.3.4) for having del(17p)/TP53 mutation

e A phase 3 randomised trial (ALLIANCE).”® However, fewer than 10 patients in the ALLIANCE
trial had del(17p) and therefore the trial this was excluded from the indirect treatment comparison

(ITC) analysis due to its small sample size

No direct head-to-head evidence exists between VenG and ibrutinib in previously untreated CLL
patients with del(17p)/TP53 mutation, meaning an ITC approach was required.

Table 23: Studies included in ITC analysis, as identified by the clinical SLR

publication: Ahn
(2018)

relapsed or refractory chronic
lymphocytic leukaemia with TP53
aberrations: a phase 2, single-
arm trial. The Lancet Oncology
16, 169-176 (2015).

NCT Number: NCT01500733

Follow-up data:

Ahn, J. E. et al. Depth and
durability of response to ibrutinib
in CLL: 5-year follow-up of a
phase 2 study. Blood.
131(21):2357-2366 (2018).

Study Citation Overview of data
Farooqui (2015) Farooqui, M. Z. et al. Ibrutinib for | The study by Farooqui reported on a
Secondary previously untreated and phase 2, open-label single-arm ftrial of

ibrutinib with a data cut-off of August 1st,
2014. This study investigated the safety
and activity of ibrutinib in previously
untreated and relapsed or refractory CLL
with TP53 aberrations. The primary
endpoint was overall response to
treatment after six cycles of therapy at
24 weeks. Secondary endpoints were
safety, OS, PFS, best response, and
nodal response.

The study was followed up to 5 years to
investigate long term efficacy and safety,
as well as depth and durability of the
response to treatment, considering MRD
remission in the patient cohort.

Mato (2018)

Mato, A. R. et al. Outcomes of
front-line ibrutinib treated CLL
patients excluded from landmark
clinical trial. Am J Hematol 93,
1394-1401 (2018).

The study of Mato et al. is a US
multicentre, retrospective, observational
cohort study. Investigators utilised chart
review, electronic medical records, and
related databases to obtain information
of CLL patients in the first-line setting
from 20 community and academic
centres. Patients included represented
patients who were excluded from the
RESONATE 2 trial, due to age or
presence of the del(17p)/TP53 mutation.
Information on efficacy outcomes and
toxicities were also collected.
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Abbreviations: CLL: chronic lymphocytic leukaemia; ITC: indirect treatment comparison; OS: overall survival;
PFS: progression-free survival; SLR: systematic literature review.

B.2.9.2 Feasibility assessment: del(17p)/TP53 population

In the absence of head-to-head randomised controlled trials and head-to-head observational
studies, indirect treatment comparisons (ITCs) can be performed across studies to estimate
relative treatment effects. However, the results of these analyses can be biased by cross-trial
differences in patient populations, sensitivity to modelling assumptions, and differences in the
definitions of outcome measures. Incorporating individual patient data (IPD) can address several
limitations that arise in analyses which are based on aggregate data only, e.g. the risk of
underestimation of the covariate effect and aggregation bias.

The matching adjusted indirect comparison (MAIC) method proposed by Signorovitch et al.8 is
designed to adjust for potential biases which may occur due to differences in patient
characteristics across different samples. There is no common comparator between VenG and
ibrutinib in the trials identified by the SLR, and so any comparison must be unanchored.

As in any ITC, characteristics of the selected trials must be carefully compared, including the
study design, inclusion/exclusion criteria, baseline characteristics, and the included outcomes.
Additionally, unanchored MAICs require much stronger assumptions than anchored indirect
comparisons as they effectively assume that absolute outcomes (such as median survival or
trajectory of the Kaplan—Meier curve) can be predicted from the covariates; that is, they assume
that all effect modifiers and prognostic factors can be accounted for using covariates and
definitions available in the CLL14 data and published comparator data. This assumption is very
strong, and largely considered impossible to meet (NICE technical support document 18
guidance).®? Failure of this assumption leads to an unknown amount of bias in the unanchored
estimate.

For the reasons set out above, a feasibility assessment was performed to evaluate the available
evidence obtained from the CLL14 and the comparator data to determine the suitability of the
available data for conducting a MAIC of VenG versus ibrutinib for the treatment of FCR/BR-
unsuitable, untreated patients with CLL who have del(17p)/TP53 mutation. The feasibility
assessment involved the following steps:

e Step 1: Selection of appropriate comparator data.

e Step 2: Review of the CLL14 trial and the comparator data sources in terms of the trial design,
inclusion criteria, outcome and baseline patient characteristics to estimate potential prognostic
variables and effect modifier for PFS and OS.

The four ibrutinib data sources,® 7173 were evaluated for inclusion in a MAIC if they met the
criteria outlined below:

e Include the population of previously untreated CLL patients who are unsuitable for FCR and
BR with del(17p)/TP53 mutation and treated with ibrutinib

o Report outcome (PFS and/or OS) for the population of interest

o0 Or report outcomes similarly defined as the CLL14 trial and include a Kaplan—Meier
plot for PFS and OS, clearly displaying the survival and progression events and
numbers at risk for the ibrutinib treatment
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e Report baseline clinical characteristics for the population of interest. Although this criterion was
only applied to critically appraise reliability of results and not to exclude sources from the
analysis.

Population of interest

The target population consists of previously untreated CLL patients with del(17p)/TP53 mutation.
The CLL14 trial included previously untreated CLL patients unsuitable for FCR/BR. The patients
without del(17p)/TP53 mutation need be excluded from the CLL14 trial to match the population of
interest. This resulted in the removal of 192 patients in the VenG arm, bringing the total down to
24 patients (Table 24).

This reduced sample was carried forward for subsequent feasibility assessment. As previously
mentioned, the ALLIANCE study was excluded from consideration due to small sample size of
the del(17p) subgroup (n<10 patients). Of the three remaining ibrutinib data sources, Mato et
al.%% included patients in the previously untreated setting, while the study by Farooqui et al.”? and
Ahn et al.”" included both patients with previously untreated CLL as well as patients with
relapsed/refractory CLL but reported subgroup data based on the previously untreated patients.
In the Mato et al. publication, 110 patients were identified with the del(17p)/TP53 mutation,
however, it is unknown how many patients in this group were 65 years and older.%° Based on the
total population included in this study, it was assumed about 59% were aged 65 years and
above.

Table 24: Population sizes in CLL14 and comparator trials

Population CLL14! Ahn et al.™ Farooqui et Mato et al.5°
al.”2

Total population 216 86 51 391

Non-del(17p)/TP53 192 35 0 281
subgroup

del(17p)/TP53 24 51 51 110
subgroup
regardless of line of
treatment (first-line
or R/R)

Abbreviations: R/R: relapsed or refractory.

Outcomes

In the CLL14 trial, both the median PFS and the median OS for the population of interest were
not reached in the VenG arm. In the Mato et al. study,®® both the median PFS and the median
OS were not reached. The study by Farooqui et al.”? and Ahn et al.”" reported the Kaplan—Meier
estimates of PFS and OS for previously untreated CLL patients with TP53 aberrations, which is
inclusive of del(17p). Mato et al. reported Kaplan—Meier curves of PFS and OS, stratified for
del(17p)/TP53 status, and stratified for age.®°

Baseline or disease characteristics

Matching variables are baseline patient or disease characteristics that have the potential to
modify the treatment effect. NICE guidance on “Methods for population-adjusted indirect
comparisons in submissions to NICE” suggests that the choice of variables to be
matched/weighted on should be carefully considered: including too many variables will reduce
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the effective sample size, negatively affecting the precision of the estimate; conversely, failure to
include relevant variables will result in a biased estimate.?3

To further examine the feasibility of conducting a MAIC in the CLL14 trial, an overview of patient
characteristics for the population of previously untreated patients with del(17p)/TP53 mutation
and the overview of patient characteristics for the ibrutinib data sources, including Farooqui et
al.,”> Ahn et al.”" and Mato et al.,?° are presented in Table 25.
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Table 25: Summary of patient baseline characteristics for patients with del(17p)/TP53 mutation in CLL14 trial and comparator studies

Covariate CLL141 Farooqui et al.”? Ahn et al.” Mato et al.5°
Value | N Value | N Value ‘ N Value N

Age

Median (range) T 24 62 (33-82) 35 62 (33-82) 51 NR 110

>65 years of age (%) e [ | NR NR 41.2% 21 NR NR

<65 years of age (%) [ | NR NR 58.8% 30 NR NR

Gender

% male | HEl | W | 7% | 23 | 608 | 3 | N | AR

Prior treatment status

Treatmentnaive(%) | 100% | 24 | ~NR | NR | e86% | 35 | NR | MR

CIRS score, N (%)

<6 [ | NR NR NR NR NR NR

>6 e [ | NR NR NR NR NR NR

ECOG, N (%)

0 e [ | NR NR NR NR NR NR

1 [ [ | NR NR NR NR NR NR

2 [ | NR NR NR NR NR NR

IGHV mutation, N (%)

Unmutated e [ | 62.9% 22 66.7% 34 NR NR

Mutated [ | NR NR NR NR NR NR

Creatinine clearance

<70 mL/min [ [ | NR NR NR NR NR NR

270 mL/min e [ | NR NR NR NR NR NR

Abbreviations: CIRS: cumulative iliness rating scale; del(17p): chromosome 17p deletion; ECOG: European Cooperative Oncology Group; IGHV: immunoglobulin heavy-chain
variable region; NR: not reported.
Source: AbbVie Data on File (CLL14 Clinical Study Report),’® Farooqui et al. 2015,72 Ahn et al. 2018,”" Mato et al. 2018
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The CLL14 trial included the population information for previously untreated CLL patients who
are unsuitable for FCR/BR treatment, however, the populations of interest were different across
the three ibrutinib studies. All three studies reported on populations with TP53 aberrations, but
none of the studies collected information about cumulative illness rating scale (CIRS) and
therefore no data were available for patients unsuitable for FCR/BR treatment with del(17p)/TP53
mutation to match the CLL14 population. In particular, Farooqui et al. reported on patients with
previously untreated CLL patients with TP53 and del(17p),”? while the Ahn et al. reported on the
CLL patients with TP53 aberrations (see Table 25).72 7! Mato et al. reported PFS and OS
stratified for del(17p) status and stratified for age, but not the combination of these two
characteristics.® In addition, the categorical variable age (65 years threshold) was reported in
the study by Ahn et al., however, it did not provide subgroup analysis based on the older
patients.”"

To summarise, none of the four sources reported prognostic characteristics for the del(17p)/TP53
population to allow a meaningful match-adjustment to CLL14 trial characteristics. Specifically,
Ahn et al. and Farooqui et al. did not report on the required matching variables including age,
gender and IGHV mutation status for the del(17p) mutated group, the few reported
characteristics from those sources were for those patients with TP53 abberations;”"- 72 and Mato
et al. did provide results on the del(17p)/TP53 population but did not provide any information on
baseline prognostic factors.®°

Conclusions

Of the ibrutinib data sources, no study reported the outcomes for the target population since
none of the data sources collected information on the CIRS score. For VenG, the number of
eligible patients was only 24. Moreover, matching and weighting patients in the MAIC may
reduce the effective sample size in the patient level data for all comparisons. In such a case, the
findings from the MAIC may suffer from a lack of statistical power due to a small sample size
being available. The estimates of relative treatment effect may become inflated or unstable as
they depend heavily on just a small number of individuals.

Furthermore, unanchored comparisons must include every effect modifier and prognostic
variable — compared to the anchored case, where only effect modifiers are required. An
immediate consequence of this is that an unanchored indirect comparison performed using
population-adjustment will always have less precision than an anchored indirect comparison in
the presence of imbalanced prognostic variables, and — more importantly — is more likely to be
biased given that all prognostic variables as well as effect modifiers in imbalance must be
included in the weighting model (while some of them could be unobserved and thus impossible to
include in the adjustment model). As such, results from unanchored analyses should be
interpreted with high degree of caution in their transposability to the target population, given the
high possibility of unaccounted unobserved residual bias.

To conclude, the feasibility assessment suggests that it would not be feasible to use an
unanchored MAIC to estimate the relative effectiveness of ibrutinib versus VenG, for the
treatment of CLL patients with the del(17p)/TP53 mutation. As such, an alternative approach was
chosen, and an unadjusted naive indirect comparison, where key prognostic factors are not
adjusted for, was therefore performed, using Ahn et al. and Mato et al.?% 7" Farooqui et al. was
not considered further since evidence from this source were captured by Ahn et al., which
provides more recent evidence from the same Phase 2, single-arm trial. This decision is also in
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line with previous NICE appraisals, including the appraisal, TA429, for ibrutinib in relapsed or
refractory CLL, which highlighted that evidence for the del(17p)/TP53 population treated with
ibrutinib is lacking.® 3 The committee agreed that the Farooqui et al.”? study should not be used
in the appraisal due to a very limited sample size (N=51), and so a naive comparison was not
conducted for this trial.>* In this submission, Mato et al. 2018 was considered the preferred study
for comparison due to the larger sample size and so is therefore presented in Section B.2.9.3
below. The alternative naive indirect comparison to Ahn et al. 2018 is presented in Appendix D.

B.2.9.3 Unadjusted naive indirect comparison (Mato et al. 2018)¢°

In this section, unstratified Cox regression models were applied to estimate the relative
effectiveness, in terms of PFS and OS, of VenG versus ibrutinib in CLL patients with
del(17p)/TP53 mutation, using data from the CLL14 trial and data from the Mato et al.
publication.60 70

Methods

If the inclusion/exclusion criteria between the CLL14 trial’® and the Mato et al. study®® are not the
same, there may exist patients in the CLL14 trial who would not have been eligible to compare
the Mato et al. data, and hence may contribute bias to the results. Therefore, these patients were
removed from the IPD before proceeding with the comparison process.

For the VenG arm, the IPD are available in the CLL14 trial. However, for the ibrutinib arm, the
IPD from the Mato et al. study is not assessable. Hence, the available Kaplan—Meier curves were
digitised using WebPlotDigitizer®* to simulate the patient level data from the Mato et al.
publication using the methodology developed by Guyot et al.85 Next, the two datasets were
merged. The unstratified Cox regression models were then used to compare between the VenG
arm in the CLL14 trial and the ibrutinib arm in the Mato et al. study to calculate PFS and OS
hazard ratios. Further details on this process are outlined in Appendix D.

Results
Alignment of inclusion/exclusion criteria

Firstly, patients without del(17p)/TP53 mutation were excluded, reducing the sample size of the
population of interest to 24 for the VenG arm from the CLL14 trial and 110 for the ibrutinib arm
from the Mato et al. study.®® As can be observed in Table 25, the inclusion and exclusion criteria
between the CLL14 trial and the Mato et al. publication were different.®% 70 The Mato et al.
publication included patients of all ages, while the CLL14 trial only included patients aged 65 and
above.

The inclusion of younger patients in the Mato et al. study could drive the results of the relative
comparison to the CLL14 data and generate a trend of ibrutinib superiority.

Unadjusted hazard ratio of PFS

Table 26 and Figure 16 show the results for PFS comparing ibrutinib versus VenG in previously
untreated CLL patients with del(17p)/TP53 mutation. The HR of | llll(95% c!: IIIGIGIzIH
) suggests ibrutinib has | llIPFS compared with VenG. However, there is ||}

Wwith respect to the treatment effect (log rank test: p=|jjjjil).
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This trend should not be considered robust according to the summary statistics and broad
confidence internals which demonstrate that in some instances VenG could also be considered
superior (by testing the upper bound in the model’s probabilistic sensitivity analysis [PSA]
simulations). Those key factors lead to the conclusion that the point estimate cannot be
considered reliable or robust, alongside the fact that the proportional hazards assumption does
not hold (curves cross; Figure 16).

Table 26: Unadjusted hazard ratio of PFS between ibrutinib (Mato et al. study) and VenG

Treatment Unadjusted HR Cl 2.5% Cl1 97.5% p value
Ibrutinib
(VenG reference) ] I I I

Abbreviations: Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival, VenG: venetoclax with
obinutuzumab.

Figure 16: Unadjusted hazard ratio of PFS between ibrutinib (Mato et al. study) and VenG
(CLL14)

Abbreviations: Cl: confidence interval; HR: hazard ratio; IBR: ibrutinib; PFS: progression-free survival; VenG:
venetoclax with obinutuzumab.

Unadjusted hazard ratio of OS

Table 27 and Figure 17 show the results for OS comparing ibrutinib versus VenG in previously
untreated CLL patients with del(17p)/TP53 mutation. The HR of | lll©5% c!: IIEGczIB
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) suggests VenG has [ OS than ibrutinib. However, there is || GcG
B ith respect to the treatment effect (log rank test: p=| ).

Table 27: Unadjusted hazard ratio of OS between ibrutinib (Mato et al. study) and VenG

Treatment Unadjusted HR Cl 2.5% Cl 97.5% p value
Ibrutinib
VenG (reference) N I I I

Abbreviations: Cl: confidence interval; HR: hazard ratio; OS: overall survival; VenG: venetoclax with
obinutuzumab.

Figure 17: Unadjusted hazard ratio of OS between ibrutinib (Mato et al. study) and VenG

Abbreviations: Cl: confidence interval; HR: hazard ratio; IBR: ibrutinib; OS: overall survival; VenG: venetoclax
with obinutuzumab.

B.2.9.4 Unadjusted naive indirect comparison (Ahn et al. 2018)"

A secondary unadjusted naive indirect comparison was also conducted with the study by Ahn et
al.”" As noted above, this is presented in Appendix D.
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B.2.10 Adverse reactions

B.2.10.1 Safety results informing the decision problem

The safety analyses are based on the safety-evaluable population, i.e. patients who received at
least one dose of study treatment (venetoclax, obinutuzumab or chlorambucil) (N=214 in GClb
arm and N=212 in VenG arm). Only treatment-emergent adverse events are described hereafter
(i.e. any event not present prior to the initiation of study treatment, or any event already present
that worsens in either intensity or frequency following exposure to study treatment) and are
referred to as AEs throughout. All AEs were to be reported until 28 days after the last dose of
venetoclax, chlorambucil, or obinutuzumab.

B.2.10.2 Treatment exposure

VenG combination treatment was completed by [JJijof the JJlfwho received both agents while
venetoclax single agent treatment was completed by [JJljof the [Jlllpatients who started the
single-agent period. The median duration of exposure to venetoclax, from first venetoclax dose,

was -days (-months) (range: -days |-months]). After reaching the

target dose, the median dose intensity for venetoclax was || lll(range: ).

Of the lpatients who initiated venetoclax, [JJllreached the target dose of 400 mg. [ N
patients did not reach the 400 mg target dose due to a variety of reasons including AEs leading
to venetoclax withdrawal and withdrawal of consent from further study participation.

After reaching the target dose of 400 mg, [llpatients (43.3%) had a dose modification (i.e. dose
interruption or reduction); [fjpatients (Jll%) had dose modification due to an AE.

Of the llpatients with a dose reduction from target dose of 400 mg, (%)
subsequently withdrew from treatment and |[J(ll%) returned to 400 mg (see summary of
patient status after dose reduction). The remaining patients (Jffpatients %)) stayed at the
reduced level. The median duration of treatment below the 400 mg target dose (in those patients
who reached the target dose) was [[Jlidays. I llllloatients had a dose reduction to 50 mg
(median duration [[ldays).

For obinutuzumab, the median dose intensity, cycles and median cumulative dose were ||}
Il both arms: median dose intensity was 100% (range: 0%—111%), patients received a

median of [ lllcycles (range: ). and the median total cumulative dose was [l

mg. The percentage of patients with a dose modification was_|Jlifin the GCIb arm than in

the VenG arm (Il compared with [G], respectively). Most dose
modifications were due to AEs (Jflpatients [[Jll%] in the GCIb arm vs [lpatients (%]
in the VenG arm).

The median dose intensity for chlorambucil in the GClb arm was 95.4% (range: 4%—111%).

Patients had a median of [ lflllcycles of chiorambucil (range: | ). Dose
modifications were reported in [Jf|patients (26.9%), with approximately half of these having a

dose modification due to an AE (Jfpatients %))
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B.2.10.3 Treatment-emergent adverse events

Up until the clinical cut-off, 213 patients (99.5%) in the GClb arm experienced [JJJlJIAEs and 200
patients (94.3%) in the VenG arm experienced [JJJJAEs.

The incidence of Grade 3 or 4 AEs (by the National Cancer Institute common terminology criteria
for adverse events [NCI-CTCAE] grading) was similar in both arms: 164 patients (76.6%) in the
GClIb arm and 167 (78.8%) in the VenG arm.

Individual Grade 3—4 AEs with an incidence of at least Jjhigher in the VenG arm were
neutropenia, hyperglycaemia, diarrhoea and hypertension and are presented in Table 28.
Individual Grade 3—4 AEs with an incidence of at least 5% in either arm, which are used to inform
the economic model, are presented in Table 29.

Table 28: Grade 3—4 AEs with a difference of at least 2% between treatment arms

VenG GClb All Patients
(N=212) (N=214) (N=426)
Total number of patients with at least one _ _ _
Grade 3-4 AE
Overall total number of events [ ] [ ] [ ]
Blood lymphatic system disorders
Neutropenia 112 (52.8) 103 (48.1) 215 (50.5)
Leukopenia 5(2.4) 10 (4.7) 15 (3.5)
Metabolism and nutrition disorders
Hyperglycaemia | 8 (3.8) | 3014 | 11026
Gastrointestinal disorders
Diarrhoea | 9 (4.2) | 105 | 1023
Vascular disorders
Hypertension I || | .

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’®

Table 29: Key treatment emergent Grade 3—4 AEs with an incidence of 21% in either arm
(utilised in cost-effectiveness model)

AE incidence VenG GClIb
Asthenia 2.40% 0.50%
Diarrhoea 4.20% 0.50%
Dyspnoea 2.40% 0.50%
Febrile neutropenia 5.20% 3.70%
Infusion related reaction 9.00% 9.80%
Leukopenia 2.40% 4.70%
Neutropenia 52.80% 48.10%
Pneumonia 4.20% 4.20%
Sepsis 3.30% 0.90%
Thrombocytopenia 13.70% 15.00%

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.
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Source: Fischer et al. 2019," AbbVie Data on File (CLL14 Clinical Study Report)’®
Serious adverse events

The frequency of patients with SAEs was numerically higher in the VenG arm (104 patients
[49.1%]) compared with the GClb arm (90 patients [42.1%)]).

The most frequently reported SAEs (>2%) were infusion-related reactions (13 patients [6.1%] in
the GCIb arm and 9 [4.2%] in the VenG arm), pneumonia (9 [4.2%] and 10 [4.7%]), febrile
neutropenia (8 [3.7%] and 11 [5.2%]) and pyrexia (7 [3.3%] and 8 [3.8%]). SAEs with an
incidence rate of 21% of patients are presented in Table 30.

Table 30: Overview of SAEs with an incidence rate of 21% of the patients in either
treatment group

VenG (N=212) | GClb (N=214)
At least one serious adverse event — no. of patients (%) 104 (49.1) 90 (42.1)

Serious adverse events with an incidence rate of 21% in any treatment group — no. of patients (%)

Infections and infestations

Pneumonia 10 (4.7) 9(4.2)

Sepsis 6 (2.8) 2 (0.9)

Cellulitis 3(1.4) 0
Injury, poisoning, and procedural complications

Infusion-related reaction 9(4.2) 13 (6.1)
Blood and lymphatic system disorders

Febrile neutropenia 11 (5.2) 8 (3.7)

Thrombocytopenia 2(0.9) 5(2.3)

Neutropenia 3(1.4) 1(0.5)

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

Squamous cell carcinoma of skin | 2(0.9) | 3(1.4)

General disorders and administration site conditions
Pyrexia | 8 (3.8) | 7@33)
Respiratory, thoracic and mediastinal disorders

Chronic obstructive pulmonary disease ‘ 3(1.4) ‘ 2(0.9)
Cardiac disorders

Atrial fibrillation 1(0.5) 3(1.4)

Cardiac failure 3(1.4) 1(0.5)

Myocardial infarction 1(0.5) 3(1.4)
Metabolism and nutrition disorders

Tumour lysis syndrome ‘ 1(0.5) ‘ 4(1.9)
Investigations

Aspartate aminotransferase increased 0 4(1.9)

Alanine aminotransferase increased 0 3(1.4)

Abbreviations: GCIb: chlorambucil with obinutuzumab; SAE: serious adverse event; VenG: venetoclax with
obinutuzumab.
Source: Fischer et al. 2019."
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Patient Deaths

In the ITT population, there were 17 deaths in the GClb arm (1 patient died prior to receiving
treatment) and 20 in the VenG arm. The overall incidence of deaths reported in the safety
evaluable population was comparable between study arms: 16 patients (7.4%) in the GClb arm
compared with 20 patients (9.3%) in the VenG arm. The reasons for death are outlined in Table
31.

Table 31: Reasons for death split by treatment period (safety evaluable population)

L . Number of patients
Period in which death occurred:
VenG | GClb
Any time during study (overall)
Disease progression | |
Fatal AEs 16 8
Other | |
Total during study 20 16
During treatment (within 28 days after last dose of study drug)
Disease progression I I
Fatal AEs 5 4
Other | |
Total during treatment I I
After treatment (after 29 days after the last dose of study drug)
Disease progression | |
Fatal AEs 11 4
Other | |
Total after treatment [ | [ |

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.
Source: Fischer et al. 2019, AbbVie Data on File (CLL14 Clinical Study Report)’°

The frequency of fatal AEs was numerically higher in the VenG arm (16 [7.5%]) than in the GCIb
arm (n=8 [3.7%]). The most frequently reported AE leading to death was sepsis (1 patient [0.5%]
in the GCIb arm and 5 patients [2.4%] in the VenG arm). Cardiac arrest was reported in 1 patient
in each arm.

Of the 16 patients who experienced Grade 5 AEs in the VenG arm, 2 patients who experienced
fatal AEs discontinued obinutuzumab prior to receiving the first administration of venetoclax. In
both cases, the investigator attributed a causal relationship to obinutuzumab. The other 3 fatal
events with onset during the treatment period were sepsis (2 patients) and infection (1 patient).
The onset of the remaining 11 fatal AEs occurred in the post-treatment period, that is, 29 days or
more after the last study drug administration. In ||| | | ot these fatal events with onset
post-treatment ([ | | |GGG th< investigator did not attribute a causal relationship

with venetoclax treatment.

In the GClb arm, of 8 patients with fatal AEs, 4 had onset during the treatment period, and 4 had
onset in the post-treatment period.
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Overall, investigators determined that a causal association with venetoclax for the trial deaths
appeared unlikely due to the long latency period from the last dose of study drug, relevant pre-
existing medical conditions, and concomitant comorbidities/risk factors.

B.2.11 Ongoing studies

The CLL14 trial presented in this submission will have further data cuts, however it is not yet
possible to confirm when these will become available.

There is currently one additional ongoing study investigating VenG. The GAIA (CLL13) trial is
evaluating if standard chemo-immunotherapies (FCR, BR) in treatment of previously untreated
physically fit CLL patients without del(17p)/TP53 mutation can be replaced by combinations of
targeted drugs with anti-CD20-antibodies (VenG, venetoclax with rituximab, or venetoclax with
obinutuzumab and ibrutinib).

B.2.12 Innovation

Venetoclax is a first-in-class, oral, selective inhibitor of B-cell lymphoma 2 (Bcl2), with a unique
targeted mechanism of action that distinguishes it from other available therapies. The innovative
potential of VenG, as demonstrated in the CLL14, trial can be summarised as follows:

e VenG is effective in patients both with and without del(17p)/TP53 mutation. As
demonstrated in Section B.2.7, VenG showed superior PFS efficacy compared with GClb in
del(17p)/TP53 mutation patients as with the overall trial population.

e VenG increases the range of treatment options in the FCR/BR-unsuitable (elderly and
comorbid) population. Most CLL patients are older than 70 years and often have coexisting
conditions, and so there is an unmet need for a broader range of therapeutic options: VenG
helps to address this.

¢ VenG has a manageable side-effect profile. As demonstrated in Section B.2.9.1, the safety
and tolerability of VenG are overall predictable, acceptable, manageable and therefore
tolerable.

e VenG results in significant rates of undetectable MRD. MRD is an objective measure of
disease status and presence of undetectable MRD indicates the depth of remission; patients
achieving undetectable MRD levels are likely to have a long, treatment-free remission. In
addition to the benefits received by patients, there are benefits to the healthcare system in the
form of budget certainty and a delay to requiring the next line of treatment.

e VenG is a fixed treatment duration (12 cycles), chemo-free therapy. This enables
significant proportions of patients to experience a prolonged period of time without therapy,
reducing the overall, significant cost burden of therapy, especially when contrasted to daily,
treatment-to-progression therapies such as BCRis. The fixed treatment duration also has the
potential to improve treatment adherence and reduce the risk of mechanism-induced drug
resistance.

e VenG avoids the need for chemo-immunotherapy. Early intervention with chemotherapy
has been shown to not improve the natural history of CLL and may drive clonal evolution and
later treatment resistance.38 49 50
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In conclusion, the CLL14 trial provides evidence that VenG is an effective treatment in both
patients with and without del(17p)/TP53 mutation, providing a cost-effective and valuable
alternative to current first-line treatment options. Furthermore, VenG has the potential to provide
substantial health-related benefits in the form of a fixed-treatment duration chemo-free therapy,
with a manageable side effect profile. This enables a significant proportion of patients prolonged
time without therapy, reducing the overall cost burden of treatment.

B.2.13 Interpretation of clinical effectiveness and safety evidence

B.2.13.1 Principle findings from the clinical evidence base

There are limited treatment options available for untreated CLL, with few licensed therapies
currently used in UK clinical practice. Chlorambucil based chemo-immunotherapies are the
backbone of treatment in FCR/BR-unsuitable patients without del(17p)/TP53 mutation, however
there is an unmet need for a broader range of therapeutic options with a different mechanism of
action,? particularly those with a safety profile suitable for elderly or FCR/BR-unsuitable patients.
While BCRis such as ibrutinib have reduced the reliance on toxic chemo-based therapies in the
first-line del(17p)/TP53 mutation population, there is an unmet need for patients with cardiac risk
factors or bleeding risk who cannot tolerate ibrutinib.? The high unmet needs of CLL patients due
to the lack of treatment options is further compounded by the fact that most CLL patients are
older than 70 years (median age at diagnosis is 72 years) and often have clinically relevant

coexisting conditions, which limit the extent to which currently available therapies can be used.'”
24,25

VenG offers a highly effective chemotherapy free treatment option for patients with untreated
CLL. Evidence from the CLL14 trial suggests that VenG leads to better survival outcomes, which
is best illustrated by the observed Kaplan—Meier PFS curves. After a median follow up of 28.1
months, the investigator-assessed PFS was both statistically significant (p<0.0001) and clinically
meaningful with a considerable and meaningful reduction in the risk of disease progression or
death in patients receiving treatment with VenG compared to patients receiving treatment with
GClIb (stratified HR 0.35; 95% CI: 0.23, 0.53). The benefit of VenG over GClb was confirmed by
an independent review committee (IRC) assessment of PFS and other secondary efficacy end
points. There is also evidence of eradication of detectable disease (undetectable MRD) which
allows VenG to be administered as a time-limited therapy and prolongs the length of treatment-
free remission.

Notably, these results were observed in a multinational setting, with a safety profile of the
combination that is acceptable, predictable and generally consistent with the known safety
profiles of venetoclax and obinutuzumab as single agents. Neutropenia is a known adverse effect
of venetoclax, and the higher rates of grade 3 or 4 events that were observed in the VenG arm
compared with GCIb (52.8% of patients versus 48.1%, and 5.2% versus 3.7% for febrile
neutropenia) were not unexpected. With standard of care measures including dose modifications
and use of GCSF, neutropenia was manageable, with few patients discontinuing treatment for
neutropenia (| 5GCGCGEEEEEEEE  thc VenG arm and |~ the GCIb arm). The
relatively small number of patients in the VenG group who had tumour lysis syndrome (TLS) (3
patients compared with 5 patients in the GClb arm) shows the effectiveness of the risk mitigation
procedures that were implemented during the trial and the generally manageable and safe

Company evidence submission template for venetoclax with obinutuzumab for untreated
chronic lymphocytic leukaemia

© AbbVie Inc. (2019). All rights reserved Page 74 of 172



delivery of the treatment. None of the TLS events met the Howard criteria for clinical TLS (i.e. the
presence of specific electrolyte changes and clinical manifestations).

For the population of patients with del(17p)/TP53 mutation, a feasibility assessment determined
there was insufficient data on CLL patients receiving ibrutinib as first-line treatment to allow for
an adjusted comparison. Unadjusted HRs between ibrutinib, using the publication from Mato et

al.,0 and VenG were calculated as ||| lifor PFS (95% cI:  EEEGEN -, -
-for 0s (95% C!: [ p=-) however none of the results were

statistically significant due to the small population sizes included in the analysis. The differences
in potentially confounding baseline factors were also not balanced between the trials in analyses.
This result should be interpreted in the context of a general paucity of evidence in the first-line
del(17p)/TP53 setting. It should be noted that NICE previously recommended ibrutinib treatment
in this indication (TA429) based on efficacy outcomes in the relapsed/refractory setting since
there was no evidence in the first-line del(17p)/TP53 setting, which demonstrates the high unmet
need in this sub-population. Outcomes from the CLL14 trial demonstrate that VenG is also an
effective treatment for patients with del(17p)/TP53 mutation, helping to address some of the high
unmet need particularly experienced by this population, by providing an additional therapeutic
option.

B.2.13.2 Strengths and limitation of the evidence base

Internal validity of CLL14

As discussed in Section B.2.5, the CLL14 trial was methodologically robust and well reported.
The results were considered to be at low risk of bias:

o Participants were appropriately randomised using an interactive voice response system

o The sample size was sufficient to detect a difference in the primary objective of investigator-
assessed PFS between the two treatment groups

e All randomised patients were included in the efficacy analyses, thereby maintaining the
principle of ITT analysis and preserving randomisation

e The primary outcome of investigator-assessed PFS was further assessed and confirmed by
an IRC

External validity of CLL14

The results of the CLL14 trial can be generalised to the UK population, considering there was a
high proportion of Caucasian patients; additionally, 6 investigation sites were in the UK. This
assumption was validated by UK clinicians at an AbbVie run advisory board. The results are also
well aligned with the decision problem specified in the NICE scope.* The external validity of the
CLL14 trial is supported by the following:

e Population — The study population of CLL14 was defined as patients with previously untreated
CLL according to the iwCLL criteria.3®> Most CLL patients are older than 70 years (median age
at diagnosis is 72 years) and have clinically relevant coexisting conditions.'”- 24 25 This was
reflected in the CLL14 study, where the median age of patients was 72 years and ||| | Gz
I i the GCIb group) reported a concurrent medical condition at baseline. The
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CLL14 study population is relevant to the epidemiology of CLL in the UK. The population
included patients from six clinical trial sites across the UK.

¢ Intervention and Comparators — VenG was directly evaluated as a treatment option for
patients with previously untreated CLL by comparing VenG directly to comparator GCIb. The
GCIb dose used is similar to that used in routine clinical practice, except that 12 cycles of
chlorambucil were used in this trial rather than 6 cycles which tend to be used in NHS practice.
The choice of GCIb as comparator in the trial aligns with the current NHS standard of care for
this population.

o Outcomes — A wide range of outcomes were evaluated, including all outcomes outlined in the
scope that are relevant to patients and to clinicians (PFS, OS, response rates, MRD, HRQoL
and safety).

Comparing the CLL14 trial to the CLL11 trial allows external validation of the results of common
GClIb arm. The CLL11 trial previously showed a median PFS of 31.5 months, with approximately
49% of patients who received GClb surviving without progression at 30 months.5* 86 In CLL14,
the median PFS in the GCIb group was not reached, and 60% of the patients receiving GClb
were surviving without progression at 30 months, most likely because of the 6-months-longer
treatment duration with chlorambucil in the CLL14 trial than in the CLL11 trial. Despite the
favourable results in the comparator group, VenG was associated with significantly longer PFS
than GCIlb. Moreover, approximately half the patients in the VenG group had a complete
response (49.5%), which compares favourably to other therapies that are frequently used in this
older population of patients with CLL.""

Limitations

e The OS data obtained from the CLL14 trial was considered too immature to be evaluable at
clinical cut-off (median OS was not reached in either arm). However, this is typical in previously
untreated CLL: GClb took almost five years to show a difference in OS but the PFS benefit did
translate to OS benefit with longer follow-up.8”- 8 Similarly, PFS benefit observed in CLL14 is
expected to translate to OS benefit over time and further, scheduled data cuts of CLL14 may
reduce uncertainty in OS estimates. Additionally, there is published evidence of a positive
correlation between undetectable MRD and prolonged OS2 which would indicate an OS
benefit in the VenG arm, when compared to GClb, could be anticipated due to the superior
undetectable MRD results for VenG both on- and off-treatment.

e For the non-del(17p)/TP53 population, the only trial from which comparison can be made is
the CLL14 trial. It is not possible to draw any additional information from other trials as there
are no connected trials. However, this was a large, well-designed trial at low risk of bias,
providing sufficient comparison of the two treatments.

e As discussed earlier, there is a general paucity of evidence in the del(17p)/TP53 population.
Thus, the results for the unstratified Cox regression model used to estimate the HRs for PFS
and OS between VenG and ibrutinib must be interpreted with caution:

o Firstly, the comparison of treatment outcomes was performed based on totally
separate studies, in which results of individual arms from the CLL14 and the Mato et
al. studies, were compared as if they were from the same randomised controlled
trial. Because the advantage of the randomised trials is completely disregarded,
evidence from this naive unadjusted indirect comparison is equivalent to evidence
from observational studies and has increased susceptibility to bias. The effect of a
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treatment may be over- or underestimated because of cross-trial differences in
patients’ baseline characteristics or differences in outcome definitions, resulting in
flawed recommendations for clinical practice. Notably, the differences in inclusion
criteria for age, resulting in the population of the Mato et al. study being younger in
age suggests the results are likely biased in favour of ibrutinib.

o Secondly, as previously discussed in Section B.2.9, the naive unadjusted indirect
comparison was performed on relatively small sample sizes, and this might have led
to limited robustness of the estimates.

B.2.13.3 Conclusion

Considerable unmet need exists for previously untreated CLL patients who are considered
unsuitable for FCR and BR as well as those with del(17p)/TP53 mutation.

The mainstay of current treatment in the non-del(17p)/TP53 mutation population, GClb, does not
provide deep and durable responses for the majority of patients, beginning the cycle of remission
and relapse as the disease progresses inevitably without cure. In addition to providing a
significant increase in PFS over GClIb in this patient population, VenG has been shown to provide
deep and durable responses for many patients and a positive recommendation from NICE would
lead to a step-change in the management of CLL within the NHS.

For patients with del(17p)/TP53 mutation, the need for additional treatments is arguably even
greater, due to the poor prognostic outcomes for this population (as described in Section
B.1.3.1), and that ibrutinib is approved in this population, despite having no data in previously-
untreated del(17p)/TP53 mutated patients. Introduction of VenG would provide an alternative
treatment to ibrutinib for these patients, particularly for those patients unable to tolerate ibrutinib,
such as those with significant cardiac disease or bleeding risk, and who are left with no
alternative treatment option.
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B.3 Cost effectiveness

A de novo cost-utility analysis was undertaken based on a partitioned survival model,
similar to those used in previous NICE appraisals for previously untreated CLL.

o A three-state partitioned survival model was developed to evaluate the cost-effectiveness of
VenG in previously untreated CLL from the perspective of the NHS and Personal and Social
Services (PSS).

e The three health state divisions (pre-progression, post-progression and death) followed the
clinical pathway for untreated CLL patients. Costs and benefits were discounted at a rate of
3.5% and a lifetime-equivalent time horizon was used (30 years).

e Two populations were considered in this analysis, in line with CLL14 trial population and
anticipated position of VenG in the clinical pathway: patients without del(17p)/TP53 mutation
and for whom FCR/BR treatment is unsuitable (VenG vs GClb), and patients with del(17p)/TP53
mutation (VenG vs ibrutinib).

e The clinical outcomes used to inform the model were PFS, TTNT, TOT, OS, occurrence of AEs.
Health state utilities were informed by a previous NICE appraisal (TA343, GCIb for untreated
CLL), due to unexpectedly favourable EQ-5D-3L utility values from the CLL14 trial. Costs and
healthcare resource use were captured in the analysis for active treatment, routine care and
monitoring and treatment specific monitoring for TLS costs; subsequent treatment costs; and AE
management and terminal care costs.

Survival analyses

e The CLL14 trial was considered to provide the most appropriate parameter estimates pertaining
to PFS, OS and TTNT. Other sources were also explored for external validation of OS
extrapolations with the CLL11 trial of GCIb being the trial with characteristics most similar to
CLL14 and with a longer follow-up.

e Survival models were selected according to decision support unit (DSU) guidance and those
selected as the base case were the ones that gave the most plausible long-term predictions
compared with longer-term survival data from external sources (CLL11).

e For the non-del(17p)/TP53 mutation population, data from CLL14 using an independent model
(log-logistic) to inform PFS was used. Due to trial data immaturity, no treatment effect on OS
was assumed for VenG and GCIb and a dependent model (Exponential) was selected as base
case. Time-to next treatment (TTNT) was extrapolated using an independent (Weibull) model
applied to CLL14 data for both VenG and GClb arms.

e Due to the limited evidence of ibrutinib in the untreated CLL with del(17p)/TP53 mutation
population, network meta-analyses and matched adjusted comparison were not feasible. A
naive comparison of VenG versus Ibr was performed using the Mato et al. study.®°

e For both populations, modelling decisions and clinical plausibility of the projections of outcomes
was validated by experts and additional approaches were tested in scenario analyses.

Base case analysis
Non-del(17p)/TP53 mutation population
¢ In the deterministic analysis, VenG dominated GClb

e The key driver of relative cost-effectiveness was the difference in PFS, with a larger proportion
of patients remaining progression free in the VenG arm than in the GCIb arm. The estimated
duration of progression free for VenG patients is ||| llyears and llllyears for GClb. As a
result, the costs of post-progression health state, driven by costly 2™ line innovative therapies
were significantly higher in the GClb arm.

e Average accrued lifetime costs and QALYs in the post-progression/relapse health state were
higher than the comparator arm due to [JJJJlI% (VenG) vs % (GCIb) of patients in the
CLL14 study being at PFS state at year 2 off-treatment which led to an OS almost identical to
that of the general population for both arms.
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Non del(17p)/TP53 mutation population
¢ In the base case analysis VenG dominated ibrutinib in the del(17p)/TP53 mutation population.

e The driver of the incremental cost effectiveness ratio (ICER) values was ibrutinib costs due to
the treat-to-progression regimen with a mean treatment duration of (1358 days) compared to
VenG fixed-treatment duration of 12 Cycles (295.3 days).

Sensitivity analyses

o Parameter uncertainty was explored through probabilistic sensitivity analysis while structural
uncertainty and key assumptions were explored through extensive scenario analyses and
deterministic one-way sensitivity analyses.

e Probabilistic ICERs were similar to deterministic ICERs (remaining dominant in both
populations), whilst all scenarios tested found VenG to remain cost-effective (mostly dominant),
save for unrealistically short model time horizons, demonstrating that ICERs were relatively
stable to changes in the methods for survival analysis. As expected, deterministic sensitivity
analyses on extreme parameter values found the model to be most sensitive to estimates of age
and post-progression survival (PPS) and PFS utility values.

e The scenario analysis demonstrated that VenG is consistently cost-effective when compared to
GClb or ibrutinib, with all but one scenario in each population resulting in a positive net
monetary benefit.

Conclusions

o Results of the base case analysis show that VenG is a cost-effective option at conventional
willingness to pay thresholds in the deterministic and probabilistic analyses.

e Probabilistic sensitivity analyses were consistent with the deterministic results, showing a >90%
probability of being cost-effective in both the non-del(17p)/TP53 and del(17p)/TP53 populations
at the £30,000/QALY willingness to pay threshold.

e Deterministic and probabilistic sensitivity analyses, and additional scenario analyses
demonstrated that the model results and conclusions were robust to input range and
assumption changes.

B.3.1 Published cost-effectiveness studies

An SLR was conducted in December 2018 and updated in July 2019 to identify studies
assessing the cost-effectiveness of interventions for patients with previously untreated CLL. The
SLR identified 43 publications reporting relevant cost-effectiveness analyses. Full details of the
methods and results can be found in Appendix G.

None of the cost-effectiveness studies identified in the SLR addressed the decision problem of
this submission, and therefore are not relevant to decision making. Full details of all studies
identified in the SLR can be found in Appendix G. Previous NICE appraisals in previously
untreated CLL were consulted during model development, as noted below.

B.3.2 Economic analysis

B.3.2.1 Patient population

The economic evaluation presented in this submission aligns with the decision problem
described in Table 2, Section B.1.1, and utilises data from the phase 3 randomised trial, CLL14
(August 2018 data cut: 28.1 months follow-up).
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The analysis demonstrates the benefits of VenG compared with relevant treatments for two
distinct patient groups:
e Patients without del(17p)/TP53 mutation, compared with GClb (CLL14;" n=387)

o Patients with del(17p)/TP53 mutation, compared with ibrutinib (CLL14 compared with Mato et
al.;'®0 n=31)

Mutation status involving del(17p)/TP53 mutation was combined into a single variable as these
are known to share similar prognostic information. This is based on what has been accepted in a
previous NICE appraisal,? clinical expert opinion and published literature that commonly groups
these subpopulations together as patients with TP53 aberrations.”* 8% % The following algorithm
was used to assign the subpopulations:

o [f del(17p) is abnormal (determined by central lab), variable = 1

e If del(17p) is normal (determined by central lab), variable = 0

e Ifdel(17p) is missing & TP53 is mutated, variable = 1

o [fdel(17p) is missing & TP53 is unmutated, variable = 0

o Else if both are missing = NA (none have both missing)

As a result of this, the population numbers used in the submission differ between the clinical
analysis presented in Section B2 and the economic analysis presented in Section B3, and these
are shown in Table 32.

Table 32: Population numbers utilised in the CSR and CEM analyses

CSR Analysis CEM Analysis
Non-del(17p)/TP53 mutation 386 387
Del(17p)/TP53 mutation 46 31
Undefined 0 14
Total 432 432

Abbreviations: CEM: cost-effectiveness model; CSR: clinical study report.

A summary of the CLL14 trial is provided in Section B.2. Key model inputs that differed between
the two subpopulations included PFS, time-on-treatment, TTNT, the survival analyses of PFS
and OS and incidence of AEs (Section B.3.3.9).

B.3.2.2 Model structure

In the partitioned survival approach, the patient pathway is split into PFS, PPS and death, and a
three-state partitioned survival model was developed. The design of the model structure was
informed by the clinical pathway, clinical expert input, previous CLL models used in NICE
appraisals, and with respect to data availability from the trial.3* 67 Relevant modelled health
states are well-established in clinical practice, aligned with CLL14 primary outcomes and defined
as follows:

e Progression-free: includes patients who are alive and have not progressed.

e Post-progression survival: includes patients who are alive but have progressed.
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e Death: this state is dictated by the overall survival curve, which accounts for the number of
patients who have died from either CLL or other causes. To account for death due to other
causes, the OS estimates are corrected for background mortality under the assumption that
the age- and sex-adjusted mortality risk of CLL patients can never be lower than the age- and
sex-adjusted mortality risk of the general population.

The patient population distributions within each health state over time were approximated using
extrapolated survival curves. TTNT curves were also used to calculate the timepoint for
subsequent treatment initiation and corresponding costs. When modelling the CLL disease
pathway, it is important to be sensitive to a patient’s progression status, as well as their overall
survival. The three states included in the model capture the disease pathway of CLL patients as
closely as possible (Figure 18).

Figure 18: Three-state partitioned survival model used in the cost-effectiveness analysis

Progression
free

Post-
progression

Costs are considered based on an England and Wales National Health Service (NHS) and
Personal and Social Services (PSS) perspective.

A 28-day cycle length is used in the model, which is deemed sufficient to accurately capture the
clinical outcomes reported for CLL patients from the pivotal trials. The cycle length also fits with
the dosing schedules of VenG and its comparators.

Considering the mean age of patients in CLL14 (71.1 years), patients in the cost-effectiveness
model (CEM) are modelled for a lifetime time horizon of maximum 30 years. Based on NICE
guidelines, a 3.5% discount rate is applied to the cost and effects outcomes of the model.

A summary of the model characteristics is provided in Table 33.
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Table 33: Features of the economic analysis

Previous appraisals

Current appraisal

the CLL11 trial

Factor TA343%7 TA4293 Chosen values Justification
(GClb) (ibrutinib)

Time horizon | 20-years 20-years 30-years Aligned with NICE
reference case,
with the aim to fully
capture lifetime
costs and benefits

Model Partitioned- Partitioned- Partitioned- In line with

structure survival survival survival previous
appraisals

Cycle length | 7-days 28-days 28-days Consistent with the
length of treatment
cycles of active
therapy relevant to
the model and
short enough to
accurately model
costs and
outcomes

Half-cycle Yes Yes Yes Mitigates bias due

correction to cycle length

Were health | Yes Yes Yes NICE reference

effects case

measured in

QALYs; if

not, what

was used?

Discount of | Yes Yes Yes NICE reference

3.5% for case

utilities and

costs

Perspective | Yes Yes Yes NICE reference

(NHS/PSS) case

PFS Gamma Exponential Independent Aligned with advice

extrapolation | distribution tails fit | distribution model, log-logistic | from NICE DSU:

to the K—M data of distribution closest to data

from external
sources and after
consultation with
clinical and
economic experts
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Previous appraisals

Current appraisal

Exponential
distribution fit to
pooled post-
progression rates
from the older
CLLS5 trial,
adjusted for age
at progression
used

No treatment
effect assumed

Factor TA343¢7 TA429% Chosen values Justification
(GClb) (ibrutinib)
(1] OS modelled as Weibull Dependent As determined by
extrapolation | from progression | distribution model, consultation with
and from post- exponential clinical and
progression. distribution. economic experts

ToT
extrapolation

Not modelled;
drug acquisition
costs are adjusted
for mean number
of cycles (out of
the maximum 6)
and dose intensity

Patients continue
treatment with
ibrutinib until
progression;
treatment
discontinuation is
informed by
treatment
discontinuation
K-M data from
RESONATE,
which takes into
account dose
reduction or
discontinuation
due to tolerability.
Comparators
were modelled to
be treated until
progression or the
maximum number
of cycles

Drug acquisition
costs adjusted for
dose intensity

Not extrapolated;
data used from
CLL14 trial in
which treatments
are given for a
fixed duration of
12 months as per
protocol

As determined by
consultation with
clinical and
economic experts
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Previous appraisals

Current appraisal

Factor TA343%7 TA42934 Chosen values Justification
(GClb) (ibrutinib)
TTNT Not modelled; all Based upon the Independent Aligned with advice
extrapolation | participants were | ofatumumab arm | model, Weibull from NICE DSU:
thus assumed to of the distribution closest to data
receive a course RESONATE trial from external
of chlorambucil it is assumed that sources and after
post-progression, | 42% of those consultation with
and this was progressing clinical and
subject to receive second- economic experts
scenario analyses | line treatment:
to address 50% R-HDMP
potential and 50% HDMP.
uncertainty Proportion
remaining on
treatment is
conditioned by a
second PFS
curve (Weibull)
within the PPS
state
Pre- On treatment 0.80; benefit of 0.670 PFS under IV
progression | 0.55 (1%t dose G) treatment treatment taken
utility 0.67 (IV Tx) increment addgd from TA343%7
0.71 (oral Tx) after cqnsultatlon,
’ Committee
remained
Off-treatment 0.71 concerned that
to 0.76 the model under-
(Committee estimated the
uncertainty) benefit of ibrutinib
Post- PD: 0.60 0.60; age- 0.600 Weighted average
progression adjusted of the following
state utility utilities from
TA343%7

(progression after
first-line treatment,
PFS + second-line
treatment,
relapsed line of
treatment)
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Previous appraisals

Current appraisal

are not explicitly

may implicitly

first year of

Factor TA343¢7 TA4293 Chosen values Justification
(GClb) (ibrutinib)

Source of AE | Disutilities due to | Notes that trial- Disutilities are Disutility values

disutility adverse events based utilities applied only in the | based on previous

NICE appraisals

include AE
disutility and
therefore
modelling
disutilities may be
double counting;
nonetheless
these were
modelled based
on literature
values

taken into account treatment

Abbreviations: AE: adverse event; DSU: Decision Support Unit; G: obinutuzumab; GClb: chlorambucil with
obinutuzumab; HDMP: high-dose methylprednisolone; IV: intravenous; K—-M: Kaplan—Meier; NHS: National Health
Service; OS: overall survival; PFS: progression-free survival; PPS: post-progression survival; PSS: Personal and
Social Service; ToT: time-on-treatment; TTNT: time-to-next treatment; Tx: treatment.

B.3.2.3 Intervention technology and comparators

The intervention undergoing comparison is VenG, as described in Section B.1.2. Venetoclax is
an oral tablet and is delivered with an initial dose escalation:

e Cycle 1, Day 22—-28: 20 mg daily
e Cycle 2, Day 1-7: 50 mg; Day 8-14: 100 mg; Day 15-21: 200 mg; Day 22—-28: 400 mg
e Cycle 3-12, Day 1-28: 400 mg daily

Venetoclax is given for a fixed treatment duration until the end of Cycle 12 based on the clinical
trial protocol requirements and as also demonstrated by the mean time on treatment (ToT)
derived from the August 2018 data cut from the CLL14 trial (mean ToT for VenG = |||
days).

Obinutuzumab is administered as an intravenous infusion. The recommended dosage is

1000 mg administered over Days 1 (100mg) and 2 (900mg), 1000 mg on Day 8 and Day 15 of
treatment Cycle 1, followed by 1000 mg on Day 1 of treatment Cycles 2—6. Chlorambucil is given
orally as 0.5 mg/kg on Day 1 and Day 15 for Cycles 1-12. Obinutuzumab is also given for a fixed
treatment duration which is until end of Cycle 6 based on the clinical trial protocol and as also
demonstrated by the mean ToT derived from the August 2018 data cut from the CLL14 trial
(mean ToT for GCIb = 10.8 months).

There is a difference between the number of cycles of Clb used in the control arm of the CLL14
trial (12 cycles) and the number of cycles of Clb used in UK clinical practice (six cycles)."
According to UK clinical experts at an AbbVie-organised HTA advisory board, overall dose is
likely to have a larger impact on efficacy than the number of cycles. Of note is that the overall
dose in the CLL14 trial (70 mg* x 12 = 840 mg, *based on a typical patient with a body weight of
70 kg and height of 170 cm) is comparable to the overall dose used in clinical practice (120 mg*
x 6 = 720 mg). The clinical experts suggested that there is good justification for the CLL14 study
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design, because the trial design would have appeared biased towards VenG if patients in the
VenG arm received 12 cycles of treatment and patients in the GClb arm only received six. The
experts concluded that the difference in the number of cycles was not a concern because, if at
all, 12 cycles of GClb, as used in the control arm of the CLL14 trial, would most likely lead to
better results than six cycles, making the comparison to VenG conservative. Thus, costs of this
economic evaluation fully align with CLL14 trial protocol in order to best represent the relative
difference in costs as seen in observed data.

Based on NICE and BSH guidelines, and following validation from clinical experts (all as
described in Section B.1.3.4 and B.1.3.5), the only two comparators of clinical relevance to VenG
in the populations of interest are GClb and ibrutinib.

e GClbis considered as a comparator for patients without del(17p)/TP53 mutation and for whom
FCR/BR treatment is unsuitable.

e |brutinib is a comparator for patients with del(17p)/TP53 mutation.

B.3.3 Clinical parameters and variables

B.3.3.1 Baseline characteristics

Table 34 presents the patient population characteristics used in the model for both populations
considered. These were based on the patients in the CLL14 trial, as presented in Table 9,
Section B.2.3.4. The 12 patients in the initial non-randomised safety run-in phase of VenG (Table
7, Section B.2.3.3) were excluded from the analyses of PFS, OS and TTNT. As a result,
endpoints for 216 patients in each of the treatment arms (VenG and GClb) were analysed.

For the time-on-treatment endpoint, only patients that were administered venetoclax
monotherapy (n=203) in the VenG arm, following six cycles of VenG combination therapy (see
trial design, Section B.2.3.1), and chlorambucil (n=212) in the GClb treatment arm, following six
cycles of GCIb combination therapy, were assessed.

Table 34: CLL14 study data for the two modelled populations

Variable Application in the model

Non-del(17p)/TP53 Del(17p)/TP53
Mean age (years) 711 69.6
Gender (% male) 66.4% 67.7%
Mean bodyweight (kg) 75.6 78.2
Mean height (cm) 168.8 167.9
Mean body surface area (m?)* 1.9 1.9

PFS (used for long term
extrapolations)

See Section B.3.3.5

See Section B.3.3.9

OS (used for long term
extrapolations)

See Section B.3.3.6

See Section B.3.3.9

TTNT (used for long term
extrapolations)

See Section B.3.3.7

See Section B.3.3.7

ToT (mean values from trial)

VenG: 314.5 days

VenG: 295.31 days
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Variable Application in the model
Non-del(17p)/TP53 Del(17p)/TP53

GClb: 300.04 days Ibrutinib: 1358 days™*

AE incidence (TEAE grade 3-4 See Section B.3.3.12 See Section B.3.3.12

with >1% incidence)

Treatment courses (used to See Section B.3.5.1 See Section B.3.5.1

calculate costs of first line

treatments)

Utilities (explored in scenario See Section B.3.4.1 See Section B.3.4.1

analysis)

*Calculated by the Dubois method: 0.007184*(height*0.725)*(weight*0.425)

**The mean ToT for ibrutinib is sourced from the base case PFS analysis using the HR from the Mato et al.
publication.0

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; OS: overall survival;
PFS: progression-free survival; TEAE: treatment-emergent adverse event; ToT: time-on-treatment; TTNT: time-to-
next treatment; VenG: venetoclax with obinutuzumab.

B.3.3.2 Overview of time-to-event data

Figure 19, Figure 20, Figure 21 and Figure 22 present the Kaplan—Meier curves and numbers at
risk for PFS, OS, TTNT and ToT, respectively, for both VenG and GClb over the observed time
period in CLL14.

Figure 19 presents PFS data from CLL14 IRC analyses (endpoint used in the economic model)
which are consistent with investigator-assessed PFS. The primary efficacy analysis
demonstrated a significant PFS benefit (HR 0.35; 95% CI: 0.23, 0.53; p<0.001) for patients in the
VenG arm (29 events) compared with patients in the GClb arm (79 events). Although median
values were not reached, the difference in PFS is apparent with VenG arm PFS as high as
88.15% at Year 2 vs 64.10% for the GClb arm. It is important to note the clear large separation
between arms, especially after the first 12 months of treatment, which drives the extrapolated
model outcomes.
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Figure 19: Kaplan—Meier IRC-assessed PFS curves for VenG and GClb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; IRC: independent review committee; PFS: progression-
free survival; VenG: venetoclax with obinutuzumab.

Figure 20 presents data on OS between arms from CLL14 trial. The overall death rates were
similar between arms and although there was a numerically higher number of events in the VenG
arm, a causal association with venetoclax was considered unlikely. This trend is explained by
confounding factors, such as previous medical history, concurrent illnesses and latency of AE
onset following last treatment dose.
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Figure 20: Kaplan—Meier OS curves for VenG and GCIb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with obinutuzumab.

In Figure 21, Kaplan—Meier data from CLL14 on TTNT are presented with 18 fewer patients
moving to next treatment for the VenG arm (27 events) compared to GCIb (45 events). This trend
demonstrates that Venetoclax delays and reduces the need for subsequent treatment.
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Figure 21: Kaplan—Meier TTNT curves for VenG and GClb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; TTNT: time-to-next treatment; VenG: venetoclax with
obinutuzumab.

Figure 22 presents Kaplan—Meier curves for average ToT in each CLL14 treatment arm. Median
duration of exposure to venetoclax, from the first venetoclax dose, was [ lilldays and the

mean duration was [ lllldays (range: ldays).
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Figure 22: Kaplan—-Meier ToT curves for VenG and GClb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; ToT: time-on-treatment; VenG: venetoclax with
obinutuzumab.

B.3.3.3 Assessing the proportional hazards assumption

To maximise the predictive power of the CLL14 data, assumptions can be made around how
various endpoints might be related to one another. The proportional hazards assumption allows
one time-to-event curve to be described in terms of another, by assuming an (homogenous in
time) proportional relationship between their underlying hazard functions (i.e. a hazard ratio). The
key assumption is that the rate of change of hazards remains constant in time, both in the
observed period and throughout the unobserved (extrapolated) period which is the model’s time
horizon (30 years). The validity of this assumption can be explored during the observed period,
but the extent it remains valid throughout the predictive horizon remains uncertain.

Exploring proportionality of hazards between treatments

The proportionality of hazards between the two treatment arms VenG and GClb was explored by
fitting a Cox proportional hazards model and by evaluating the Schoenfeld residuals.®' The
proportionality of hazards for the two treatments was further assessed by visual inspection of the
graph showing the logarithm of the estimated cumulative hazard function. Figure 23 presents the
Kaplan—Meier curves for OS and PFS (subfigures A and B) and a visual depiction of the
assessment of proportional hazards assumption between VenG and GCIb (subfigures C and D).
Subfigures C and D present a plot of the scaled Schoenfeld residuals, along with a smoothed
curve and the (logged) hazard ratio for reference. The proportional hazards test results in a p
value of greater than 0.05 for both OS and PFS.
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Figure 23: Kaplan-Meier curves for OS and PFS for VenG and GClb and assessment of
proportional hazards assumption between treatments

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; PFS: progression-free survival; VenG:
venetoclax with obinutuzumab.

Progression-free survival

Contrary to the result of the significance test for PFS, the smoothed curve (Figure 23, subfigure
C) depicts a violation of proportional hazards due to its ‘U’ shape. As the Cox model evaluates
the mean slope of this curve, the test for significance in this case can be misleading. The
proportionality of hazards for VenG and GCIb was further explored by visual inspection of the log
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cumulative hazards plot (Figure 24). The figure clearly depicts the curves for VenG and GClb
crossing, leading to a divergence in the curves. Therefore, the assumption of proportional
hazards between the treatments could not be accepted for PFS and an independent model was
preferred as the base case.

Figure 24: Log cumulative hazard plots for PFS for VenG and GClb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

Overall survival

For OS, the non-significant proportional hazards test is supported by the Schoenfeld residuals
plot where the smoothed hazards curve is a straight line. Additionally, a closer inspection of the
cumulative hazard plots (Figure 25) for VenG and GCIb indicated that the curves cross two
times. However, this occurs at timepoints with few events and no specific trend is observed over
time. Overall, this demonstrates that there is little evidence to support a treatment effect on OS.
Thus, for OS, the proportional hazards assumption between treatments was accepted and a
dependent model was preferred as the base case. It should be taken into consideration that the
data from both treatment arms are immature, therefore these results were further validated with
clinical experts firstly at an AbbVie-organised HTA advisory board and also independently with
clinical and health economic experts who validated the results of the OS curve generated from
the dependent model. Experts also validated the approach of using the same CLL14 OS curve
for both arms, on the basis that post-progression survival following initial treatment is now
expected to be similar due to the availability of innovative subsequent treatments (venetoclax
with rituximab [VenR] and ibrutinib) which have a greater impact on OS. It was also flagged that
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CLL14 is an elderly and comorbid population, therefore in the long run patients from both arms
are equally likely to die from other causes. Considering all of these points, it was considered
reasonable to assume that first-line treatment does not have an effect on OS and the same
survival extrapolation (from the GClb arm of the CLL14 trial) was applied to both arms when
modelling the long-term OS benefits.

Figure 25: Log cumulative hazard plot for OS for VenG and GClb

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up).
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with obinutuzumab.

The full results of testing the proportional hazards assumption for TTNT are presented in
Appendix M, where it was concluded that the assumption of proportional hazards could not be
accepted. This result is expected given the close correlation, by definition, of TTNT to PFS in the
first-line CLL setting. Moreover, the clinical expectation is that TTNT is expected to differ
systematically between arms as a result of each regimen’s benefit in delaying the need for
subsequent treatment. Considering all these reasons, the individual model was selected for the
base case.

Exploring proportional hazards assumption for del(17p)/TP53 mutation population

Due to a small sample size of patients with the del(17p)/TP53 mutation, the internal validity of
modelling this population separately may be questionable. Thus, the predictive power of the
available data was maximised by including del(17p)/TP53 as a covariate when conducting the
time-to-event modelling. This approach provided an estimated coefficient of how del(17p)/TP53
status impacts the scale of the OS and PFS survival curves, thus having an impact on efficacy
outcomes.
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Of the patient level data analysed (n=432), a total of 31 patients (7.2% of total trial ITT
population, see Section B.3.2.1) were categorised as having a del(17p)/TP53 mutated karyotype.

Figure 26 (subfigure A and B) presents the Kaplan—Meier curves for OS and PFS stratified by
treatment arm and del(17p)/TP53 mutation status. As anticipated, patients with a positive
mutation status have poorer OS and PFS outcomes in both treatment arms. Since the covariate
approach assumes proportionality of hazards for the endpoints between the two groups per
treatment arm, the proportional hazards assumption between the del(17p)/TP53 mutation and
non-del(17p)/TP53 mutation populations was assessed. The scaled Schoenfeld residuals are
presented in Figure 26 (subfigure D). The test results in a p value greater than 0.05 and the
assumption of proportional hazards between the two populations holds for both outcomes (p
value for 0S=0.136 and PFS=0.099). It should be noted that since the sample size for this
population is small, the results should be interpreted with caution, as the significance test is
underpowered. Nonetheless, the visual inspection for this population implies that the proportional
hazards assumption holds.

The log cumulative hazard plots for OS and PFS for the del(17p)/TP53 mutation population are
presented in Appendix M.

The full results of testing the proportional hazards assumption for TTNT in the del(17p)/TP53
mutation population are presented in Appendix M, where it was concluded that the assumption of
proportional hazards could not be rejected.
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Figure 26: Kaplan—-Meier curves for OS and PFS stratified by treatment arm and
del(17p)/TP53 mutation status, and assessment of proportional hazards assumption for
OS and PFS

Source: CLL14 trial (August 2018 data cut: 28.1 months follow-up)
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; PFS: progression-free survival; VenG:
venetoclax with obinutuzumab.
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B.3.3.4 Survival analyses

The parametrisation of VenG and GClb time-to-event endpoints for the individual and dependent
model were performed by fitting the available data from the CLL14 trial using maximum likelihood
estimation. Independent review committee assessed endpoints were analysed.

The individual and dependent models were fitted to the following distributions: exponential,
Weibull, Gompertz, log-normal, log-logistic and generalised-gamma.

Additionally, spline 1-3 knot models based on the hazards, odds and probit (or normal) scale
were also fitted to the observed time-to-event data. The spline models were applied using the
flexsurvspline available in the flexsurv package in R. The underlying methodology for the
application of spline models and the selection of corresponding knots is based on that outlined by
Royston and Parmar.®? These extrapolations are presented in Appendix M. The goodness of fit
for the models were estimated based on model fit statistics (Akaike Information Criterion [AIC]
and Bayesian Information Criterion [BIC]), visual fit following the recommendations in the NICE
DSU Technical Support Document 14, and clinical plausibility of the long-term extrapolations.®’

Both the AIC and BIC assess goodness of fit using a loglikelihood function. While the AIC
penalises models only for additional and potentially inefficient parameters, the BIC also considers
the sample size (number of observations). Lower AIC and BIC values indicate a better statistical
fit.

AIC = =2 x loglikelihood + 2 X number of estimated parameters
BIC = =2 X loglikelihood + In(number of observations) X (number of estimated parameters)

To assess the clinical plausibility and external validity, the landmark survival values were
discussed with clinical experts and cross-validated with external sources (see Sections B.3.3.5—
B.3.3.8 for more details).

B.3.3.5 Progression-free survival

Base case: Independent model, log-logistic distribution

The observed data were parameterised individually per treatment without assuming
proportionality in hazards between VenG and GCIb, for PFS. However, the inclusion of the
covariate del(17p)/TP53 mutation (named del in the specification) allowed for the scale
parameter to be varied in the estimation of PFS.

S(t) = del

The covariate (del) was applied to standard parametric distributions on the scale or rate
parameter and was parametrised with an accelerated failure time interpretation (Weibull, log-
logistic, log-normal and generalised gamma) or a proportional hazards interpretation (exponential
and Gompertz). In this case, covariate effects were not interpreted on the hazard scale, but on
the time/survival scale. Therefore, the covariate influenced the time it takes to reach some
arbitrary level of cumulative hazard (i.e. time moves slower or quicker towards the endpoint
considered).
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Figure 27 provides the extrapolations for PFS for VenG and GCIb over a 30-year (lifetime) time
horizon, and Table 35 provides the model fit statistics (AIC and BIC). The exponential model
provided the best statistical fit for the VenG extrapolations and the log-logistic model provided the
best statistical fit for the GCIb extrapolations. Projections were also discussed with experts and
the log-logistic was validated as the extrapolation that is closest to what is seen in clinical
practice for GCIb. Following the advice from the NICE DSU technical support document (TSD) 14
to use the same curve between arms,®! it was decided that the log-logistic model was the most
accurate prediction when compared to the observed, more mature data from CLL11 and with a
reasonable fit to the CLL14 Kaplan—Meier PFS data. Experts also validated that predictions from
the independent (log-logistic) model were clinically plausible, therefore it was decided that this
would better represent the data and observed relative difference between arms in terms of PFS
benefit.

Company evidence submission template for venetoclax with obinutuzumab for untreated
chronic lymphocytic leukaemia

© AbbVie Inc. (2019). All rights reserved Page 98 of 172



Figure 27: Parametric extrapolations for PFS for VenG and GCIb (independent model)

Abbreviations: GClb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; PFS: progression-free survival; VenG:
venetoclax with obinutuzumab.

Table 35: Model fit statistics (AIC and BIC) for the individual model extrapolations for PFS
(independent model)

Distribution AIC BIC

VenG GClb VenG GClb
Exponential | I | I
Weibull | | I |
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Gompertz

Log-logistic

Log-normal

Generalised gamma

Bold indicates the base case.
Abbreviations: AIC: Akaike information criteria; BIC: Bayesian information criteria; GClb: chlorambucil with
obinutuzumab; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Table 36 presents the 5-, 10-, 20- and 30-year landmark survival estimates from the individual
modelling of PFS. Due to immature data for VenG and GClb, there was a large degree of
variability in the predicted PFS over 20 years. While the exponential distribution provided the
most appropriate statistical model fit for VenG, the violation of the proportional hazard
assumption deemed this distribution inappropriate to be used as the base case. Additionally, as
also validated by a health-economics expert, only distributions with differences in AIC or BIC that
exceed four should be considered meaningful when assessing distribution choice. Therefore,
external data with longer term follow-up was used to inform the selection of the base case
extrapolation curves. The most appropriate source of evidence that is closest to the CLL14 trial
population is the CLL11 trial as it provides longer-term follow up data for GClb, reporting a 5-year
PFS of 23%.86 Table 36 shows that, for the GCIb arm, the log-logistic (27.65% at 5 years), and
generalised gamma (27.16% at 5 years) distributions most closely align with long-term follow-up
data from the CLL11 trial. Next, the log-logistic distribution was selected as it provided a good fit
to the data (Table 36) and based on exploration of the hazard functions (see Appendix M).
Finally, the projections were discussed with UK clinical experts and the log-logistic was validated
as the one that is closest to what is seen in clinical practice for GCIb.

Table 36: Landmark survival for the individual model for PFS (independent model)

Distribution VenG GCIlb

5year | 10 year | 20 year | 30 year | 5year | 10 year | 20 year | 30 year
Erponential | NN e uil_leelbeall I
Weibul . euil_leall MM
Compertz | NN I | | | |
Log-logistic | I e ull Il 0 N
rog-normal | NN euil I Il M
Generalised
Ceneralised | R s ey e

Bold indicates the base case.
Abbreviations: GCIb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

It was also advised by statistical experts that clinical opinion should supersede statistical fit in
instances where data are immature. Given the immaturity of observed data from CLL14, this also
led to the conclusion that the log-logistic was the most optimal distribution and should be
selected as base case.
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In conclusion, based on goodness of fit assessment, validation with external sources and UK
clinical expert advice, the log-logistic model was found to provide the most plausible long-term
PFS estimates for GCIb. Considering the larger degree of uncertainty surrounding the long-term
PFS estimates for VenG compared to GCIb, to ensure the same distribution is used for both
independent models, despite the exponential distribution showing a better fit to the data, the log-
logistic distribution was used as the base case for both arms.

Scenario: Dependent model, Weibull distribution

An alternative scenario, exploring a dependent model for PFS is presented in Appendix M. This
was not used as the base case as the proportional hazard assumption does not hold in this case
(see Section B.3.3.3).

B.3.3.6 Overall survival (all cause death)

Base case: Dependent model, exponential distribution

The dependent model was fitted to OS separately and included treatment as a covariate (named
tx in the specification). The model also incorporated the differential effect of del(17p)/TP53
mutation on the endpoints (named del in the specification).

S(t) = del + tx

Figure 28 presents the estimated OS extrapolations for VenG and GClb over a 30-year time
horizon. A visual inspection of the long-term extrapolations for the dependent model (Figure 28)
and the extrapolations for the individual model (Appendix M) indicated that the dependent model
including del(17p) mutation as a covariate showed less volatility in the estimation of OS over the
long term, and as described in Section B.3.3.3, the proportional hazards assumption was held for
the dependent model.

While the AIC depicted that the log-normal model provided a good fit to the observed data (Table
37), the BIC penalised this model for additional parameters and indicated that the exponential
model with constant hazards provided the best statistical fit, followed by the log-normal model.
However, due to the unrealistic nature of the hazards (presented in Appendix M) for the log-
normal model (decreasing over time), it was not suitable to choose this as the base case for the
economic model.
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Figure 28: Parametric extrapolations for OS for VenG and GCIb (dependent model)

Abbreviations: GClb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; OS: overall survival; VenG: venetoclax
with obinutuzumab.

Table 37: Model fit statistics (AIC and BIC) for the individual model extrapolations for OS
(dependent model)

Distribution AlIC BIC
Exponential ] ]
Weibull I I
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Gompertz

Log-logistic

Log-normal

Gamma

Generalised gamma

Bold indicates the base case.
Abbreviations: AIC: Akaike information criteria; BIC: Bayesian information criteria; OS: overall survival.

Long-term OS estimates from Brenner et al.®? indicate that the absolute survival over 10 years in
the previously untreated CLL population in the US was between 28-35%, and relative survival
estimates (compared with survival of the general population) ranged between 46-55%. More
recent studies by Pulte et al.® and Bista et al.® indicate the relative OS estimates for 10 years
correspond to between 51-64%. Shvidel et al. (2011)% estimated the actuarial long-term survival
at 53% over 10 years, and 25% over 20 years.

The 5-, 10-, 20- and 30-year survival estimates for CLL14 derived using the dependent modelling
approach are presented in Table 38. The long-term survival estimates modelled are closer to the
relative survival estimates based on real world data instead of the absolute long-term survival.
However, this can be explained by the fact that these sources are using data from a treatment
era where efficacious treatment options, particularly treatments for relapsed or refractory (R/R)
CLL such as BCRis were lacking. To explore the impact of relaxing the proportional hazards
assumption, individual modelling was also explored and presented in Appendix M although those
analyses were not considered suitable for the model's base case. Based on the CLL14 trial
evidence, UK clinical experts expect VenG to extend PFS to a larger extent than GClb, however,
once patients relapse, innovative R/R therapies would be a key driver of OS from relapse to
death. In other words, any difference in OS between first-line treatments that would have been
observed in a world without R/R treatments is obfuscated by the availability of innovative second-
line CLL treatments. Thus, time in the progression free state best captures any differential effect
between first-line treatments. This rationale also helped to shape the decision to select the
dependent model applying the same OS curve (Table 38) in both arms as a base case.

Table 38: Landmark survival for the dependent model for OS (without treatment effect)
model)

Distribution VenG GClb

10 year 20 year 30 year | 5year 10 20 30
year year | year

Exponential

Weibull

Gompertz

Log-logistic

Log-normal

Generalised
gamma

44444 ¢
QUL
QUL
QUL
4114111
144{1m
144{1=
anlmnlnle
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Bold indicates the base case.
Abbreviations: GClb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with obinutuzumab.

OS base case selection

After exploring a variety of approaches (including using data from the CLL11 trial to model OS),

and after eliciting clinical expert opinion, it was determined that the source of evidence providing
the most plausible OS estimates was the CLL14 trial. Expert validation of the landmark survival

estimates determined that the dependent model using the exponential distribution was the most
appropriate base case.

Clinical experts agreed that, pending longer follow-up data, it is reasonable to assume there
would be no difference in OS between VenG and GClb since post-first relapse, these patients
are salvaged quite quickly with innovative R/R CLL treatments. Based on this expert opinion, and
in the absence of statistically significant OS data from the CLL14 trial, the treatment effect of
VenG and GClb was assumed to be the same. This is a conservative approach; as discussed in
section B.1.3.4, there is published evidence of a positive correlation between undetectable MRD
and prolonged OS which would indicate an OS benefit in the VenG arm, when compared to
GClb, could be anticipated due to the superior undetectable MRD results for VenG both on- and
off-treatment.?®

The CLL14 OS curve provided a good fit to the observed data and the predictions of long-term
survival outcomes were considered to be plausible by clinical expert opinion. To further explore
the validity of the CLL14 OS extrapolation with external sources, PPS estimates were generated
using 1) 5-year follow-up data from the CLL11 trial, 2) the ibrutinib arm from the RESONATE
trial, and 3) the ibrutinib arm generated using the Warwick Evidence Review Group (ERG)
network meta-analysis (NMA) from NICE appraisal, TA561.% 86,97 This resulted in the following
observations:

1. The OS curves generated from the CLL11 data lie well below the (observed and extrapolated)
CLL14 OS curve (see Figure 29). As discussed with UK clinical experts, this may be explained
by the fact that CLL11 was undertaken before effective subsequent therapies (venetoclax
monotherapy or ibrutinib) were available and/or because, as discussed in section B.3.2.3, in
the CLL14 trial chlorambucil was given for six additional cycles compared to the CLL11 trial.
Therefore, the CLL11 ftrial is not generalisable to the decision problem presented in this
submission and is only presented as a scenario analysis for completeness.
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Figure 29: Overall survival with CLL11 post-progression survival data

Note that the blue line for VenG is not visible as the same OS curve is applied to both trial arms of CLL14 (VenG
and GCIb [red]).

Abbreviations: GClb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; Ven+G: venetoclax with
obinutuzumab.

2. The OS curve generated from the application of the ibrutinib arm from the RESONATE trial
lies well below the (observed and extrapolated) CLL14 OS curve (see Figure 30). However,
the OS curve lies above the OS curve generated from the CLL11 data and is closer to the
Kaplan—Meier curves than the CLL11 generated OS curve, although still not perfectly capturing
the OS effect seen in CLL14 Kaplan—Meier data. It would be expected for the OS curve
generated using the RESONATE data to lie below the observed and extrapolated CLL14 OS
curve since nearly 30% of the RESONATE patient population consisted of del(17p) patients
(ibrutinib arm: 59/195 had del[17p]) who have poorer outcomes compared to patients who do
not have this genetic disposition.®” Therefore results from this approach are only explored in
scenario testing.

Figure 30: Overall survival using RESONATE trial ibrutinib arm

Note that the blue line for VenG is not visible as the same OS curve is applied to both trial arms of CLL14 (VenG
and GCIb [red]).

Abbreviations: GCIb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; Ven+G: venetoclax with
obinutuzumab.
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3. The OS curve generated following application of the ibrutinib arm from Warwick ERG’s NMA
in relapsing CLL for TA561 lies above the OS curve for the CLL14 patient population but is
relatively close to CLL14 PPS data (see Figure 31 and Table 39). Therefore, although this
approach cannot be used as a base case it can be as a benchmark on how CLL14
extrapolations compare to other sources of data and approaches that factor in impact of
innovative treatments.

Figure 31: Overall survival using Warwick ERG NMA from NICE appraisal TA561

In this scenario, the OS projection curves are higher than general population mortality, and so background mortality
is modelled instead.

Abbreviations: GClb: chlorambucil with obinutuzumab; KM: Kaplan—-Meier; Ven+G: venetoclax with
obinutuzumab.

Table 39 provides an overview of the resulting PPS life years (LY) generated in the first-line CLL
model as part of the validation exercise when using external data sources.

Table 39: PPS (LYs) following application of external data

PPS (LYs) after application | CLL14 PPS (LYs)
of external data

CLL11 (GClb arm) 4.85
RESONATE (ibrutinib arm) 7.92 10.12
Warwick ERG NMA, TA561 (ibrutinib arm) 10.28

Abbreviations: ERG: Evidence Review Group; GClb: chlorambucil with obinutuzumab; LYs: life-years; NMA:
network meta-analysis; PPS: post-progression survival.

Scenario: Independent models

An alternative scenario, exploring independent models for OS is presented in Appendix M. This
was not used as the base case as the proportional hazard assumption was not rejected for OS
and also because no treatment effect is assumed for OS, as per expert validation (see Section
B.3.3.3).
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B.3.3.7 Time-to-next treatment

Base case: Independent model, Weibull distribution

TTNT information from CLL14 is used to estimate when costs of subsequent treatments will
occur after patients have progressed. For the independent model, the observed data were
parametrised individually per treatment without assuming proportionality between VenG and
GCIb. However, as del(17p)/TP53 mutation is an important driver of treatment outcomes, the
inclusion of the covariate del(17p)/TP53 mutation (named del in the specification) allowed for the
scale parameter to be varied in the estimation of TTNT.

S(t) = del

Figure 32 provides the extrapolations for TTNT for VenG and GClb over a 20-year time horizon.
Table 40 provides the accompanying AIC and BIC for the models fit statistics. The exponential
model provided the best statistical fit for VenG, while the Gompertz distribution provided the best
statistical fit for the GCIb extrapolations.
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Figure 32: Parametric extrapolations for TTNT for VenG and GCIb (individual model)

Abbreviations: GCIb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; PFS: progression-free survival; TTNT:
time-to-next- treatment; VenG: venetoclax with obinutuzumab.

Table 40: Model fit statistics (AIC and BIC) for the individual model extrapolations for
TTNT (independent model)

Distribution AIC BIC

VenG GClb VenG GClb
Exponential | | | |
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Weibull
Gompertz

Log-logistic

Log-normal

Generalised gamma

1-knot hazard
1-knot odds
1-knot normal
2-knot hazard
2-knot odds
2-knot normal
3-knot hazard
3-knot odds
3-knot normal

The spline 1-knot and 2-knot models on the ‘normal’ scale were not optimised (no solution found) and are thus not
presented

Abbreviations: AIC: Akaike information criteria; BIC: Bayesian information criteria; GClb: chlorambucil with
obinutuzumab; TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.

The extrapolations for TTNT were associated with a large degree of uncertainty. Therefore, the
CLL11 trial was used as an external source of evidence to validate the extrapolation results in
the trial, as it considered the same treatment (GClb) and patient population (previously untreated
CLL with coexisting comorbidities). Survival analysis from the CLL11 trial reports that at 5 years
49% (95% Cl: 42, 55) of patients had not experienced a next treatment event.® Table 41 shows
that the exponential (68.01%) and log-normal (66.81%) distributions overestimate 5 year TTNT
projections relative to the CLL11 trial data and the Gompertz distribution underestimates it in the
long-run with a steep decrease to 1.21% at 10 years onwards, leaving the Weibull, log-logistic
and spline models as potential candidates for the base case taking into account best statistical fit
and comparison to observed data.

Table 41: Landmark survival for the individual model for TTNT (independent model)
Distribution VenG GClIb
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Abbreviations: GClb: chlorambucil with obinutuzumab; TTNT: time-to-next treatment; VenG: venetoclax with
obinutuzumab.

Subsequently, the hazard functions for these distributions were explored (Appendix M). The log-
logistic distribution resulted in decreasing hazards over time, which is clinically implausible, since
TTNT is associated with disease progression.

Having ruled out a number of distributions, the statistical fit was assessed, and it was observed
from Table 40 that the Weibull distribution provided a superior fit when compared to the
generalised gamma distribution and spline models for GCIb. This was also observed for the
VenG extrapolations. Given that the Weibull distribution provided a good statistical fit and
compared well against observed data, this distribution was used as the base case for both arms
as per the advice from NICE DSU TSD 14.9'

B.3.3.8 Time on treatment (ToT)

ToT parameter is used to calculate medication costs according to the average time on treatment
as per the observed data from CLL14. ToT for VenG and GClb arms were protocol-driven and
the fixed treatment durations observed from the Kaplan—Meier curves were used to inform the
ToT curves in the model. Extrapolations of the ToT were not conducted or implemented in the
model as no patient was on treatment beyond the fixed treatment duration period stated within
the protocol.

ToT was estimated based on discontinuation of therapy using censoring pegged to OS. Patients
who received a dose of venetoclax in the VenG arm, and those who received a dose of
chlorambucil in the GClb arm were included in these analyses. Treatment discontinuation for a
total of 203 patients in the VenG arm and 212 patients in the GClb arm was analysed. The
observed Kaplan—Meier data for discontinuation of therapy are presented in Figure 33, and were
used to model time on treatment in the economic model.
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The median ToT before discontinuation was achieved at lldays (mean | lllcays) for
VenG versus [Jlldays (mean | lllllcays) for GCib.

For the comparison with ibrutinib in the del(17p)/TP53 population, the recommended treatment
duration determined the time on treatment. The PFS curves for ibrutinib determined the patient
distribution of the number of patients who are on treatment.

Figure 33: Kaplan—Meier curves for ToT for VenG and GClb

Abbreviations: GCIb: chlorambucil with obinutuzumab; ToT: time on treatment; VenG: venetoclax with
obinutuzumab.

B.3.3.9 PFS and OS for ibrutinib (del(17p)/TP53 population)

The relative treatment efficacy of ibrutinib versus VenG in terms of PFS and OS hazard ratios
were estimated from a naive comparison. The clinical review from the SLR identified the sources
used for the comparison to ibrutinib monotherapy data, and the results were presented in Section
B.2.9.

In the CLL14 trial, there were 24 patients in the VenG arm with del(17p)/TP53 mutation status.
Kaplan—Meier curves from this CLL14 VenG subgroup were naively compared to those provided
by the ibrutinib source for the same timeframe, or longer. This was done to ensure consistency
between information from CLL14 and published literature (i.e. patients with TP53 aberrations).
Information from the curves on the numbers of patients at risk were used to calculate a HR
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comparing patients with del(17p)/TP53 mutation on VenG in the CLL14 trial with patients with
del(17p)/TP53 mutation in the ibrutinib studies.

The PFS hazard ratio from the naive comparison was combined with the VenG PFS curve
(Figure 53) for those patients with the del(17p) mutation (n=17) to generate the individual
ibrutinib PFS curve. Similarly, the OS hazard ratio from the naive comparison was combined with
the VenG OS curve (Figure 53) to generate the individual OS curve for those patients with
positive del(17p) mutation status.

Figure 34 PFS and OS Kaplan—Meier curves from CLL14 for VenG arm

Abbreviations: OS: overall survival, PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Two key sources of evidence were detected by the clinical SLR: Mato et al. 2018 and Ahn et al.
2016; Ahn et al. 2016 was a longer follow-up of the data from Farooqui et al. 2014 presented by
the manufacturer in the NICE appraisal for ibrutinib in CLL (NICE TA429), but which was not
accepted for decision making.34 60, 71,72

As discussed in Section B.1.3.4, ibrutinib was recommended in this indication, despite the
absence of randomised trial data because of the high unmet need in previously untreated CLL
patients with del(17p)/TP53 mutation. In the absence of data, a simplifying assumption was
made during the NICE appraisal that the treatment effect in the relapsed/refractory
del(17p)/TP53 population could be generalised to the previously untreated del(17p)/TP53
population.34 5% The NICE appraisal committee recognised that this simplifying assumption was
associated with uncertainty.

Table 42 shows the results of the naive comparisons using both sources of evidence, with the
extrapolated PFS and OS curves utilised in the model shown in Figure 35 and Figure 36,
respectively. Caution should be applied when interpreting these figures since the data used in
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the analyses were retrieved from single arm studies. In addition, the naive comparison method
was selected since adjustment for prognostic factors was not feasible due to the limited
information on patient characteristics available in the publications. Results from these analyses
are driven by small sample sizes, creating a high level of uncertainty in the estimation of benefit
differences between VenG and ibrutinib, as reflected by the broad confidence intervals and lack
of statistical significance.

Table 42: PFS and OS Hazard ratios for del(17p)/TP53 mutation population using naive
comparisons

HR: Ibrutinib vs PFS (015)

VenG Mato et al.®° Ahn et al.”! Mato et al.5° Ahn et al.”
Mean HR I [ I [
Standard error e [ e [
95% Cl N ___©B N
p value I [ I [

Abbreviations: CI: confidence interval; HR: hazard ratio; OS: overall survival; PFS: progression-free survival;
VenG: venetoclax with obinutuzumab.

Figure 35: PFS curves utilised in model for VenG and ibrutinib for del(17p)/TP53 mutation
population

Abbreviations: Ibr: ibrutinib; KM: Kaplan-Meier; PFS: progression-free survival; Ven+G: venetoclax with
obinutuzumab.
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Figure 36: OS curves utilised in model for VenG and ibrutinib for del(17p)/TP53 mutation
population

Abbreviations: Ibr: ibrutinib; KM: Kaplan-Meier; OS: overall survival; Ven+G: venetoclax with obinutuzumab.

B.3.3.10 Background mortality

The latest UK life tables published by the Office for National Statistics (ONS, 2015-2017) were
used to estimate the background mortality (i.e., the general population mortality).*® To match the
CLL14 trial population, age and gender adjustments were applied. Background mortality was
applied to ensure that the hazards of PFS, OS and TTNT are either always equal to or greater
than the background mortality hazards. Constraining the OS, PFS and TTNT hazard rates to the
background mortality hazard rate ensures that any flat tails of the parametric survival models do
not lead to implausible long-term survival outcomes.

The extrapolated OS based on the CLL14 trial (both the VenG and GClb arms) are close to the
general population mortality curves generated from UK life tables (Section B.2.6.5). Clinical
experts were consulted to judge if this were reasonable and confirmed that as a result of the age
profile (median age of patients was 72 years) and comorbid nature of the CLL14 trial population,
patients would be increasingly likely to die from non-CLL causes, the longer they live.
Furthermore, due to recent innovation in treatment for R/R CLL (venetoclax with rituximab;
ibrutinib), patients have treatments that can limit the impact of CLL but do not reduce the risk of
non-CLL causes of death. The extrapolated OS based on the CLL14 trial appears to support this
trend. For the VenG arm, patients live in the progression-free state for longer (PFS = || | | |}
years in the base case calculation) and as they get older, their comorbidities take more
prominence and increase the probability of dying from other causes, thus they either die before
progressing or soon after progressing. For the GCIb arm, patients spend less time in the PFS
state (PFS = |Jlfllyears in the base case calculation), they live in the progressed state for
much longer, as a result of the innovative R/R treatments, which limit the impact of CLL, leaving
them exposed to other causes of death.

In conclusion, the extrapolated OS based on the CLL14 trial, as validated by clinical experts was
used in the base case. Nevertheless, a scenario is presented whereby an additional risk of dying
(e.g. due to infections or secondary cancers) is included for CLL patients. This is assumed to be
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an additional risk of death of 10—-15%, based on clinical expert suggestions and long-term follow-
up data of untreated CLL patients (19% additional risk of dying).3¢

B.3.3.11 Base case survival extrapolations summary

PFS (vs GClb in non-del(17p)/TP53): As concluded in Section B.3.3.5, the log-logistic model
was found to provide the most plausible long-term PFS estimates for GClb based on goodness of
fit assessment, validation with external sources and UK clinical expert advice. Thus, the log-
logistic model was applied to VenG and GClIb in the base case.

PFS (vs ibrutinib in del(17p)/TP53): As discussed in Section B.3.3.9, the naive comparison to
Mato et al. estimated an HR of || llll©5% C!: . --ll). ='b<it it is not
statistically significant with wide confidence intervals, which is reflective of the very small sample
sizes of the available data. Thus, no conclusions can be made about the relative PFS of ibrutinib
vs VenG. It should also be noted that it was not feasible to adjust for between trial differences
and this renders point estimates to further uncertainty. This HR was used in the base case
extrapolations

OS (vs GClb in non-del(17p)/TP53): As discussed in Section B.3.3.6, OS data in CLL14 are
immature, driven by only a few events and are not statistically significant. UK clinical experts at
an AbbVie-organised advisory board confirmed no conclusions could be drawn from the CLL14
OS data and that in the absence of data, it was reasonable to assume an HR of 1 (i.e. no
difference in OS between VenG and GCIb). It was further validated, that innovative treatments for
R/R CLL patients are likely to obfuscate any OS difference between first-line treatments that
might have occurred in a world without these innovative R/R treatments. Clinical experts also
confirmed that this is a conservative approach, since in the CLL14 trial, the CR rates and
undetectable MRD levels were significantly much higher in the VenG arm than the GCIb arm,
which would normally translate to a better long-term OS. The exponential distribution was
selected for both arms in the base case as it provided the best visual fit (Section B.3.3.6) when
compared to the CLL14 observed data.

OS (vs ibrutinib in del(17p)/TP53): The naive comparison to Mato et al. estimated an HR of ||}
B 5% c: I -l 5° Sinilar to the PFS results, the OS results were
not statistically significant and have wide confidence intervals, which is reflective of the very
small sample sizes of the available data. Thus, no conclusions could be made about the relative
OS of ibrutinib vs VenG. This HR was used in the base case extrapolations. Additional scenario
analyses were performed using a different data source from the literature (Ahn et al.”"), but the
small sample size also meant that no conclusions could be drawn. Finally, in line with the
approach taken in the VenR NICE appraisal, a scenario assuming equal efficacy between VenG
and ibrutinib was also explored as an aid to decision making.?

TTNT: The Weibull model was selected as the base case for both (VenG and GCIb) arms as it
was considered the best statistical fit and the GClb extrapolations aligned with observed data
from CLL11.

External validation (CLL11 GClb arm vs CLL14 GCIlb arm): All extrapolations were externally
validated using the CLL11 trial, and differences in landmark results (See Table 43) between the
CLL11 GClIb arm and the CLL14 GCIlb arm may be partly explained by innovation in treatments
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for R/R CLL following the CLL11 trial and the difference in the number of cycles of chlorambucil
used.

Table 43: Five-year landmark survival comparison between CLL11 and CLL14

GClb CLL11 GClb CLL14 Model used for
Kaplan—Meier data Extrapolation extrapolation for CLL14
PFS: 5-year 24.35% [ Log-logistic, independent model
OS: 5-year 66.7% - Exponential, dependent model
TTNT: 5-year 49.65% ] Weibull, independent model

Abbreviations: GClb: chlorambucil with obinutuzumab; OS: overall survival; PFS: progression-free survival; TTNT:
time-to-next treatment; VenG: venetoclax with obinutuzumab.

Table 42 provides an overview of the base case distribution choices for each outcome, per
treatment arm and population.

Table 44: Overview of base case distribution choices

Endpoint | Non-del(17p)/TP53 Del(17p)/TP53
PFS VenG: Independent model, log-logistic VenG: Independent model, log-logistic
GCIb: Independent model, log-logistic Ibrutinib: Mato HR
(O] Dependent model, exponential VenG: Dependent model, exponential
distribution distribution
No treatment effect assumed Ibrutinib: Mato HR
TTNT VenG: Independent model, Weibull VenG: Independent model, Weibull
GCIb: Independent model, Weibull Ibrutinib: Incident patients who have
progressed and not died
ToT Non-del(17p) ToT curves per treatment VenG: Del(17p) ToT curve for VenG from
arm from CLL14 trial CLL14 trial
Ibrutinib: PFS curve for ibrutinib

Abbreviations: GClb: chlorambucil with obinutuzumab; HR: hazard ratio; OS: overall survival; PFS: progression-
free survival; ToT: time-on-treatment; TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.

B.3.3.12 Adverse event probabilities

Adverse events were chosen according to those that are treatment emergent and of grade 3/4 in
severity, which had an incidence of 21% in the key trial arms for each included treatment.
Adverse events are assumed to occur within the first cycle of the model, a simplification which is
used in numerous cancer models.®® 1% Hence, only the adverse events of the direct comparators
GClb and ibrutinib are considered in the model, and not for any subsequent treatments. Adverse
events are associated with one-off costs and negative HRQoL impacts. Table 45 provides the
overview of the probabilities alongside the sources used to inform the table.

Table 45: Adverse event probabilities utilised in cost-effectiveness model

AE incidence VenG GClb Ibrutinib
Asthenia 2.40% 0.50% 0.00%
Diarrhoea 4.20% 0.50% 4.00%
Dyspnoea 2.40% 0.50% 0.00%
Febrile neutropenia 5.20% 3.70% 1.00%
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infusion related 9.00% 9.80% 0.00%
Leukopenia 2.40% 4.70% 0.00%
Neutropenia 52.80% 48.10% 12.00%
Pneumonia 4.20% 4.20% 0.00%
Sepsis 3.30% 0.90% 0.00%
Thrombocytopenia 13.70% 15.00% 0.00%
Source CLL147° CLL147° Barr 2018101
N (Sample size) 212 214 136

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.

B.3.4 Measurement and valuation of health effects

B.3.4.1 Health-related quality-of-life data from clinical trials

Utility analysis using EQ-5D-3L data from the CLL14 trial (see Section B.2.6.9) was performed by
fitting linear mixed effects models for repeated measures. The statistical models included utility
score as a dependent variable. To determine the relevant covariates, different regression models
were implemented by including an additional independent variable at time. The covariates
included in the models were age, sex, treatment arm and time, to account for assessment point.
By adding a covariate at time, six different models were fitted. The “Imer” function from the Ime4
package in R was used to estimate the models.

After determining the level of significance and the magnitude of each estimated coefficient, the
models that best predict the utility values from the CLL14 trial were determined to be as follows,
labelled model 1 and model 2, where time is included as a relevant variable.

e Model 1: Uy = a+ Bitxarm; + Byage; + fzsex; + &;;

e Model 2: U;; = a + Bitxarm; + f,age; + Bysex; + Bycycle, + €

Where the term U;, denotes the utility value (EQ-5D index score) measured for patient i at time t

and ¢;; is the residual random error for patient i at time t.

The PFS utility value could be estimated from either model 1 or 2 and a summary of the values
identified that can be used for the overall population and the individual populations is presented
in Table 46.

Table 46: Summary of estimated PFS utility values from CLL14

Overall population

Del(17p)/TP53

Non-del(17p)/TP53

Model 1

Model 2 (with time)

Abbreviations: PFS: progression-free survival.

The PFS utility values from CLL14 that could be used for the overall population and the non-
del(17p)/TP53 population are those estimated from model 2, which considers time as a relevant
variable and thus is more in line with the progressive nature of this disease. For the
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del(17p)/TP53 population, the PFS utility value that could be used is that estimated from model
1, as time is not a significant variable for this population.

These data were presented to clinical and health economic experts at an AbbVie-organised
advisory board, where it was determined that the utility estimates were infeasibly high for the
previously untreated CLL population as they exceed those of the age-matched general
population (70-year old female 0.77, male 0.79).'%? |t was advised that values for the PFS and
PPS period from the most recently published data sources should be used instead, as presented
in Section B.3.4.5.

B.3.4.2 Mapping

No mapping methods have been implemented as part of this submission.

B.3.4.3 Health-related quality-of-life studies

An SLR was conducted in December 2018 and updated in July 2019 to identify studies
assessing the health-related quality of life of patients with previously untreated CLL. The SLR
identified 16 studies reporting relevant health-related quality of life data. Full details of the
methods and results can be found in Appendix H. A summary of the health-related quality-of-life
studies included in the SLR are presented in Appendix H.

None of the identified health-related quality-of-life studies elicited utility values from a UK
population using EQ-5D, and therefore were not in line with the NICE reference case. As a result,
an alternative source of utility values for the previously untreated CLL economic model were
sought. While the CLL14 trial utilised the EQ-5D to elicit utility data, clinical and health economic
experts at an AbbVie-organised advisory board considered that the utility estimates were notably
higher than those accepted in previous appraisals and published UK age-adjusted general
population values. The utility values from TA343 were instead used because these have
previously been accepted as plausible by NICE to best represent the population of this decision
problem (please see Section B.3.4.5).%”

B.3.4.4 Adverse reactions

Adverse event disutility values and duration estimates are used to assess the impact of adverse
events on QALYs. The disutility value per adverse event are multiplied with the duration of the
adverse event to reach a quality-adjusted life year (QALY) decrement. During the first model
cycle the QALY decrement is applied. The parameters for each adverse event have been
sourced from previous NICE technology appraisals and published literature (see Table 47).
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Table 47: Adverse event QALY decrement inputs

AE Disutility (positive) | SE | Duration (days) | SE | QALY decrement | Reference

Asthenia 0.115 0.012 35.35 3.54 0.011 NICE appraisal TA306;'03
Lloyd et al. 2006;'%4
P1X301 trial

Diarrhoea 0.080 0.008 3.50 0.35 0.001 NICE appraisal TA216;%
Beusterien 2010;'%°
NICE appraisal TA34468

Dyspnoea 0.103 0.010 21.7 2.10 0.004 NICE appraisal TA306; '3
Lloyd et al. 2006; %4
P1X301 trial

Febrile neutropenia 0.150 0.015 3.50 0.35 0.001 Lloyd et al. 2006; %4
NICE appraisal TA34458

Infusion related reaction 0.200 0.020 3.50 0.35 0.002 NICE appraisal TA34458

Leukopenia 0.090 0.009 14.01 1.40 0.003 Assumed to be the same as neutropenia;
P1X301 trial

Neutropenia 0.090 0.009 3.50 0.35 0.001 Nafees et al. 2008;"
NICE appraisal TA344%

Pneumonia 0.195 0.020 18.21 1.82 0.010 Tolley et al. 2013;1%7
NICE appraisal TA359%

Sepsis 0.195 0.020 7.00 0.70 0.004 Tolley et al. 2013; 1°7
UK NHS Adboard

Thrombo-cytopenia 0.108 0.011 23.21 2.32 0.007 Tolley et al. 2013; 1°7

NICE appraisal TA3595%6

Abbreviations: AE: adverse event; QALY: quality-adjusted life year; SE: standard error.
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B.3.4.5 Health-related quality-of-life data used in the cost-effectiveness
analysis

Following presentation of the utility analysis from CLL14 (shown in Section B.3.4.1) to clinical
and health economic experts at an AbbVie-organised advisory board, it was considered that the
utility estimates were notably higher than those accepted in previous appraisals and published
UK age-adjusted general population values. Instead, it was advised that values for the PFS and
PPS period from the most recently published data sources should be used. Utility values from the
CLL14 trial are explored in scenario testing for completeness.

TA343 (GClb for untreated CLL) was used to inform the base case of the model, the results of
which are presented in Table 48.

Table 48: Base case utilities utilised in the model

Progression stage | Utility value | Source Rationale for use

Pre-progression 0.670 TA343: PFS under IV treatment | VenG and GClb

include IV treatment.
This is applied for the
whole PFS state and
is a conservative but
simplifying approach.

Post-progression 0.600 TA343*: weighted average of Used as base case
the following utilities and aligned with what
(progression after first-line has been accepted in
treatment, PFS * second-line previous NICE CLL
treatment, relapsed line of appraisals.3* ¢
treatment)

*Utility for the population considered (patients unsuitable for FCR/BR) is calculated as a weighted average of
patients suitable and unsuitable for FCR/BR

Abbreviations: BR: bendamustine with rituximab; FCR: fludarabine, cyclophosphamide and rituximab; GClb:
chlorambucil with obinutuzumab; 1V: intravenous; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

B.3.5 Cost and healthcare resource use identification,
measurement and valuation

The cost and resource use categories were aligned for consistency with the recent appraisal
TA561 for VenR for relapsing/refractory CLL.2 These cost categories were validated by five UK-
based clinical experts at an AbbVie-organised advisory board, and small changes were made
compared to TA561 based on their feedback.?

B.3.5.1 Intervention and comparators’ costs and resource use

Active treatment costs

The British National Formulary (BNF) online database was used to source the drug costs for all
the treatment regimes.'% Table 49 is an overview of all the drugs included in the model along
with the cost per pack size and the cost per mg of the drug. Table 50 presents the treatment
regimens identified from the SLR.
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Table 49: Drug costs for venetoclax and comparators

Dose Units Price
per : Cost per :
Drug per per Source
tablet package package mg
or vial
Venetoclax 10 mg 14 £59.87 £0.43 | BNF: Venclyxto (AbbVie Ltd)
Tablet, mg 50 mg 7 £149.67 | £0.43
100 mg 7 £299.34 £0.43
100 mg 14 £598.68 | £0.43
100 mg 112 £4,789.47 | £0.43
Obinutuzumab, IV, 1000mg 1 £3,312.00 | £3.31 BNF: Gazyvaro
mg/ml 1000mg/40ml concentrate
for solution for infusion vials
(Roche Products Ltd)
Chlorambucil, 2mg 25 £42.87 £0.86 BNF: Chlorambucil 2mg
Tablet, mg tablets (Alliance Healthcare
(Distribution) Ltd)
Ibrutinib, Tablet 140 mg 90 £4,599.00 | £0.37 BNF: Imbruvica 140mg
capsules (Janssen-Cilag
140 mg 120 £6,132.00 | £0.37 Ltd)
Abbreviations: BNF: British National Formulary; IV: intravenous.
Table 50: Treatment regimens for VenG and comparators
S Drug Admin Dosing schedule S [ UGLEY HETIE
en cycle (Reference)
VenG Venetoclax | Oral Venetoclax: Cycle 1, CLL14"
e 20 mg daily during Days 22-28:
Cycle 1, Days 22-28 £59.87
e 50 mg daily during
Cycle 2, Days 1-7 Cycle 2,
e 100 mg daily during Days 1-7:
Cycle 2, Days 8-14 £149.67
e 200 mg daily during
Cycle 2, Days 15-21 Cycle 2,
¢ 400 mg daily during Days 8-14:
Cycle 2, Days 22-28 £299.34
and on Days 1-28 for
all subsequent cycles o
: ycle 2,
l;gtn the end of Cycle Days 15-21:
£598.68
Cycle 2,
Days 22-28:
£1,197.37
Cycle 3—-12:
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£4,789.47
Obinutuzum | IV e 100 mg on Day 1 and £9,936 for CLL14"
ab 900 mg on Day 2 (or Cycle 1
1000 mg on Day 1)
e 1000 mg at Cycle 1, £3,312 for
Day 8 and Day 15 Cycle 2-6
e 1000 mg at Day 1 for
all subsequent cycles
until the end of Cycle
6
GClb Obinutuzum | IV e 100 mg on Day 1 and £9,936 for CLL14"
ab 900 mg on Day 2 (or Cycle 1
1000 mg on Day 1)
e 1000 mg at Cycle 1, £3,312 for
Day 8 and Day 15 Cycle 2-6
e 1000 mg at Day 1 for
all subsequent cycles
until the end of Cycle
6
Chlorambuc | Oral 0.5 mg/kg at Day 1 and Assuming a CLL14’
il Day 15 for Cycles 1-12 weight of 76:
£64.79
Ibr Ibrutinib Oral 420 mg daily continuously | £4292 RESONATE
(until evidence of 101
progressive disease or no
longer tolerated by the
patient)

Abbreviations: GCIb: chlorambucil with obinutuzumab; Ibr: ibrutinib; IV: intravenous; VenG: venetoclax with
obinutuzumab.

Administration costs

Obinutuzumab (comparator) and rituximab (subsequent treatment) are administered by
intravenous infusion.

The treatment administration costs account for the staff costs in infusion procedures (Table 51).
Millar et al. found that the dispensing of drugs administered intravenously takes on average 12
minutes each.'%® One hour of pharmacist time performing patient related activities (accounting for
overheads, qualifications, and salary on costs) is estimated to cost £46 (Hospital-based scientific
and professional staff band 6 - Personal Social Services Research Unit (PSSRU) 2018, p52).'1°
Hence 12 minutes of pharmacist time is associated with a cost of £9.20 per infusion (£46*12/60).
In addition, the model considers alternative delivery methods, standard and rapid IV infusion
methods, which imply different administration costs. The underlying assumption is that the cost of
a rapid infusion would be similar to a simple chemotherapy delivery included in the NHS
reference costs. The model’s base case assumes that rituximab containing treatment (VenR)
uses a 30:70 ratio between standard and Rapid IV infusions. This is based on a survey that was
conducted within 20 UK trusts regarding their administration policies. The administration cost of
standard IV infusion was applied to obinutuzumab.
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Table 51 Drug administration costs
Drug Cost Currency | Description
code
IV standard £298.53 SB15Z IV administration cost from NHS Reference Costs
(= £289.33 2017-18; Total HRGs, SB15Z: deliver subsequent
+£9.20) elements of a chemotherapy cycle. This is
supplemented by the cost of pharmacist time for
dispensing the IV drugs (£9.20).
Rituximab (IV | £238.19 SB12Z7 IV administration cost from NHS Reference Costs
Rapid) (= £228.99 2017-18; Total HRGs, SB12Z: deliver Simple
+£9.20) Parenteral Chemotherapy at First Attendance. This is
supplemented by the cost of pharmacist time for
dispensing the IV drugs (£9.20).

Abbreviations: IV: intfravenous; HRG: Healthcare Resource Group; NHS: National Health Service

Routine care and monitoring costs

Table 52 presents the resource use categories included in the model, which were informed by
discussion with five clinicians at an AbbVie-organised advisory board.

Table 52: Pre- and post-progression annual resource use frequency

Resource use Annual pre- Annual Per cycle Per cycle
progressio post- pre- post-
n frequency | progressio | progressio | progressio
n frequency | n frequency | n frequency
Full blood count* 4 4 0.31 0.31
LDH 2 2 0.15 0.15
Haematologist visit 4 4 0.31 0.31
CT Scan 2 2 0.15 0.15
Biochemistry test: renal - Urea and 3 2 0.23 0.15
electrolytes test
Biochemistry test: liver function 3 2 0.23 0.15
test
Immunoglobulins Blood Test 3 2 0.23 0.15
Inpatient non-surgical/medical 0 3 0 0.23
visit
Full blood transfusion 0 1 0 0.08

*Lymphocyte count (if not already included in full blood count)
Abbreviations: CT: computerised tomography; LDH: lactate dehydrogenase.

The most recent national reference costs schedule (i.e. 2017/18)""" were used to inform the
routine care and monitoring costs shown in Table 53.

Table 53: Routine care and monitoring costs used in the model

Routine care and | Value HRG codes from reference costs 2017/18'1"
monitoring costs

Full blood count £2.51 DAPS05- Haematology

LDH £1.11 DAPS04 - Clinical biochemistry
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Haematologist visit | £159.65 Outpatient Attendances Data: 303- Clinical haematology

Inpatient non- £572.78 National schedule of reference costs 2017/18: Weighted
surgical/medical average of day case, Chronic Lymphocytic Leukaemia,
visit including Related Disorders, SA32A (£396), SA32B

(£428), SA32C (£379) and SA32D (£449) = £432.93

PSSRU 2018: Medical consultant hour (£108) +
qualification costs (£31.846) = £139.846

Full blood £187.97 Outpatient Procedures- 303, Clinical Haematology, single

transfusion plasma exchange or other intravenous blood transfusion,
19 years and over (SA44A)

CT Scan £92.81 Weighted average of RD20A (£88) and RD21A (£106)°

Biochemistry test: £1.11 DAPS04 — Clinical biochemistry

renal - Urea and
electrolytes test

Biochemistry test: £1.11 DAPSO04 - Clinical biochemistry
liver function test

Immunoglobulins £2.51 DAPS05- Haematology (assumed to be equal to full blood
Blood Test count)

Abbreviations: CT: computerised tomography; HRG, Healthcare Resource Group; LDH, Lactate Dehydrogenase;
PSSRU, Personal Social Services Research Unit.

Treatment-specific monitoring costs — Tumour lysis syndrome

The costs for laboratory TLS prophylaxis are obtained based on an algorithm (detailed in
Appendix M) considering the TLS risk distribution of patients from the treated CLL14 population.
The TLS prophylaxis is applied to both VenG and GCIb treatment arms, since the CLL14 trial
protocol states that patients administered venetoclax and obinutuzumab should be monitored for
TLS.

Specifically, patients were first divided into patients at lower and greater risk based on the tumour
mass and absolute lymphocyte count (ALC) (i.e. lower risk: lymph node with a diameter <5 cm
and ALC <25 x 10°/L; greater risk included all other patients).

Patients in the lower risk group included 13.43% of VenG patients and 12.04% GClb patients.
Patients in the greater risk included 86.57% in the VenG arm and 87.96% in the GCIb arm. The
greater risk group was subdivided into two groups according to Creatinine Clearance. The TLS
risk group distribution split by treatment arm is provided in Table 54.

Table 54: TLS risk distribution for VenG and GClb treatment arm

Treatment | Lower Risk (node diameter Greater Risk (node diameter >5 cm or ALC
<5 cm and ALC <25 x 10°) >25 x 10°)
Creatinine clearance | Creatinine clearance
> 80 mL/min < 80 mL/min
VenG I I
GClb I I

Abbreviations: ALC: absolute lymphocyte count; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with
obinutuzumab.

Table 55 provides the cost split by risk of tumour burden and also by treatment arm. Please note
the costs for the greater risk tumour burden patients are different across the VenG and GCIb
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arms because the proportion of patients who receive rasburicase (an antihyperuricaemic agent
used to prevent TLS) at baseline is different across these treatment arms.

Table 55: TLS cost split by tumour burden in each treatment arm

Treatment Low tumour Greater Risk Greater Risk Total cost used
burden (CrCl >80) (CrCl =80) in model

VenG £1447.59 £1745.36 £2247.74 £1933

GClb £1447.59 £1525.64 £2259.85 £1694

Abbreviations: CrCl: creatinine clearance; GCIb: chlorambucil with obinutuzumab; VenG: venetoclax with
obinutuzumab.

Based on the TLS risk distribution and the prophylaxis algorithm, the cost of TLS prophylaxis
applied to the VenG arm in the first cycle is £1,933 and in the GClb arm in the first cycle is
£1,694. The cost is lower in the GClb arm because there are fewer high-risk patients in the GCIb
arm compared to the VenG arm.

Subsequent treatment costs

When applying subsequent treatment costs three key inputs are required:

e The type of treatment mix received — UK-based clinical experts were consulted and the
treatment mix per treatment arm and population were included to inform the subsequent
treatment line treatment mix (Table 56). Extreme value scenario testing is also explored in
scenario testing to assess the impact these have on ICER values.

o The timepoint at which the patients who are eligible to receive the next treatment line
will be receiving therapy — the time to next treatment curves for VenG and GClb were
adjusted for overall survival from the CLL14 trial to identify the time points at which patients
would move to the next line of treatment.

¢ How long subsequent (second line) treatment is received, i.e. how long patients stay on
second line and when they move to the third line of treatment — values from literature were
used to inform this input. Table 57 provides the median time of treatment identified in the most
recent literature sources which were chosen given the rapidly changing treatment landscape
of CLL patients. These treatment durations have also been validated by UK-based clinical
experts. For the del(17p)/TP53 mutation population, the difference in the PPS duration and OS
curve from the ibrutinib treatment was used to inform the proportions of patients who receive
subsequent treatment and are still alive.

Table 56: Overview of base case subsequent treatment mix

Initial treatment Subsequent treatment

Non-del(17p)/TP53 mutation | del(17p)/TP53 mutation
VenG 50% ibrutinib; 50% VenR 100% ibrutinib
GClb 50% ibrutinib; 50% VenR N/A
Ibrutinib N/A 100% venetoclax monotherapy

Abbreviations: GCIb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab; VenR: venetoclax
with rituximab.
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Table 57: Subsequent treatment durations used in the model

Subsequent treatment | Median duration, Source

months
VenR 24.4 Kater et al. (2019);'"?
Ibrutinib 39.00 O’Brien et al. (2018)'"3
Venetoclax monotherapy | 16.00 Davids et al. (2018)'"4

Abbreviations: VenR: venetoclax with rituximab.

Table 58 provides an overview of all the drug costs for subsequent treatments included in the
budget impact analysis along with the cost per pack size and the cost per mg of the drug. The
treatment regimens for subsequent treatments are summarised in Table 59.

Table 58: Drug costs for subsequent treatments

Dose . :
per Units Cost per Price
Drug per per Source
tablet package package mg
or vial
Venetoclax 10 mg 14 £59.87 £0.43 | BNF: Venclyxto (AbbVie Ltd)
Tablet, mg 50 mg 7 £149.67 | £0.43
100 mg 7 £299.34 £0.43
100 mg 14 £598.68 £0.43
100 mg 112 £4789.47 | £0.43
Rituximab, IV 500 mg 1 £785.84 £1.57 BNF: Truxima 500mg/50ml
concentrate for solution for
infusion vials (Napp
Pharmaceuticals Ltd)
IV administration cost from
NHS Reference Costs 2017-
18;
Total HRGs, SB12Z: Deliver
Simple Parenteral
Chemotherapy at First
Attendance (£240.07).
This is supplemented by the
cost of pharmacist time for
dispensing the IV drugs
(£9.00).
Ibrutinib, Tablet 140 mg 90 £4,599.00 | £0.37 BNF: Imbruvica 140mg
capsules (Janssen-Cilag
140 mg 120 £6,132.00 | £0.37 Ltd)

Abbreviations: BNF: British National Formulary; 1V: intravenous; PSSRU: Personal Social Services Research
Unit; VenG: venetoclax with obinutuzumab.

Table 59: Treatment regimens for subsequent treatments

Cost per Trial name
cycle (Reference)

Regim

en Drug Admin Dosing schedule
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VenR Venetoclax Oral Venetoclax: Cycle 1, MURANQ"®
e In the titration phase, Days 22-28:
20 mg orally once £59.87
daily for 7 days,
increasing by gradual Cycle 2,
weekly increments Days 1-7:
over 5 week.s to 400 £149 67
mg once daily
e In the post-titration
phase, 400 mg orally Cycle 2, ]
once daily Days 8-14:
Venetoclax can be taken £299.34
for a maximum of 2 years
from day 1 of cycle 1 of Cycle 2,
rituximab, or until disease | Days 15-21:
progression or £598.68
unacceptable toxicity
Cycle 2,
Days 22-28:
£1,197.37
Cycle 3
onwards:
£4,789.47
Rituximab 1Y Rituximab should be Assuming MURANQ"®
(By administered after the vial sharing
body patient has completed the | and a BSA of
surface dose-titration schedule 1.88 m?:
area and has had the Cyc|e 1:
[BSA)) recommended daily dose £1106.85
of 400 mg venetoclax for )
7 davs. Cycle 2-6:
y £1475.80
e Rituximab 375 mg/m? '
is given intravenously )
onday 1 of cycle 1 (a Assumln_g no
cycle is 28 days), vial sharing
followed by 500 mg/m2 | and a BSA of
onday 1of cycles 2to | 1.88 m?:
6. Rituximab is Cycle 1-6:
stopped after cycle 6. £1571.68
Ibr Ibrutinib Oral 420 mg daily continuously | £4292 RESONATE!'
(until evidence of o
progressive disease or no
longer tolerated by the
patient)
Ven Venetoclax | Oral e In the titration phase, Cycle 1, SmPC
mono 20 mg orally once Days 22-28:
daily for 7 days, £59.87
increasing by gradual
weekly increments
over 5 weeks to 400 ggglse 12 _’7:
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mg once daily £149.67

e |n the post-titration
phase, 400 mg orally Cycle 2,
once daily Days 8-14:

Treatment should be £299.34
continued until disease
progression or no longer

tolerated by the patient ggglsezzz’_%_

£598.68

Cycle 3
onwards:

£4,789.47

Abbreviations: BSA: body surface area; lbr: ibrutinib; IV: intravenous; O: ofatumumab; R: rituximab; SmPC:
Summary of Product Characteristics; VenR: venetoclax with rituximab.

Table 60: Overview of base case subsequent treatment mix

Initial treatment

Subsequent treatment

Non-del(17p)/TP53 mutation | del(17p)/TP53 mutation
VenG 50% ibrutinib; 50% VenR 100% ibrutinib
GClb 50% ibrutinib; 50% VenR N/A
Ibrutinib N/A 100% venetoclax monotherapy

Abbreviations: GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab; VenR: venetoclax

with rituximab.

B.3.5.2 Health-state unit costs and resource use

There are no costs related to specific health-states.

B.3.5.3 Adverse reaction unit costs and resource use

Adverse event costs were aligned with those accepted in TA561, with small changes made to the
costs for neutropenia, leukopenia, diarrhoea, and sepsis based on clinical feedback at an
AbbVie-organised advisory board.® The costs were based on NHS Reference Costs, where
available and past NICE appraisals, online national sources and literature as appropriate.

An overview of the adverse events costs and sources are provided in Table 61.

Table 61: Adverse event cost overview

Adverse event Cost PSA Source
distribution

Asthenia £657.76 | Gamma TA498: National Schedule of Reference Costs
2017-18, non-elective short stay = £615.76
+ PSSRU 2018, Cost of F2F community nurse
contact = £42116

Diarrhoea £0.34 Gamma TA344;%8 Woods et al. (2012)"""); Loperamide
price BNF: cost per mg = £0.97 / 60 mg =
£0.016; total costs = £0.016 * 21 mg = £0.3395

Dyspnoea £591.49 | Gamma NHS Reference Costs 2017-18; Total - HRGs,
Other Respiratory disorders without interventions
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(weighted average of DZ19L-DZ19N [£1,132],
DZ19M [£725] and DZ19N [£475])""°

Febrile £6,563.61 | Gamma NICE TA359: NHS Reference Costs 2012-13;
neutropenia Total- HRGS, PA45Z. Inflated by four years
using the PSSRU HCHS index
(£5993.03*1.026*1.019*1.022*1.025).1°

Infusion related £432.93 | Gamma NHS reference costs 2016-2017: Weighted
reaction average of day case, Chronic Lymphocytic
Leukaemia, including Related Disorders, SA32A
(£396), SA32B (£428), SA32C (£379) and
SA32D (£449).

Leukopenia £535.56 | Gamma Same as neutropenia

Neutropenia £535.56 | Gamma Cost of lenograstim for 8 days (median duration
of neutropenia in MURANO trial - Seymour et al.
2018)

Pneumonia £6167.48 | Gamma NHS Reference Costs 2017-18; Total - HRGs,

Lobar, Atypical or Viral Pneumonia, with multiple
interventions (weighted average of DZ11K
(£7,803), DZ11L (£6,226) and DZ11M (£4,364)"°

Sepsis £6167.48 | Gamma Same as pneumonia

Thrombocytopenia | £640.09 | Gamma NHS Reference Costs 2017-18; Total - HRGs,
Thrombocytopenia (weighted average of SA12G
(£1,892), SA12H (£930), SA12] (£549) and
SA12K (£372)1°

Abbreviations: BNF: British National Formulary; HCHS: hospital and community health services; HRG: Healthcare
Resource Group; NHS: National Health Service; PSSRU: Personal Social Services Research Unit.

B.3.5.4 Miscellaneous unit costs and resource use

Terminal care costs

Costs associated with terminal care are included in the model. These are applied to all patients
who transition to the death health state as a one-off cost. The NICE appraisal TA561 sourced the
terminal care costs from a published study on end-of-life care for solid tumour cancer patients."®
The specific cost used was guided by the NICE ibrutinib appraisal, TA429.34 Clinical experts
advising on the ibrutinib submission process had suggested that the costs of terminal care would
be similar between solid tumour and haematology patients.

The terminal care costing study incorporated Bayesian modelling using data from the literature
and publicly available datasets. Four types of cancer were considered: Breast, Colorectal, Lung
and Prostate. Mean costs were presented for health care, social care, charity care and informal
care. The cost used within the economic model only considers the direct costs borne by the
health and social care sectors, in line with the perspective recommended in the NICE reference
case. The costs are presented below in Table 62. The total cost for terminal care per patient was
£6,662.15 (inflated to 2017—18 prices)."0
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Table 62: Terminal care costs

Resource Mean costs HCHS annual price
inflation multiplier (to Mean total cost (2018)
category (2013-14) 2017-18)
Health care £4.,254
Social care £1,829 1.026 1'O=119019'%22 1.025 £6,662.15
Total £6,083

Abbreviations: HCHS: Hospital and Community Health Services

B.3.6 Summary of base case analysis inputs and assumptions

B.3.6.1 Summary of base case analysis inputs

Table 63: Summary of base case analysis inputs

effectiveness — PFS

logistic

Variable Value Measurement of | Reference to
uncertainty and section in
distribution submission

Model properties

Perspective NHS/PSS None B.3.2.2

Time horizon Lifetime (30-years) None B.3.2.2

Cycle length 28 days None B.3.2.2

Population » Patients with previously None B.3.2.1

untreated CLL without
del(17p)/TP53 mutation
o Patients with previously
untreated CLL with
del(17p)/TP53 mutation
Age (mean age of Non-del(17p)/TP53: 71.1 Normal B.3.3.1
cohort) Del(17p)/TP53: 69.6
% male patients Non-del(17p)/TP53: 66.4% Beta B.3.3.1
Del(17p)/TP53: 67.7%

BSA (m?) Non-del(17p)/TP53: 1.9 Normal B.3.3.1
Del(17p)/TP53: 1.9

Weight (kg) Non-del(17p)/TP53: 75.6 Normal B.3.3.1
Del(17p)/TP53: 78.2

Discount rates for 3.5% None B.3.2.2

costs and benefits

Primary endpoint PFS None B.3.3.4

Source of AE VenG and GClb: CLL14' Gamma B.3.3.11

incidence Ibrutinib: Barr 201801

Non-del(17p)/TP53

Source of VenG: Independent model, log- | None B.3.3.4
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GClb: Independent model, log-
logistic
Source of Dependent model, exponential None B.3.3.5
effectiveness — OS distribution
No treatment effect assumed
Source of VenG: Independent model, None B.3.3.6
effectiveness — TTNT | Weibull
GClb: Independent model,
Weibull
ToT Non-del(17p) ToT curves per None B.3.3.7
treatment arm from CLL14 trial
del(17p)/TP53
Source of VenG: Independent model, log- | Log-normal B.3.3.10
effectiveness — PFS logistic
Ibrutinib: Mato HR
Source of VenG: Dependent model, Log-normal B.3.3.10
effectiveness — OS exponential distribution
Ibrutinib: Mato HR
Source of VenG: Independent model, Normal B.3.3.10
effectiveness — TTNT | Weibull
Ibrutinib: Incident patients who
have progressed and not died
ToT VenG: Del(17p) ToT curve for None B.3.3.10
VenG from CLL14 trial
Ibrutinib: PFS curve for ibrutinib
Utilities
Health state utilities TA343%7 Beta B.3.4.5
AE utility decrements Previous NICE appraisals Gamma B.3.4.4
Costs
Active treatment costs | BNF None B.3.5.1
Routine care and National reference costs Gamma B.3.5.1
monitoring costs 2017/18""
Subsequent treatment | BNF Beta or Dirichlet B.3.5.1
costs
Adverse events NICE appraisal TA5613 Gamma B.3.5.3
monitoring costs
Terminal care costs NICE appraisal TA429% Gamma B.3.5.4

Abbreviations: AE: adverse event; BNF: British National Formulary; BSA: body surface area; CLL: chronic
lymphocytic leukaemia; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; NHS: National Health Service;
OS: overall survival; PFS: progression-free survival; PSS: Personal and Social Services; ToT: time-on-treatment;
TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.

B.3.6.2 Assumptions

Table 64 provides an overview of a number of assumptions which should be taken into
consideration when assessing the results provided in Section B.3.6.

Table 64: Model assumptions

Model input ‘ Assumption
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Survival model

OS curves

Due to immature OS data and given that the VenG PFS leads to a
clinically important and statistically significant gain in PFS compared to
GClb, and in the absence of recent and relevant data, the model
assumes no treatment effect. This assumption was validated with
experts. Therefore, the total life years of VenG and GCIb are equal
The proportional hazards assumption cannot be rejected leading to the
dependent model being used. An exponential distribution is used,
based on clinical expert opinion

PES curve

The proportional hazards assumption does not hold leading to use of
independent models for each treatment arm being used (VenG and
GClIb)

A log-logistic distribution was chosen, based on clinical expert opinion
and validation of the GClb treatment arm (using CLL14 trial data that
were also validated with CLL11 published landmark data for the GClb
arm)

TTNT

The proportional hazards assumption does not hold leading to use of
independent models for each treatment arm being used (VenG and
GClb)

A Weibull distribution was chosen, based on statistical fit and validation
of the GCIb treatment arm (using CLL14 trial data that were validated
with published CLL11 data for GCIb arm)

Ibrutinib arm assumes difference in PPS duration and OS curve to
inform the patients on subsequent treatment line

Indirect Treatment Comparison

del(17p)/TP53 e Neither an NMA nor MAIC were feasible to be conducted
e Therefore, the comparison with ibrutinib is a naive comparison of single
arm studies and is a non-significant estimate using a recently published
source: Mato et al. 20188°
Costs

Adverse event costs

Neutropenia costs are assumed to be the same as for treatment with
lenograstim (glycosylated rhG-CSF)

Leukopenia cost is assumed to be the same as for neutropenia
Diarrhoea cost is assumed to be the same as for treatment with
loperamide

Sepsis cost is assumed to be the same as for pneumonia

Adverse event rates

Adverse events are assumed to occur within the first cycle of the model

Routine care and
monitoring costs

Immunoglobulins blood test cost is assumed to be the same as full
blood count cost

TLS Prophylaxis cost

Greater risk patients are assumed to be hospitalised for one day during
weeks 1 and 2 of prophylaxis

Treatment costs

Ibrutinib uses its own PFS curve to inform the total number of patients
receiving treatment per cycle
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e VenG and GCIb use the ToT curve from the trial to inform the total
number of patients receiving treatment per cycle up until the end of the
fixed treatment duration period

Wastage cost e Wastage costs are assumed for the base case as a conservative
assumption
Utilities
Adverse event e Adverse events are associated with one-off costs and negative HRQoL
HRQoL impacts
e Leukopenia and neutropenia disutility values are assumed to be the
same
e Pneumonia disutility is assumed to be the same as for infection related
disutility

o Disutility from incidence of adverse event is not captured in the utility
level for the health state

Utilities e The same utilities are assumed for del(17p)/TP53 mutation and non-
del(17p)/TP53 mutation populations across all treatment arms. For pre-
progression health state, TA343 utilised values were for intravenous
treatment and are applied until progression. This is a conservative
assumption since VenG and GCIb are with a fixed treatment duration of
12 months but was adopted to simplify an overall complex economic
evaluation.

Subsequent treatment costs

Treatment mix e The subsequent treatment mix received is assumed based on clinical
expert opinion. Conservative assumptions were applied as base case
for the VenG arm.

Abbreviations: GCIb: chlorambucil with obinutuzumab; G-CSF: granulocyte-colony stimulating factor; HRQoL:
health-related quality-of-life; MAIC: matching adjusted indirect treatment comparison; NMA: network meta-analysis;
OS: overall survival; PFS: progression-free survival; TLS: tumour lysis syndrome; ToT: time-on-treatment; TTNT:
time-to-next treatment; VenG: venetoclax with obinutuzumab.

B.3.7 Base case results

Base case results for the cost-effectiveness analysis are presented in the following subsections,
for both the del(17p)/TP53 and non-del(17p)/TP53 populations. Base case results are presented
as follows:

e List price VenG vs list price of all comparators (GClb and ibrutinib)

e PAS price of venetoclax only (obinutuzumab remains at list price) vs list price of all
comparators (GClb and ibrutinib)

The Evidence Review Group (ERG) will undertake similar comparisons using the confidential
discounted prices for obinutuzumab and ibrutinib and share these with the appraisal committee.
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B.3.7.1 Base case incremental cost-effectiveness analysis results

The base case deterministic cost-effectiveness results are provided for list price and with
venetoclax PAS price in Table 65 and Table 66, respectively. VenG was associated with higher
average QALY and lower average costs vs GCIb in the non-del(17p)/TP53 mutation population,
and vs ibrutinib in the del(17p)/TP53 mutation population, meaning that VenG is dominant vs
both comparators.

In the non-del(17p)/TP53 mutation population, cost-effectiveness is largely driven by an increase
in progression-free life years, and a reduction in subsequent costs following progression
compared to GClb. In the del(17p)/TP53 mutation population, the driver of the ICER values is the
medication costs of ibrutinib (treatment conditions until patients progress; mean of 45 months) vs
fixed treatment duration for VenG (mean of 9.8 months; see section B.3.3.1 and B.3.3.8).

Company evidence submission template for venetoclax with obinutuzumab for untreated
chronic lymphocytic leukaemia

© AbbVie Inc. (2019). All rights reserved Page 134 of 172



Table 65: Base case results at VenG list price (deterministic)

Treatment Total costs (£) Total LYG Total QALYs Incremental Incremental Incremental ICER (£/QALY)
costs (£) LYG QALYs

Non-del(17p)/TP53 mutation population

GClb [ 14.520 6.472

VenG [ 14.520 6.837 ] 0.000 0.365 VenG is
Dominant

Del(17p)/TP53 mutation population

Ibrutinib I 5.340 2.955

VenG [ 5.460 2.991 ] 0.119 0.036 VenG is
Dominant

Abbreviations: GClb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; LYG: life years gained; QALYs: quality-adjusted life years; VenG: venetoclax
with obinutuzumab.

Table 66: Base case results at venetoclax PAS price* (deterministic)

Treatment Total costs (£) Total LYG Total QALYs Incremental Incremental Incremental ICER (£/QALY)
costs (£) LYG QALYs

Non-del(17p)/TP53 mutation population

GClb [ 14.520 6.472

VenG I 14.520 6.837 —£183,555 0.000 0.365 VenG is
Dominant

Del(17p)/TP53 mutation population

Ibrutinib [ 5.340 2.955

VenG I 5.460 2.991 —-£191,701 0.119 0.036 VenG is
Dominant

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
Abbreviations: GClb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; LYG: life years gained; QALYs: quality-adjusted life years; VenG: venetoclax
with obinutuzumab.
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B.3.8 Sensitivity analyses

B.3.8.1 Probabilistic sensitivity analysis

Probabilistic sensitivity analyses (PSA) were generated by assigning distributions to all input
parameters and randomly sampling from these distributions over 1,000 simulations, in order to
calculate the uncertainty in costs and outcomes. In cases where uncertainty data was not
available for an input, variability (i.e. standard error) of 10% of the mean values was assumed.

The base case probabilistic results for list price and with venetoclax PAS price are provided in
Table 67 and Table 68, respectively. The probabilistic results are broadly in line with the
deterministic results, showing that the model is relatively stable when tested for uncertainty and
that VenG is dominant vs both GClb and ibrutinib.
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Table 67: Base case results at VenG list price (probabilistic)

Treatment Total costs, £ Total LYG Total QALYs Incremental Incremental Incremental ICER (£/QALY)
(95% CI) (95% CI) costs (£) LYG QALYs
Non-del(17p)/TP53 mutation population
GClb - NR 6.434
(5.431, 7.361)
VenG - NR 6.785 ] NR 0.351 VenG is
(5.534, 7.927) Dominant
Del(17p)/TP53 mutation population
Ibrutinib - NR 3.005
(1.486, 4.816)
VenG - NR 3.020 ] NR 0.015 VenG is
(1.571, 4.880) Dominant

Abbreviations: GClb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; LYG: life years gained; QALY's: quality-adjusted life years; VenG: venetoclax
with obinutuzumab.

Table 68: Base case results at venetoclax PAS price* (probabilistic)

Treatment Total costs, £ Total LYG Total QALYs Incremental Incremental Incremental ICER (£/QALY)
(95% CI) (95% CI) costs (£) LYG QALYs
Non-del(17p)/TP53 mutation population
GClb - NR 6.416
(5.459, 7.349)
VenG - NR 6.764 —-£164,658 NR 0.348 VenG is
(5.614, 7.932) Dominant
Del(17p)/TP53 mutation population
Ibrutinib - NR 2.997
(1.567, 4.756)
VenG ] NR 3.020 —£143,423 NR 0.007 VenG is
] (1.574, 4.762) Dominant

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab. Abbreviations: GCIb: chlorambucil with obinutuzumab; ICER:
incremental cost-effectiveness ratio; LYG: life years gained; QALYs: quality-adjusted life years; VenG: venetoclax with obinutuzumab.
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Non-del(17p)/TP53 mutation population (VenG versus GClb)

The model results from the PSA are presented in the scatter plot at list price in Figure 37 and at
venetoclax PAS price in Figure 38. Uncertainty can be seen surrounding QALYSs, since the
uncertainty in QALYSs is driven by the uncertainty in the extrapolations seen in the survival
curves. Similar to the deterministic results, VenG is ||| flillover GCIb in the PSA also.

The total cost and QALY estimates are comparable between the deterministic and the
probabilistic analyses (differ by || flfor incremental total costs at list price and ||t
venetoclax PAS price; and | Jlfor QALYs at list price and [ llat venetoclax PAS price
due to stochastic variation between model runs).

Figure 39 and Figure 40 display the cost-effectiveness acceptability curve at different values of
willingness-to-pay (WTP) at list price and venetoclax PAS price, respectively. At a £30,000 WTP
threshold, VenG has over 90% probability of being cost-effective when compared to GClb.

Figure 37: Scatter plot of probabilistic results on the cost-effectiveness plane for non-
del(17p)/TP53 population — list price
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Figure 38: Scatter plot of probabilistic results on the cost-effectiveness plane for non-
del(17p)/TP53 population — venetoclax PAS price*

Incremental dscounted costs

“Intretental discounted GALYs

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.

Figure 39: Cost-effectiveness acceptability curves for non-del(17p)/TP53 population - list
price
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Figure 40: Cost-effectiveness acceptability curves for non-del(17p)/TP53 population -
venetoclax PAS price*

Mulu-way cost-elfectiveness acceplability curves

100%

—\/enetoclax + G = hlorambucil + G

60% 4

40%

Probability of being cost-effective

£0 £10,000 £20,000 £30.000 £40,000 £50,000 £60,00C

Willinaness to pav (cost per QALY aained)

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
Del(17p)/TP53 mutation population (VenG versus ibrutinib)

The model results from the PSA are presented in the scatter plot at list price in Figure 41 and at
venetoclax PAS price in Figure 42. Significant uncertainty can be seen surrounding QALYSs,
since the uncertainty in QALYs is driven by the uncertainty in the extrapolations seen in the
survival curves and the uncertainty in the PFS and OS HRs for the naive comparison for ibrutinib
versus VenG. Similar to the deterministic results, VenG is dominant over ibrutinib in the PSA
also.

The total cost and QALY estimates are comparable between the deterministic and the
probabilistic analyses (differ by || filfor incremental total costs at list price and ||| lat
venetoclax PAS price; and || llfor QALYs at list price and | llllat venetoclax PAS
price, however these relative variations

)

Figure 43 and Figure 44 display the cost-effectiveness acceptability curve at different values of
willingness-to-pay (WTP) at list price and venetoclax PAS price, respectively. VenG is observed
to have a probability of being the cost-effective option of over 95% at a £30,000 WTP.
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Figure 41: Scatter plot of probabilistic results on the cost-effectiveness plane for
del(17p)/TP53 population — list price

Figure 42: Scatter plot of probabilistic results on the cost-effectiveness plane for
del(17p)/TP53 population — venetoclax PAS price*

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
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Figure 43: Cost-effectiveness acceptability curves for del(17p)/TP53 population — list price

Figure 44: Cost-effectiveness acceptability curves for del(17p)/TP53 population —
venetoclax PAS price*

Probability of being cost-effective

Willingness to pay (cost per QALY gained)

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
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B.3.8.2 Deterministic sensitivity analysis

Non-del(17p)/TP53 mutation population (VenG versus GClb)

Figure 45, Figure 46 and Figure 47 present the tornado plots from the one-way deterministic
sensitivity analysis for incremental costs, QALYs and ICER, respectively, for VenG versus GClb
at list price. Figure 48, Figure 49 and Figure 50 present the same data at venetoclax PAS price.

In cases where uncertainty data was not available for an input, variability (i.e. standard error) of
10% of the mean values was assumed.

The greatest impact on incremental costs is due to age. The age of patients drives the VenG and
GCIlb survival curves and the survival curves are the key determinant of the incremental costs in
the model. The greatest driver of incremental QALYs is the pre-progression survival utility value
followed by the post-progression survival utility value. The overall driver of the incremental cost
per QALY is the post-progression survival utility value. Since a large proportion of patients in the
GClb arm remain in the post-progression survival period compared to VenG, the QALYs accrued
in this health state have the largest impact on the incremental cost per QALY.

Figure 45: Tornado plot of deterministic sensitivity analysis: impact on incremental costs
(VenG vs GClIb) for non-del(17p)/TP53 mutation population — list price

Abbreviations: GCIb: chlorambucil with obinutuzumab; IV: intravenous; PFS: progression-free survival; PPS: post-
progression survival; VenG: venetoclax with obinutuzumab; VenR: venetoclax with rituximab.
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Figure 46: Tornado plot of deterministic sensitivity analysis: impact on incremental
QALYs (VenG vs GClIb) for non-del(17p)/TP53 mutation population — list price

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; PFS: progression-free survival; PPS:
post-progression survival; QALY: quality-adjusted life year; VenG: venetoclax with obinutuzumab.

Figure 47: Tornado plot of deterministic sensitivity analysis: impact on ICER (VenG vs
GCIb) for non-del(17p)/TP53 mutation population — list price

Abbreviations: GCIb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; PFS:
progression-free survival; PPS: post-progression survival; VenG: venetoclax with obinutuzumab; VenR: venetoclax
with rituximab.
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Figure 48: Tornado plot of deterministic sensitivity analysis: impact on incremental costs
(VenG vs GCIb) for non-del(17p)/TP53 mutation population — venetoclax PAS price*
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Abbreviations: GClb: chlorambucil with obinutuzumab; IV: intravenous; PFS: progression-free survival; PPS: post-
progression survival; VenG: venetoclax with obinutuzumab; VenR: venetoclax with rituximab.
*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.

Figure 49: Tornado plot of deterministic sensitivity analysis: impact on incremental
QALYs (VenG vs GCIb) for non-del(17p)/TP53 mutation population — venetoclax PAS

price*
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*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
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Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; PFS: progression-free survival; PPS:
post-progression survival; QALY: quality-adjusted life year; VenG: venetoclax with obinutuzumab.

Figure 50: Tornado plot of deterministic sensitivity analysis: impact on ICER (VenG vs
GClb) for non-del(17p)/TP53 mutation population — venetoclax PAS price*
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*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
Abbreviations: GCIb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; PFS:
progression-free survival; PPS: post-progression survival; VenG: venetoclax with obinutuzumab; VenR: venetoclax

with rituximab.

Del(17p)/TP53 mutation population (VenG versus ibrutinib)

Figure 51, Figure 52 and Figure 53 present the tornado plots from the one-way deterministic
sensitivity analysis for incremental costs, QALYs and ICER, respectively, for VenG versus
ibrutinib. Figure 54, Figure 55 and Figure 56 present the same data at venetoclax PAS price.

The greatest impact on incremental costs and QALY is due to the OS HR versus VenG.
Whereas the PPS utility has the greatest impact on the ICER.
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Figure 51: Tornado plot of deterministic sensitivity analysis: impact on incremental costs
(VenG vs ibrutinib) for del(17p)/TP53 mutation — list price

*IV category refers to intravenous costs.
Abbreviations: AE: adverse event; HR: hazard ratio; Ibr: ibrutinib; 1V: intravenous; OS: overall survival; PFS:
progression-free survival; VenG: venetoclax with obinutuzumab.

Figure 52: Tornado plot of deterministic sensitivity analysis: impact on incremental
QALYs (VenG vs GCIb) for del(17p)/TP53 mutation — list price

Abbreviations: AE: adverse event; HR: hazard ratio; OS: overall survival; PFS: progression-free survival, PPS:
post-progression survival; QALY: quality-adjusted life-year; VenG: venetoclax with obinutuzumab.
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Figure 53: Tornado plot of deterministic sensitivity analysis: impact on ICER (VenG vs
GClb) for del(17p)/TP53 mutation — list price

*IV category refers to intravenous costs

Abbreviations: AE: adverse event; HR: hazard ratio; ICER: incremental cost-effectiveness ratio; IV: intravenous;
OS: overall survival; PFS: progression-free survival; PPS: post-progression survival; VenG: venetoclax with
obinutuzumab.

Figure 54: Tornado plot of deterministic sensitivity analysis: impact on incremental costs
(VenG vs GClIb) for del(17p)/TP53 mutation population — venetoclax PAS price*
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*IV category refers to intravenous costs.

Abbreviations: AE: adverse event; HR: hazard ratio; Ibr: ibrutinib; IV: intravenous; OS: overall survival; PFS:
progression-free survival; VenG: venetoclax with obinutuzumab.

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
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Figure 55: Tornado plot of deterministic sensitivity analysis: impact on incremental
QALYs (VenG vs GClIb) for del(17p)/TP53 mutation population — venetoclax PAS price*

Venetoclax + G vs. Ibrutinib: Incremental QALYs

Abbreviations: AE: adverse event; HR: hazard ratio; OS: overall survival; PFS: progression-free survival; PPS:
post-progression survival; QALY quality-adjusted life-year; VenG: venetoclax with obinutuzumab.
*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.

Figure 56: Tornado plot of deterministic sensitivity analysis: impact on ICER (VenG vs
GCIb) for del(17p)/TP53 mutation population — venetoclax PAS price*

*IV category refers to intravenous costs.

Abbreviations: AE: adverse event; HR: hazard ratio; ICER: incremental cost-effectiveness ratio; 1V: intravenous;
OS: overall survival; PFS: progression-free survival; PPS: post-progression survival; VenG: venetoclax with
obinutuzumab.

*This analysis only includes the PAS price of venetoclax and does not include the PAS price of obinutuzumab.
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B.3.8.3 Scenario analysis

All the scenarios and their respective descriptions are provided in Table 69. The scenario
analysis results for the treatment comparators in the model are provided in Table 70 for the non-

del(17)/TP53 population and in Table 71 for the del(17p)/TP53 population.

Table 69: Descriptions of the scenario analyses performed

Scenario Description

Relevant
population

Discount rates The discount rates associated with costs and outcomes were
varied between 0 and 6%

Time horizon The time horizon was varied between 5, 10, 15, 20 and 25

Venetoclax TLS | The TLS costs of the venetoclax regimens were halved,
prophylaxis costs | doubled and removed

Adverse events The adverse event rates were halved, doubled and removed.

Utilities As literature-based values are used for the base case, EQ-5D-
3L utility values from the CLL14 trial were assessed as a
scenario. Pre-progression utility = 0.829. PPS utilities from the
CLL14 trial were not tested due to very few patients having
progressed. Furthermore, the PPS state extends from
progression until death over many years and the few
responses from the CLL14 trial were perforce very early in the
PPS state.

Utilities used in the Venetoclax monotherapy NICE appraisal,
TA487, were also tested as a scenario:®°

Pre-progression: 0.748 (EQ-5D data study 116)
Post progression: 0.600 (Dretzke et al. 20108") (This is the

same post-progression utility used in the base case, so this
remains unchanged)

Ibrutinib arm using utility value from TA343 for PFS under oral
treatment (0.71) (Applied to del(17p)/TP53 mutation
population)

VenG and GClb arms, after 12 months of treatment, using
utility value from TA343, PFS after initial treatment is
completed (0.82) (Applied to non-del(17p)/TP53 mutation
population)

Applies to
both
populations

PPS CLL11 As suggested by clinicians at an AbbVie-organised advisory
board but determined not to be the most plausible source. See
Section B.3.3.6

Resonate data See Section B.3.3.6

Warwick ERG

NMA (Ibrutinib

arm)

Subsequent VenG GClb Source/Assumption
treatment Scenario 1| 'Prutinib: | Torutinib: |
scenarios 100% 100% p

Applies only
to non-
del(17p)/TP53
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Ibrutinib
- o
Scenario 2 I%rgg}onlb. \Slgrf)R Experts’ opinion
50%
Ibrutinib Calculated from CLL14
Scenario 3 Ibrutinib: | 80% subsequent treatment
100% VenR received by patients in each
20% arm
CLL14 median time off
treatment is 17 months
Ibrutinib Ibrutinib | which could be considered
Scenario 4 20% 80% as a late relapse_ _
VenR VenR (>12months) patients in
80% 20% VEN+G arm would be
preferentially retreated with
VenR (experts opinion)

Wastage costs

Assuming no wastage cost

Excess mortality
risk

Adding additional mortality risk to background mortality
hazards to generate 80% survival at 5 years.

10%, 15% and 19% excess risk of death to landmark.

VenG survival
model

These scenarios fit the survival models that were not selected
as the base case (e.g. Weibull, lognormal, Gompertz, and
generalised gamma).

Since most of the uncertainty is to do with the OS RCT data,
only the OS model was assessed for variable distributions.
The dependent model was assessed since there is
proportionality between the treatment arms.

1) All parametric distributions were run assuming no treatment
effect exists for OS between the treatment arms.

2) All parametric distributions were run assuming treatment
effect exists for OS between the treatment arms. This
scenario also includes the base case distribution —
exponential

PFS scenarios

Independent model and Dependent model using all
distributions

Extreme survival
results scenarios

Using the PFS and OS curves that generate the lowest net
monetary benefit, otherwise the distribution which generates
the highest ICER

Applies to
both
populations

Extreme value
testing of
comparison to
ibrutinib PFS and
OS hazard ratio
(Source: Mato et
al.)

Application of lower HR bounds (VenG least effective
eventuality):

a. HR=0.293 for PFS
b. HR=0.334 for OS

Applies only
to
del(17p)/TP53

Abbreviations: EQ-5D-3L: European Quality of Life 5 Dimensions 3 Level Version; ERG: Evidence Review Group;
HR: hazard ratio; ICER: incremental cost-effectiveness ratio; NMA: network meta-analysis; OS: overall survival;
PFS: progression-free survival; PPS: post-progression survival; RCT: randomised controlled trial; TLS: tumour lysis
syndrome; VenG: venetoclax with obinutuzumab; VenR: venetoclax with rituximab.

Non-del(17p)/TP53 mutation population (VenG versus GClb)

Removing discount rates improves incremental QALY for the comparators that accrue QALYs
lower than VenG. Within the second scenario, which assesses shorter time horizons of 1-5
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years, a large impact is observed on model results since VenG accrues fewer incremental
QALYs over the shorter time period whilst the majority of VenG costs are captured within the first
year. Changing TLS cost or adverse event rates do not have a large impact on the model.
Changing utility values has a large impact on the incremental QALY's.

The effect of using alternative distributions for the OS dependent survival model (assuming either
no treatment effect or treatment effect) does not lead to large changes in incremental results.

Applying the PPS CLL11 data has a significant impact (net monetary benefit [NMB]: 87% lower
compared to base case) on the increment cost and QALY's versus GClb. However, VenG
remains dominant over GCIb due to OS being close to background mortality. Compared to the
CLL11 scenario, the RESONATE (NMB: 32% lower compared to base case) and Warwick ERG
NMA scenarios (NMB: 0.0035% lower compared to base case) have a less significant impact on
cost and QALYs since the OS curves generated from these scenarios are closer to the CLL14
results than the ones generated using the CLL11 scenario.

Table 70: Scenario analysis for non-del(17p)/TP53 mutation population

List price
Incremental | Incremental | Incremental ICER NMB
costs QALYs LY
Base case ] 0.365 0.000 Dominant '
Discount rate. Costs: 0%, | [ NNEGz_N:G 0.513 0.000 Dominant [ ]
QALYs: 0%
Discount rate. Costs: 0%, | [ NNEGz:NG 0.295 0.000 Dominant | | NGNGNG
QALYs: 6%
Discount rate. Costs: 6%, | NGczN 0.295 0.000 Dominant | | N NNGNGNG
QALYs: 6%
Discount rate. Costs: 6%, | NGczN 0.513 0.000 Dominant | NS
QALYs: 0%
Time horizon: 5 year [ 0.076 0.000 I e
Time horizon: 10 year [ ] 0.208 0.000 Dominant [ ]
Time horizon: 15 year [ 0.300 0.000 Dominant | | NGNGNG
Time horizon: 25 year [ 0.362 0.000 Dominant | | N
TLS prophylaxis cost | 0.365 0.000 Dominant | [ EEEEEN
halved
TLS prophylaxis cost [ ] 0.365 0.000 Dominant [ ]
doubled
TLS prophylaxis cost [ ] 0.365 0.000 Dominant [ ]
removed
Adverse event rates [ 0.366 0.000 Dominant | [ N B
halved
Adverse event rates I 0.365 0.000 Dominant | [ RN
doubled
Adverse events removed | [ HNIEGzNG 0.366 0.000 Dominant ]
Utility (from CLL14 trial) [ 1.196 0.000 Dominant | |
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List price

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY

Pre-progression utility =
0.829
Utility from Venetoclax [ 0.773 0.000 Dominant | [ N RS
monotherapy submission
(pre-progression utility =
0.748; EQ-5D data study
116)
VenG and GClb arms, [ ] 1.148 0.000 Dominant [
after 12 months of
treatment, using utility
value from TA343
Progression-free survival
after initial treatment is
completed (0.82)
CLL11 ] 0.219 0.000 Dominant | [
RESONATE I 0.337 0.000 Dominant | [N
Warwick ERG - NMA [ 0.365 0.000 Dominant | NS
Subsequent tx scenarios
Scenario 1 I 0.365 0.000 Dominant ]
Scenario 2 [ ] 0.365 0.000 Dominant [ ]
Scenario 3 I 0.365 0.000 Dominant | [ NN
Scenario 4 I 0.365 0.000 Dominant ]
Wastage Cost Removed | I 0.365 0.000 Dominant | [ D
Excess risk of 90% added | N 0.303 0.000 Dominant | [ RSN
to background mortality
to generate VEN+G
survival of 80% at 5 years
10% excess risk of death | NI 0.357 0.000 Dominant | [ N EEEEE
to Landmark
15% excess risk of death | | IEGING 0.353 0.000 Dominant | | NNGNGNG
to landmark
19% excess risk of death | [ NNGcNzN 0.349 0.000 Dominant [ ]
to landmark
OS and PFS scenarios
0S distribution — [ 0.365 0.000 Dominant | | N NGNG
No Treatment effect
Exponential
0S distribution — [ ] 0.365 0.000 Dominant [ ]
No Treatment effect
Generalised Gamma
OS distribution — [ ] 0.365 0.000 Dominant [ ]
No Treatment effect
Gompertz
OS distribution — [ ] 0.365 0.000 Dominant [ ]
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List price

Incremental
costs

Incremental
QALYs

Incremental
LY

ICER

NMB

No Treatment effect
Log-logistic

OS distribution —
No Treatment effect
Log-normal

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Weibull

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Hazard Spline (1 knot)

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Hazard Spline (2 knots)

0.366

0.000

Dominant

OS distribution —
No Treatment effect
Hazard Spline (3 knots)

0.366

0.000

Dominant

OS distribution —
No Treatment effect
Odds Spline (1 knot)

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Odds Spline (2 knots)

0.366

0.000

Dominant

OS distribution —
No Treatment effect
Odds Spline (3 knots)

0.366

0.000

Dominant

OS distribution —
No Treatment effect
Probit Spline (1 knot)

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Probit Spline (2 knots)

0.365

0.000

Dominant

OS distribution —
No Treatment effect
Probit Spline (3 knots)

0.365

0.000

Dominant

PFS -Independent Models
Exponential

0.314

0.000

Dominant

PFS -Independent Models
Generalised Gamma

0.264

0.000

Dominant

PFS -Independent Models
Gompertz

0.160

0.000

Dominant

PFS -Independent Models
Log-logistic

0.365

0.000

Dominant
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List price

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY

PFS -Independent Models | NN 0.360 0.000 Dominant ]
Log-normal
PFS -Independent Models | NN 0.389 0.000 Dominant ]
Weibull
PFS -Independent Models | NGz 0.336 0.000 Dominant | |
Hazard Spline (1 knot)
PFS -Independent Models | NGz 0.069 0.000 Dominant | |
Hazard Spline (2 knots)
PFS -Independent Models | NGz 0.089 0.000 Dominant | |
Hazard Spline (3 knots)
PFS -Independent Models | NN 0.344 0.000 Dominant ]
Odds Spline (1 knot)
PFS -Independent Models | NG 0.113 0.000 Dominant | |
Odds Spline (2 knots)
PFS -Independent Models | NN 0.129 0.000 Dominant ]
Odds Spline (3 knots)
PFS -Dependent Models [ 0.306 0.000 Dominant ]
Exponential
PFS -Dependent Models [ 0.228 0.000 Dominant ]
Generalised Gamma
PFS -Dependent Models [ 0.102 0.000 Dominant ]
Gompertz
PFS -Dependent Models [ 0.217 0.000 Dominant ]
Log-logistic
PFS -Dependent Models [ 0.194 0.000 Dominant ]
Log-normal
PFS -Dependent Models | [ NEENEGE 0.229 0.000 Dominant | | REEEEEE
Weibull
PFS -Dependent Models | NN 0.200 0.000 Dominant | [ REEEEENR
Hazard Spline (1 knot)
PFS -Dependent Models | [ NEENEGEGE 0.275 0.000 Dominant | | REEEEEE
Hazard Spline (2 knots)
PFS -Dependent Models | [ NENEGE 0.297 0.000 Dominant | | REEEEIE
Hazard Spline (3 knots)
PFS -Dependent Models I 0.194 0.000 Dominant I
Odds Spline (1 knot)
PFS -Dependent Models | I 0.220 0.000 Dominant | | NN
Odds Spline (2 knots)
PFS -Dependent Models | 0.238 0.000 Dominant I
Odds Spline (3 knots)
PFS -Dependent Models ] N/A N/A N/A [ ]
Probit Spline (1 knot)
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List price

Using lowest NMB
generated from the
curves above:

PFS -Independent Models
Hazard Spline (2 knots)
(NMB = 209,772)

OS distribution —

No Treatment effect
Generalised Gamma
(NMB = 227,530)

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY
PFS -Dependent Models | [N 0.181 0.000 Dominant | [ N ESE
Probit Spline (2 knots)
PFS -Dependent Models | I 0.199 0.000 Dominant | [ N M
Probit Spline (3 knots)
Extreme scenario: [ 0.069 0.000 Dominant [ ]

Abbreviations: ERG: Evidence Review Group; GClb: chlorambucil with obinutuzumab; ICER: incremental cost-
effectiveness ratio; LY: life year; NMA: network meta-analysis; NMB: net monetary benefit; OS: overall survival;
PAS: Patient Access Scheme; PFS: progression-free survival; QALY: quality-adjusted life-year; TLS: tumour lysis
syndrome; VenG: venetoclax with obinutuzumab.

Del(17p)/TP53 mutation population (VenG versus ibrutinib)

All scenarios from Table 69 were applied (excluding the CLL11, RESONATE and Warwick ERG
NMA scenarios for OS estimates) along with assessment of an additional hazard ratio from the
naive comparisons:

e Ahn. et al study (see Section B.2.9)
e Assuming equal treatment effect

Using the Ahn et al.”" as a source of ibrutinib efficacy results in ibrutinib accruing higher QALYs
and higher costs compared to VenG. This can be translated into VenG being a less effective and
far less costly treatment option but still cost-effective, as per NMB values generated, for those
del(17p) UK patients with limited treatments available. Moreover, on seeking advice from UK
clinicians, the complete paucity of evidence for 1L CLL ibrutinib use in this population was
stressed. The advice received was that no reliable conclusions can be drawn on the long-term
efficacy of VenG vs ibrutinib and therefore a scenario of equivalent efficacy should be considered
to enable decision making on the cost effectiveness of VenG vs ibrutinib monotherapy in the
del(17p)/TP53 mutation population.

Table 71: Scenario analysis for del(17p)/TP53 mutation population

List price
Incremental | Incremental | Incremental ICER NMB
costs QALYs LY
Base case (Mato HR) [ ] 0.036 0.119 Dominant '
HR (Ahn study) [ -0.988 -2.201 [ ] '
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List price

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY

Equal efficacy ] 0.000 0.000 Dominant
PFSHR =1
OSHR=1
AE disutility =0
Discount rate. Costs: 0%, | | NNGczNzN 0.054 0.119 Dominant '
QALYs: 0%
Discount rate. Costs: 0%, | NNEGzNzNzN 0.028 0.119 Dominant '
QALYs: 6%
Discount rate. Costs: 6%, | NNGcGzN 0.028 0.119 Dominant '
QALYs: 6%
Discount rate. Costs: 6%, | NNGczN 0.054 0.119 Dominant '
QALYs: 0%
Time horizon: 5 year [ ] 0.000 0.029 Dominant '
Time horizon: 10 year [ 0.018 0.068 Dominant '
Time horizon: 15 year [ ] 0.029 0.094 Dominant '
Time horizon: 25 year [ 0.036 0.116 Dominant '
TLS prophylaxis cost [ ] 0.036 0.119 Dominant '
halved
TLS prophylaxis cost [ 0.036 0.119 Dominant '
doubled
TLS prophylaxis cost [ ] 0.036 0.119 Dominant '
removed
Adverse event rates [ ] 0.038 0.119 Dominant '
halved
Adverse event rates I 0.034 0.119 Dominant '
doubled
Adverse events removed | [ HIEGzGzIN:N 0.039 0.119 Dominant '
Utility (from CLL14 trial) ] 0.013 0.119 Dominant '
Pre-progression utility =
0.829
Utility from Venetoclax [ 0.025 0.119 Dominant '
monotherapy submission
(pre-progression utility =
0.748; EQ-5D data study
116)
Ibrutinib arm using utility | [ NNEGzNGEG 0.031 0.119 Dominant '
value from TA343 for
Progression-free survival
under oral treatment
(0.71)
Wastage Cost Removed [ ] N/A N/A N/A [
PFS -Independent Models | [N -0.007 0.119 T '
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List price

Hazard Spline (2 knots)

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY

Exponential
PFS -Independent Models | [N 0.028 0.119 Dominant '
Generalised Gamma
PFS -Independent Models | N 0.025 0.119 Dominant '
Gompertz
PFS -Independent Models | [N 0.036 0.119 Dominant '
Log-logistic
PFS -Independent Models | [N 0.041 0.119 Dominant '
Log-normal
PFS -Independent Models | [N -0.005 0.119 T '
Weibull
PFS -Independent Models | [N 0.008 0.119 Dominant '
Hazard Spline (1 knot)
PFS -Independent Models | N 0.026 0.119 Dominant '
Hazard Spline (2 knots)
PFS -Independent Models | [N 0.024 0.119 Dominant '
Hazard Spline (3 knots)
PFS -Independent Models | [N 0.025 0.119 Dominant '
Odds Spline (1 knot)
PFS -Independent Models | [N -0.002 0.119 T '
Odds Spline (2 knots)
PFS -Independent Models | [N -0.001 0.119 * '
Odds Spline (3 knots)
PFS -Independent Models | [N 0.039 0.119 Dominant '
Probit Spline (1 knot)
PFS -Independent Models | [N -0.005 0.119 T '
Probit Spline (2 knots)
PFS -Independent Models | [N 0.000 0.119 Dominant '
Probit Spline (3 knots)
PFS -Dependent Models [ ] 0.012 0.119 Dominant '
Exponential
PFS -Dependent Models [ ] 0.017 0.119 Dominant '
Generalised Gamma
PFS -Dependent Models [ ] 0.032 0.119 Dominant '
Gompertz
PFS -Dependent Models [ ] -0.003 0.119 T '
Log-logistic
PFS -Dependent Models [ ] 0.002 0.119 Dominant '
Log-normal
PFS -Dependent Models [ 0.017 0.119 Dominant '
Weibull
PFS -Dependent Models [ ] 0.021 0.119 Dominant '
Hazard Spline (1 knot)
PFS -Dependent Models [ ] 0.011 0.119 Dominant '
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List price

Incremental
costs

Incremental
QALYs

Incremental
LY

ICER

NMB

PFS -Dependent Models
Hazard Spline (3 knots)

0.008

0.119

Dominant

PFS -Dependent Models
Odds Spline (1 knot)

-0.004

0.119

PFS -Dependent Models
Odds Spline (2 knots)

-0.001

0.119

-
-

PFS -Dependent Models
Odds Spline (3 knots)

0.005

0.119

Dominant

PFS -Dependent Models
Probit Spline (1 knot)

N/A

N/A

N/A

PFS -Dependent Models
Probit Spline (2 knots)

-0.009

0.119

-

PFS -Dependent Models
Probit Spline (3 knots)

0.002

0.119

Dominant

OS distribution —
Treatment effect

Generalised Gamma

0.004

0.191

Dominant

OS distribution —
Treatment effect

Gompertz

0.025

0.077

Dominant

OS distribution —
Treatment effect

Log-logistic

0.011

0.171

Dominant

OS distribution —
Treatment effect

Log-normal

0.004

0.184

Dominant

OS distribution —
Treatment effect

Weibull

0.036

0.120

Dominant

OS distribution —
Treatment effect

Hazard Spline (1 knot)

0.036

0.118

Dominant

OS distribution —
Treatment effect

Hazard Spline (2 knots)

0.027

0.073

Dominant

OS distribution —
Treatment effect

Hazard Spline (3 knots)

0.026

0.071

Dominant

OS distribution —
Treatment effect

Odds Spline (1 knot)

0.015

0.170

Dominant

OS distribution —
Treatment effect

Odds Spline (2 knots)

0.050

0.146

Dominant

OS distribution —
Treatment effect

Odds Spline (3 knots)

0.050

0.144

Dominant

Company evidence submission template for venetoclax with obinutuzumab for untreated
chronic lymphocytic leukaemia

© AbbVie Inc. (2019). All rights reserved Page 159 of 172



List price

Incremental | Incremental | Incremental ICER NMB
costs QALYs LY

0.002 0.182 Dominant

OS distribution —
Treatment effect

Probit Spline (1 knot)

OS distribution —
Treatment effect

Probit Spline (2 knots)

OS distribution —
Treatment effect

Probit Spline (3 knots)

Extreme value testing
using lower HR bounds
from Mato calculation
(PFS HR = 0.293 and OS
HR = 0.334; VenG least
effective eventuality)
Extreme scenario: I 0.041 0.191 ]
OS distribution —
Treatment effect
Generalised Gamma
(NMB = £47,684)

0.024 0.163 Dominant

0.029 0.161 Dominant

-2.906 -6.825 [

PFS -Independent Models
Generalised Gamma

(NMB: 77,527)

Subsequent treatment [ ] 0.036 ]0.119 Dominant '
scenario 2

Subsequent treatment [ ] 0.036 0.119 Dominant '
scenario 2a (50% VenR

and 50% Vmono)

Abbreviations: ERG: Evidence Review Group; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; ICER:
incremental cost-effectiveness ratio; LY: life year; NMA: network meta-analysis; NMB: net monetary benefit; OS:
overall survival; PAS: Patient Access Scheme; PFS: progression-free survival; QALY: quality-adjusted life-year;
TLS: tumour lysis syndrome; VenG: venetoclax with obinutuzumab.

B.3.8.4 Summary of sensitivity analyses results

The base case average probabilistic ICER is closely aligned with the base case deterministic
ICER for both populations. At the £30,000/QALY willingness to pay threshold typically applied in
NICE appraisals, VenG was found to have a greater than 90% probability of being the cost-
effective option in the base case, in both the non-del(17p)/TP53 and del(17p)/TP53 populations.

The scenario analysis demonstrated that VenG is consistently cost-effective when compared to
GCIlb or ibrutinib, with all but one scenario in each population (5-year time horizon for non-
del(17p)/TP53 mutation; and extreme OS and PFS results for del(17p)/TP53 mutation) resulting
in a positive net monetary benefit.
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B.3.9 Subgroup analysis

The subgroup of patients with del(17p)/TP53 mutation has been considered as a distinct
population, compared to patients without del(17p)/TP53 mutation. As such, the results for this
group have been presented in Sections B.3.6 and B.3.8.

No further subgroups were considered for this submission.

B.3.10 Validation

B.3.10.1 Validation of cost-effectiveness analysis

To ensure that the model was scientifically and clinically valid, four key steps were taken. Firstly,
following finalisation of the model specification, AbbVie organised an advisory board where the
model structure, key model assumptions, and associated inputs were discussed in detail with
experienced clinicians in the CLL space and health economists. Secondly, two consultants
familiar with the model used for relapsed/refractory CLL conducted a complete quality check of
the model using a pre-specified model QC template. Thirdly, two health-economic experts
reviewed the model and its underlying assumptions. Following their review, the model was
updated and the model challenges with regards to the OS predictions beyond the CLL14 trial
period were presented to a leading CLL clinician involved with the CLL trials. Lastly, following on
from the health economic expert validation of the final model, two clinical experts who had
previously participated in the advisory board provided their expert opinion based on clinical
practice on the model outcomes to help test the external validity of the model extrapolations.

B.3.10.2 Advisory board meeting

Based on the outcomes of the advisory board, key structural changes were made, in particular
surrounding the methods for extrapolating OS.

The following key advice from the advisory board was implemented in the model:

e Use of a partitioned survival model structure to model previously untreated CLL patients

e When choosing the extrapolation approach to consider evidence on long-term outcomes from
sources beyond the pivotal trial

o To take this suggestion into consideration, a targeted review was conducted to
identify recent and relevant clinical trials which could be used to validate the long-
term outcomes from the model. The CLL11 trial was identified as the key data
source of interest since the trial was specific to the patient population of interest and
also specific to the treatment arms of interest. The CLL11 trial provided 5 years of
follow up data

o0 To help make use of the data from the CLL11 trial, an approach previously adopted
in an accepted recent technological appraisal (TA343) was adopted.®” This approach
involved use of the PPS period

Furthermore, the following model parameters were validated during the ad-board:

e Resource use and costs validation:
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o0 Frequency and categories of resource use for pre and post-progression

o0 Addition of resource use categories not previously included for pre and post-
progression

e Adverse event cost validation

o0 Update of cost of treating one episode of adverse event
o Ultility and disutility validation

o Update of disutilities and duration of adverse events

e Practice level usage of standard |V versus rapid IV versus subcutaneous for rituximab (used
in the subsequent treatment mix).

e Practice level usage of standard IV versus rapid IV for obinutuzumab.

e For the indirect comparison sources versus ibrutinib in the del(17p)/TP53 population, two
papers were recommended which were reporting on the same trial.”" 72 These were further
taken into consideration during the network meta-analysis feasibility assessment

Based on the advice received the following steps were taken:

1. Atargeted review was conducted to identify recent and relevant trials for the patient population
most aligned with the CLL14 trial with longer follow-up data. Based on the targeted review the
CLL11 trial was the trial with the most recent and relevant patient population of interest with 5
year follow up data. Therefore, the CLL11 trial data was used to further validate the results
from the CLL14 extrapolations.

2. Resource use, cost, adverse event cost, disutility inputs were updated based on the
recommendations received from the advisory board.

B.3.10.3 Independent health economic expert validation

One expert identified two key internal minor issues with the model which did not significantly alter
the final results. These issues were the subsequent treatment cost calculation for venetoclax
monotherapy and the use of age-adjusted utility. These two issues were addressed in the final
version of the model.

In addition, the model formulas were simplified where possible without compromising the
structural integrity of the model.

Another expert did not identify any programming issues with the model. However, their
comments surrounding the time to event modelling methodology were taken into consideration.

B.3.10.4 Clinician expert validations

Based on advice from clinical experts, it was decided to select the log-logistic distribution as the
base case for the independent models for each treatment arm for the PFS.

In addition, the subsequent treatment line was informed by the suggestions of the clinical
validations.
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An excess mortality risk due to infections in previously untreated CLL patients following
progression were highlighted with the clinicians and this has been explored within a scenario.

Finally, all three clinicians agreed that the CLL11 follow-up trial data would not reflect the
innovative treatment regimens provided to subsequent treatment line patients in the previously
untreated patient population. Therefore, the overall survival rates seen from the CLL11 trial are
much lower compared to the CLL14 trial.

B.3.11 Interpretation and conclusions of economic evidence

B.3.11.1 Strengths of the analysis

For the non-del(17p)/TP53 population, the best source of evidence for the VenG arm and the
GClb arm was the CLL14 trial which includes the main comparator of prime relevance to the
NHS in England and Wales. The choice of survival models and distributions to extrapolate
beyond the trial period was made using validation from the recent external evidence for the
comparable patient population to CLL14 (the CLL11 trial). The results were validated by clinical
experts within the field of CLL while the health economic model was validated by two health
economic experts. Finally, the CLL14 trial is considered a well-conducted RCT with low risk of
bias and is therefore a robust source of evidence to inform the economic evaluation of this
decision problem.

B.3.11.2 Limitations and interpretation of clinical evidence

Demonstrating robust evidence about the long-term cost-effectiveness of VenG for the treatment
of previously untreated CLL patients is challenging for two reasons. Firstly, the CLL14 trial data
are immature; the median OS, PFS, and TTNT has not yet been reached. And secondly, there is
a lack of available data from the comparator studies for the comparison of ibrutinib vs VenG for
the del(17p)/TP53 population.

When the patterns observed in the CLL14 data are extrapolated, OS ends up being close to
background mortality since the OS curve is constrained to the hazards of background mortality.
Given that the CLL patients are older than 70 years of age and previously untreated patients are
healthier than relapsed and refractory patients, their likelihood of dying from other causes when
on treatment (i.e., reasons captured within background mortality) is probable and is supported by
clinical expert opinion.

In the absence of mature data from the CLL14 patient population, long-term OS results are
uncertain. To enable validation of the extrapolated results from the CLL14 patient population,
external evidence was used. Namely, the 5-year follow-up data from the CLL11 trial (as
suggested within the UK advisory board) was incorporated within a scenario. The CLL11 serves
as a pessimistic scenario since the post-progression period covered a time with limited
innovative treatment regimens, in contrast to those available more recently during the CLL14
trial. Therefore, the OS estimates are underestimated and poorly fit the VenG as well as the
GCIb treatment arms. The post-progression period from a relapsed and refractory patient
population were also applied within the model. The MURANO population and the ibrutinib
patients generated from the Warwick ERG NMA resulted in the OS curve in the model hitting
background mortality, since these patients were 10 years younger with better survival rates than
the CLL14 trial population. The ibrutinib arm from the RESONATE trial underestimated the OS
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curve for the CLL14 trial since considerably more patients in the RESONATE trial had the
del(17p)/TP53 genetic mutation adversely affecting survival outcomes. Therefore, the CLL14
trial, although with immature OS data, provides the closest estimates for the patient population
being modelled.

B.3.11.3 Conclusions

Previously untreated FCR/BR-unsuitable CLL patients without del(17p)/TP53 mutation receiving
VenG are estimated to incur costs of £ lland to accrue 6.837 QALYs, at list price, over a
30-year time horizon (£ land 6.837 QALYs at venetoclax PAS price). GClb is estimated
to incur higher costs and due to the faster disease progression to accrue fewer QALYs and is
therefore dominated by VenG. Probabilistic analysis shows that at a willingness to pay of
approximately £30,000, VenG has over [ ] probability of being the most cost-effective treatment.
For the population of patients with del(17p)/TP53 mutation, VenG is estimated to incur costs of
S0 accrue 2.991 QALYs, at list price, over a 30-year time horizon (£ llland
2.991 QALYs at venetoclax PAS price). Ibrutinib is estimated to accrue fewer QALY's and incur
higher cost and is therefore dominated by VenG.

As such, VenG represents the dominant and cost-effective option for the NHS across both
populations considered within this appraisal.
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Abbreviations

Abbreviation | Definition

AE Adverse event

BR Bendamustine with rituximab

Cl Confidence Interval

CLL Chronic lymphocytic leukaemia

CR Complete response

CRi Complete response with incomplete bone marrow recovery
EOT End-of-treatment

EQ-5D European Quality of Life 5 Dimensions
ERG Evidence Review Group

FCR Fludarabine, cyclophosphamide and rituximab
FUM Follow-up month

GClb Chlorambucil with obinutuzumab

HR Hazard ratio

HRQoL Health-related quality of life

1A Interim analysis

ICER Incremental cost-effectiveness ratio
ITT Intention-to-treat

v Intravenous

LYG Life years gained

MRD Minimal residual disease

NHS National Health Service

NICE National Institute for Health and Care Excellence
oS Overall survival

PAS Patient Access Scheme

PD Progressive disease

PFS Progression-free survival

PPS Post-progression survival

PSA Probabilistic sensitivity analysis

QALY Quality-adjusted life year

SAE Serious adverse event

TLS Tumour lysis syndrome

ToT Time on treatment

TTNT Time to next treatment

uMRD Undetectable minimal residual disease
VenG Venetoclax with obinutuzumab

WTP Willingness-to-pay
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A.1 Background

The company evidence submission (Documents A and B and an economic model) was made to
NICE on 29" October 2019. That submission was based on the August 2018 data cut-off of the
CLL14 trial: 28.1 months median follow-up time from randomisation, i.e. roughly one year off-
treatment (measured as last study treatment day to last day known to be alive). This addendum to
the company submission includes results from the August 2019 data cut-off of the CLL14 trial: 39.6
months median follow-up time from randomisation, i.e. approximately two years off-treatment. This
addendum to the company evidence submission is accompanied by a revised economic model

Since the original submission, the Committee for Medicinal Products for Human Use of the
European Medicines Agency granted positive opinion on 315t January 2020 for the following
indication: venetoclax in combination with obinutuzumab (VenG) is indicated for the treatment of
adult patients with previously untreated chronic lymphocytic leukaemia (CLL). Marketing
authorisation is anticipated in March 2020.

As with the original company evidence submission, two subpopulations, consistent with the NICE
final scope, are considered in this addendum (Table 1).

Table 1: Sub-populations considered in this addendum

Population Comparison | Rationale
Subpopulation 1: Patients | VenG vs e This subpopulation best reflects the cohort of the
with previously untreated GClb pivotal trial, CLL14

CLL, without del(17p)/TP53

mutation. with known e This subpopulation is consistent with NHS clinical

comorbidities that make practice; clinical experts treating patients with CLL in

them unsuitable for the UK NHS have confirmed that VenG would not be

treatment with FCR/BR used in patients suitable for fludarabine- or
bendamustine-based therapies

Subpopulation 2: Patients | VenG vs e This subpopulation is also reflected in the pivotal trial,

with prgviously untreated ibrutinib CLL14, where - of patients had the

gblt_ét\ilg;h del(17p)/TP53 monotherapy del(17p)/TP53 mutation

Abbreviations: BR: bendamustine with rituximab; CLL: chronic lymphocytic leukaemia; FCR: fludarabine,
cyclophosphamide and rituximab; GClIb: chlorambucil with obinutuzumab; NHS: National Health Service; VenG:
venetoclax with obinutuzumab.

Table 2 summarises the key updates to the initial submission included in this addendum.
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Table 2: Key updates included in this addendum

Clinical section Economic section

Updates based on the August The key changes made to the economic model are as follows:

2019 data cut-off have been e Update of all survival analyses for modelled outcomes (PFS, OS,
made to the following: TTNT) using individual patient level data from the August 2019

e Patient disposition data cut-off

* Investigator-assessed PFS | 4  ypdate of CLL14 patient allocation, and corresponding baseline

¢ MRD information, to either of the two modelled populations (with

e OS del(17p)/TP53 mutation or without)

e Duration of response e Update of HRs as generated from the naive comparison to

e EFS ibrutinib data from relevant literature sources (changes only apply

« TINT to the del(17p)/TP53 mutation model population)" 2

e Update of the time-on-treatment information as per the August
e  Subgroup analyses

2019 data cut-off
e Update of modelled serious treatment-emergent AEs, which had

an incidence of 21% in the key trial arms for each included
e AEs treatment

¢ Unadjusted naive indirect
comparison

Changes made to the economic model apply to both modelled populations, del(17p)/TP53 and non-del(17p)/TP53,
unless stated otherwise.

Abbreviations: AEs: adverse events; EFS: event-free survival; HRs: hazard ratios; MRD: minimal residual disease;
OS: overall survival; PFS: progression-free survival; TTNT: time-to-next treatment.

Overall, with longer follow-up off-treatment, compelling efficacy results continue to be observed with
VenG, in addition to a safety profile that continues to be manageable, predictable and consistent
with the known safety profile of both agents.

The updated economic analyses demonstrate that, at list price, VenG dominates relevant
comparators and is cost-effective at the threshold of £20,000-£30,000 per QALY gained in both the
del(17p)/TP53 and non-del(17p)/TP53 mutation populations. The probabilistic results are broadly in
line with the deterministic results showing that VenG is dominant versus both chlorambucil with
obinutuzumab (GClb) and ibrutinib.

In conclusion, the evidence presented in this addendum suggests that VenG can increase the range
of effective treatment options available to treat CLL in both patients with and without del(17p)/TP53
mutation, providing a valuable alternative to current first-line treatment options. Furthermore, VenG
has the potential to provide substantial health-related benefits in the form of a fixed-duration
chemotherapy-free treatment, with a manageable side effect profile. This enables a significant
proportion of patients to experience prolonged times without therapy, reducing the overall cost
burden of treatment.
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A.2 Clinical effectiveness

A.2.1 Overview of results

At the latest data cut-off (August 2019) of the CLL14 trial, the median follow-up time from
randomisation was 39.6 months and the median duration of off-treatment follow-up (i.e. last study
treatment day to last day known to be alive) was 29.3 months. Please note that the August 2019
data cut-off only includes investigator assessed outcomes. In addition, overall response and
complete response (CR), which were presented as part of the initial submission to NICE, were only
assessed at end of treatment, and as such are not included in the updated data cut or economic
evaluation and are therefore not presented in this addendum.

A comparison of the key results from the CLL14 August 2018 data cut-off versus the August 2019
data cut-off is presented in Table 3. Based on the August 2019 data cut-off, compelling efficacy
results continue to be observed with VenG, in addition to a safety profile that continues to be
manageable, predictable and consistent with the known safety profile of both agents. The median
progression-free survival (PFS) in the VenG arm was not reached (. events of progression or death
in 216 patients; [Jl]). The median PFS in the GCIb arm was 35.6 months (JJJj events in 216
patients; [l 95% confidence interval [CI]: | NNEEl). The risk of disease progression or death
was reduced by 69% (stratified hazard ratio [HR] 0.31; 95% CI: 0.22, 0.44; descriptive p<0.001) for
patients in the VenG arm; this observed risk reduction is consistent with the observation at the time
of the primary cut-off date (August 2018; Table 3). The Kaplan—Meier estimates for PFS at 3 years
(36 months) post-randomisation remained high in the VenG arm (81.9%) compared to the GCIlb arm
(49.5%).

The median overall survival (OS) was not reached in either arm: . patients (-) in each
treatment arm had died. There was no evidence of a difference in OS between arms (HR 1.03; 95%
Cl: 0.60, 1.75; p=0.92). Interestingly, the number of patients who went on to receive second-line
treatments after disease progression was nearly || | | | | | BBNEEEE i~ the GCIb arm (] patients
) than in the VenG arm (] patients [Jlll). The most common second-line treatment received
was
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Table 3: Summary of results from the CLL14 trial

August 2018 data cut (28.1 months
median follow-up)

August 2019 data cut (39.6 months
median follow-up)

VenG (N=216) ‘ GClb (N=216) VenG (N=216) GClIb (N=216)
Investigator-assessed PFS
Median PFS, months (95% ClI) Not reached Not reached Not reached 35.6 (INGEGEGEGEGN)
Events, n (%) 30 (13.9) 77 (35.6) [ ] [

Stratified analysis, HR (95% CI)

0.35 (0.23, 0.53; p<0.0001)

0.31 (0.22, 0.44; descriptive p<0.001)

Kaplan—Meier estimate at 2 years (24 months), %

88.2

64.1

Kaplan—Meier estimate at 3 years (36 months), %

oS

Median OS, months (95% CI)

Not reached

Not reached

Not reached

Not reached

Deaths, n (%)

20 (9.4)

17 (8.0)

Stratified analysis, HR (95% CI)

1.24 (0.64, 2.40; p=0.5216)

1.03 (0.60, 1.75; p=0.92)

uMRD

3 months after treatment completion

18 months after treatment completion

Peripheral blood, % 75.5 ‘ 35.2 47.2 ‘ 7.4
. . . . 5 5
gll];ference in uMRD in perlpheral blood, % (95A) 40.3 (31.5’ 49.1; p<0.0001) 398 _
Bone marrow, % 56.9 ‘ 171 No bone marrow samples collected at 18
months

Difference in uMRD in bone marrow, % (95% CI)

39.8 (31.3, 48.4; p<0.0001)

CRR

3 months after treatment completion

CR, n (%) 99 (45.8) 47 (21.8)
CRi, n (%) 7 (3.2) 3(1.4)
Combined response (CR+CRi), n (%) 107 (49.5) 50 (23.1)

Difference in CRR, % (95% CI)

26.4 (17.4, 35.4; p<0.0001)

These data were only collected at the EOT
assessment

Abbreviations: Cl: confidence interval; CR: complete response; CRi: complete response with incomplete bone marrow recovery; CRR: complete response rate;
EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; ITT: intention-to-treat; OS: overall survival; PFS: progression-free survival;

uMRD: undetectable minimal residual disease; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Primary Clinical Study Report)® (August 2018 data cut: 28.1 months follow-up); AbbVie Data on File (CLL14 Clinical Study
Report Supplement)* (August 2019 data cut: 39.6 months follow-up).
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A.2.2 Patient Disposition

A full consort diagram of the study population flow is provided in Figure 1.

Figure 1: Patient disposition at the August 2019 clinical cut-off date

Dashed lines indicate flow of patients who discontinued one or both components of treatment and subsequently
entered post-treatment follow-up. In the VenG arm, death of is recorded on the study completion/early
discontinuation form only and not on the death case report form; therefore, thir is not counted in
the number of deaths in the ITT or safety population. In the GClb arm, died before study drug
administration, so is included in the ITT population, but not the safety population; therefore, this
is not counted in the number of deaths in the safety population.

@ Obinutuzumab or chlorambucil, although obinutuzumab administered first per protocol.

b Obinutuzumab or venetoclax, although venetoclax not scheduled until Day 22 of Cycle 1.

¢ Obinutuzumab and chlorambucil.

4 Obinutuzumab and venetoclax.

¢ All patients who received treatment and did not discontinue the study within 30 days of last exposure were
considered as having entered post-treatment follow-up.

f Date as of current clinical cut-off data of August 2019.

Abbreviations: GClb: chlorambucil with obinutuzumab; tx: treatment; VenG: venetoclax with obinutuzumab; w/d:
withdrawal.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A.2.3 Investigator-assessed PFS

As of the August 2019 clinical cut-off date, all patients had been off-treatment for a median of
B ool i the VenG arm and [ (-anoe: ) in the GCIb
arm. After a median follow-up of 39.6 months (range: [, the investigator-assessed PFS
was significantly higher in patients in the VenG arm (] events in 216 patients including [Jj with
progressive disease [PD] and [} deaths without PD) than in patients in the GCIb arm (Jjj events
in 216 patients including [ PDs and [} deaths without PD; HR 0.31 [95% CI: 0.22, 0.44];
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descriptive p<0.001, stratified log-rank test). The number of patients with PFS events on or after
treatment is [l in the VenG arm (Jll]) when compared to the GCIb arm (i) (Table
4).

Table 4: Investigator-assessed PFS results at the August 2019 clinical cut-off date

Kaplan—Meier estimates

PFS 1 PFS 2 PFS 3
Events,n | HR (95% | Stratified | Pre-specified Year Year Year
(%) Cl) p value IA boundary (%) (%) (%)
i | M | o Bl | ss2 | 819
(0.22, <0.001 p=0.0009
3\8516) I 0.44) [ ] 64.1 495

‘Il PD and [l deaths; ] PD and [} deaths.

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; IA: interim
analysis; PD: progressive disease; PFS: progression-free survival, VenG: venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

Investigator-assessed PFS results are presented in Table 4. Median PFS was 35.6 months (95%
Cl: ) i the GCIb arm but was not reached in the VenG arm. However, the
improvement seen in PFS was statistically significant and clinically meaningful. As can be seen
in Table 4, a high proportion (81.9%) of patients in the VenG arm remained progression free after
36 months, compared with 49.5% of patients in the GClb arm.

The Kaplan—Meier plots show separation of the curves in favour of VenG after 6 months, which
was maintained over time, based on 39.6 months follow-up (Figure 2).

Figure 2: Kaplan—Meier plot of investigator-assessed PFS
100

80
60

40

Progression-Free Survival

20

GClb (N=216)
------- WVEN+G (N=216)
Censored
0
No. of Patients at Risk
GCB| 216 201 194 190 184 166 153 141 129 123 17 113 69 54 1 5
VEN+G 216 200 195 195 192 188 183 179 176 173 167 162 o7 79 23 8
Day 1 6 Months 12 Months 18 Months 24 Months 30 Months 36 Months 42 Months 48 Months

Time {month}

Abbreviations: GCIb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).
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A.2.4 Minimal residual disease (MRD)

Following EOT, no additional bone marrow samples were collected and MRD was assessed in
peripheral blood every 3 months through 18 months post-treatment and then every 6 months. As
of the August 2019 clinical cut-off date, undetectable MRD (uMRD) rate in peripheral blood
continues to be higher in the VenG arm compared with the GClb arm (Figure 3). At the 18-month
follow-up visit, uMRD in peripheral blood was 47.2% in the VenG arm and 7.4% in the GCIb arm.

The difference in uMRD rates was [l (95% c!: | Iz T

Figure 3: uMRD rates in peripheral blood over time*

Venetoclax- Chlorambucil-
Obinutuzumab Obinutuzumab
60% -
2 N N N o) o 4 o %
AP k,\’ \\\‘é\ \:\\‘& \\h:\ ® \ \\\'» "%Q & \\b \\'\\ \\\\ ﬂ\\ ‘\‘l\\ %\\4\\ \'\\“\1

P | 3 < \ \’ \«9 & \' <

Patients off treatment Patients off treatment

O uMRD (<10 HEMRD +

Abbreviations: EOT: end-of-treatment; FUM: follow-up month; MRD: minimal residual disease; PD: progressive
disease; uMRD: undetectable minimal residual disease.

*the number of missing samples increased through FUM 24

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A.250S

BMPD/Death M Withdrawn E Missing

As of the August 2019 clinical cut-off date, a total of ] randomised patients had died; [} patients

() in the VenG arm and ] patients (Jlf) in the GCIb arm (I died prior to

receiving any treatment). The median OS was not reached in either arm and there was no
evidence of difference in OS between the two arms. OS results are presented in Table 5 and the
corresponding Kaplan—Meier plot is provided in Figure 4.

Table 5: OS results (interim analysis) at August 2019 clinical cut-off date

Events HR Stratified | Pre-specified Kaplan—Meier estimates
n(%) |(95%Cl | pvalue | |Aboundary | o954 [ o0s2 | o0s3
Year (%) | Year (%) | Year (%)
Nore | NN | 103 Bl | o8 | 889
GClo (0.60, 0.92 p=0.007
n=21¢) | NN | 175) I 93.3 88.0
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Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; IA: interim analysis; HR: hazard
ratio; OS: overall survival; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

Figure 4: Kaplan—Meier plot of OS
100 ey

80

60

Overall Survival

40

20

GClb (N=216)
------- WVEN+G (N=216)
Censored
V]
Mo. of Patients at Risk
GCB| 216 212 206 203 201 159 198 157 194 192 188 187 170 121 71 24
VEN+G 216 205 20 200 198 197 193 191 189 189 128 184 169 10 65 29
Day 1 & Months 12 Months 18 Months 24 Months 30 Months 36 Months 42 Months 48 Months

Time (month)

Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with
obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A.2.6 Duration of response

As of the August 2019 clinical cut-off date, duration of response was ||l in the VenG arm

compared with the GCIb arm (stratified: HR i, 95% C!: | EEEE; descriptive ).

The median duration of response was || ] in the VenG arm compared with [ Gz
in the GClb arm. Kaplan—Meier estimates for duration of response were [} and [l at 36

months in the VenG and GCIb arms, respectively.

The Kaplan—Meier plots showed

N \hich wass maintained over

time (Figure 5).
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Figure 5: Kaplan—Meier plot of duration of response

Abbreviations: GClb: chlorambucil with obinutuzumab; VenG: venetoclax with obinutuzumab.
Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A.2.7 Event-free survival (EFS)

As of the August 2019 clinical cut-off date, the median EFS was ||| ] I ir the VenG arm
compared with || Bl in the GCIb arm. Patients treated with VenG show [l duration of
EFS and I risk of having an EFS event (progression, death or start of new anti-CLL

therapy) than GClb (stratified: HR [}, 95% C!: | R, descriptive [N

Over time, the VenG arm showed [l rates of EFS than GClb — Kaplan—Meier estimates for
EFS were % and % at 36 months in the VenG and GClb arms, respectively.

The corresponding Kaplan—Meier plot is provided in Figure 6.

Figure 6: Kaplan—Meier plot for EFS
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Abbreviations: EFS: event-free survival; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with
obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A.2.8 Time-to-next treatment (TTNT)

As of the August 2019 clinical cut-off date, ] patients in the GCIb arm and [} patients in the
VenG arm had started a new anti-leukemic therapy or had died before initiating a new therapy.
The risk of starting a new treatment was reduced in the VenG arm compared with patients in the
GClb arm (stratified: HR 0.51; 95% CI: 0.34, 0.78) (Table 6).

Table 6: Summary of TTNT results at August 2019 clinical cut-off date

Patients with Earliest contributing event, n HR
event, New anti-leukemic Death* (95% CI)
n (%) treatment
VenG
(N=216) I I | 0.51
GClb (0.34, 0.78)
(N=216) I | |

*The number of deaths recorded in this analysis is lower than the total for the August 2019 data cut because
some patients had begun a new anti-CLL treatment prior to death, and it is the earliest event that counts here.
**One patient in the VenG arm, who received new antileukemic treatment was censored at Day 1 because the
patient was randomised but did not receive study treatment before discontinuing from the study. The censored
count is therefore ], while the ITT count is [}

Abbreviations: Cl: confidence interval; GClb: chlorambucil with obinutuzumab; HR: hazard ratio; TTNT: time-to-
next treatment; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

The median time to new anti-CLL treatment was not reached in either treatment arms. The
difference in time to new anti-CLL treatment between the VenG arm and GClb

I - time point analysis at 12 months was [l in the VenG

arm and [l in GCIb arm, i} in the VenG arm and i} in the GCIb arm at 24 months, and
84.5% in the VenG arm and 72.2% in the GClb arm at 36 months.

The Kaplan—Meier plots showed separation of the curves in favour of VenG around 15 months,
which was maintained over time (Figure 7).
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Figure 7: Kaplan—Meier plot for TTNT
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Abbreviations: Cl: confidence interval; EOT: end-of-treatment; GClb: chlorambucil with obinutuzumab; HR:
hazard ratio; TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

As of the August 2019 clinical cut-off date, a |JJJJli] proportion of patients in the VenG arm

() compared with the GClb arm () received new anti-CLL treatment

after or before disease progression. [JJj patients who received new anti-CLL treatment received

it JJll disease progression (I of patients and | of patients in the

VenG and GClb arms, respectively).

In the VenG arm, after disease progression, J] patients had received ibrutinib and | patients had
received other treatments; [J] patients have received venetoclax as new anti-CLL treatment. In
the GClb arm, after disease progression, ] patients had received ibrutinib alone or in
combination, I patients had received venetoclax alone or in combination; the remaining
treatments received by more than one patient after disease progression were bendamustine with
rituximab (BR) (] patients), R-CHOP (rituximab/cyclophosphamide/doxorubicin/vincristine/
prednisone; |] patients), and rituximab (JJ patients).

A.2.9 Subgroup analyses

Pre-specified subgroup analyses of the primary endpoint of investigator-assessed PFS were
performed to evaluate internal consistency of the primary efficacy analysis and to determine
whether baseline clinical characteristics or molecular features had an impact on the efficacy of
VenG compared with GClb. Some of the included subgroups are presented in Table 7.

Table 7: Pre-planned subgroups for PFS

Variable Comparison

Age <75 years vs 275 years

Gender Male vs female

Binet stage at screening A B, C

Cytogenetic subgroups Del(17p), del(11q), trisomy 12, no abnormalities,
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del(13q)

TP53 deletion and/or mutation Present vs not present

IGHV mutational status Unmutated vs mutated

Abbreviations: del(11q): chromosome 11q deletion; del(13q): chromosome 13q deletion; del(17p): chromosome
17p deletion; IGHV: immunoglobulin heavy-chain variable region; PFS: progression-free survival.
Source: Fischer et al. 2019°

As of the August 2019 clinical cut-off date, consistent improvements in investigator-assessed
PFS were observed in patients treated with VenG in major clinical and biologic subgroups
including high-risk and low-risk as well as young and older patients. A summary forest plot of the
investigator-assessed PFS subgroup analyses for the subgroups described in Table 7 is
presented in Figure 8.

Figure 8: Investigator-assessed PFS by prognostic subgroup at August 2019 clinical cut-
off date (unstratified analysis)

Abbreviations: CI: confidence interval; del(11q): chromosome 11q deletion; del(13q): chromosome 13q deletion;
del(17p): chromosome 17p deletion; GCIb: chlorambucil with obinutuzumab; IGHV: immunoglobulin heavy-chain
variable region; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

Cytogenetic subgroups

Patients with a del(17p)/TP53 mutation have been observed to have significantly inferior disease
response, duration of response and OS on standard CLL treatments.® 7 As such, they are
considered as high-risk patients with a significant unmet need for new treatment options. For
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patients with del(17p), the primary outcome of investigator-assessed PFS for VenG compared
with GCIb was consistent with that of the overall trial population (HR [l 95% C!: | EEEGEGzNR
compared with HR Jl}; 95% C!: ). The same was also observed for patients with
TP53 deletion and/or mutation (HR [Jl; 95% C!: | EGzGzGzGzGNG).

As of the August 2019 clinical cut-off date, VenG statistically significantly improved investigator-
assessed PFS compared with GClb, independent of immunoglobulin heavy-chain variable region
(IGHV) mutational status (HR [}, 95% C!: I in the unmutated IGHV subgroup
compared with HR [Jlll; 95% C!: I in the mutated IGHV subgroup).

These results demonstrate that VenG consistently outperforms GClb, even within high-risk
patient subgroups, providing clinically meaningful improvements in PFS in all populations,
including those with few treatment options currently available to them.

A.2.10 Meta-analysis and indirect and mixed treatment
comparisons

As discussed in section B.2.8 of the original submission, a meta-analysis was not feasible for the
comparison of VenG and ibrutinib in the del(17p)/TP53 mutation population. An update of the
naive indirect comparisons is presented.

A.2.10.1 Unadjusted naive indirect comparison (Mato et al. 2018)?

In this section, unstratified Cox regression models were applied to estimate the relative
effectiveness, in terms of PFS and OS, of VenG versus ibrutinib in CLL patients with
del(17p)/TP53 mutation, using data from the CLL14 trial (August 2019 clinical cut-off) and data
from the Mato et al. publication.? * The same methodology as applied in the original submission
is utilised here, with the results updated to incorporate the August 2019 clinical cut-off data.

Alignment of inclusion/exclusion criteria

A comparison is made between the Mato et al. and the CLL14 trial.> 4 The inclusion/exclusion
criteria between the CLL14 trial and the Mato publication are not the same, patients may exist in
the CLL14 who would never have been eligible to compare Mato et al., and hence may
contribute bias to the results. Therefore, these patients were removed from the IPD before
proceeding with the comparison process. This led to a sample size of 25 patients for the VenG
arm that were naively compared to 110 patients from the Mato publication for the Ibrutinib arm

Unadjusted HR of PFS

Error! Not a valid bookmark self-reference. and Figure 9 present the results for PFS
comparing ibrutinib versus VenG in previously untreated CLL patients with del(17p)/TP53
mutation. The naive comparison estimates a HR of 0.660 (95% CI: 0.270, 1.615). However, the
results are not statistically significant (log rank test: p=0.363) with very wide Cls, which suggest
that the ‘true’ effect ranges from ibrutinib having superior PFS compared with VenG to VenG
having superior PFS compared with ibrutinib. These key factors lead to the conclusion that the
point estimate cannot be considered reliable or robust, alongside the fact that the proportional
hazards assumption does not hold (curves cross; Figure 9).
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Table 8: Unadjusted HR of PFS between ibrutinib (Mato et al. study) and VenG

Treatment Unadjusted HR Cl 2.5% C197.5% p value
Ibrutinib
(VenG reference) 0.660 0.270 1.615 0.363

Abbreviations: Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival, VenG: venetoclax with
obinutuzumab.

Figure 9: Unadjusted HR of PFS between ibrutinib (Mato et al. study) and VenG (CLL14)

Abbreviations: HR: hazard ratio; IBR: ibrutinib; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

Unadjusted HR of OS

Table 9 and Figure 10 present the results for OS comparing ibrutinib versus VenG in previously
untreated CLL patients with del(17p)/TP53 mutation. The naive comparison estimates a HR of
0.841 (95% ClI: 0.301, 2.352). However, similar to the PFS comparison, the results are not
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statistically significant (log rank test: p=0.741) with very wide Cls. This again indicates that the
point estimate cannot be considered reliable or robust.

Table 9: Unadjusted hazard ratio of OS between ibrutinib (Mato et al. study) and VenG

Treatment Unadjusted HR Cl 2.5% Cl 97.5% p value

Ibrutinib

VenG (reference) 0.841 0.301 2.352 0.741

Abbreviations: Cl: confidence interval; HR: hazard ratio; OS: overall survival; VenG: venetoclax with
obinutuzumab.

Figure 10: Unadjusted HR of OS between ibrutinib (Mato et al. study) and VenG

Abbreviations: HR: hazard ratio; IBR: ibrutinib; OS: overall survival; VenG: venetoclax with obinutuzumab.

A.2.10.2 Unadjusted naive indirect comparison (Ahn et al. 2018)’

In this section, unstratified Cox regression models were applied to estimate the relative
effectiveness, in terms of PFS and OS, of ibrutinib versus VenG in previously untreated CLL
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patients with del(17p)/TP53 mutation, using data from the CLL14 trial and Ahn et al. 2018."-4 The
same methodology as applied in the original submission is utilised here, with the results updated
to incorporate the August 2019 clinical cut-off data.

Alignment of inclusion/exclusion criteria

Firstly, patients without del(17p)/TP53 mutation were excluded, reducing the sample size of the
population of interest to 25 for the VenG arm from the CLL14 trial and 34 for the ibrutinib arm
from Ahn et al. Note that Ahn et al (2018), did not report on the required matching variables,
including age, for the treatment-naive del(17p)/TP53 mutation population. Therefore, the 34
patients in the ibrutinib arm could have better prognostic features, such as being younger in age
or having fewer comorbidities, factors which we couldn’t account for in presented analyses but
are expected to impact relative efficacy between arms.

Unadjusted HR of PFS

Table 10 and Figure 11 present the results for PFS comparing ibrutinib versus VenG in
previously untreated CLL patients with del(17p)/TP53 mutation. The naive comparison estimates

a HR of |l 95% Cc!: ) ). Ho\ever, no conclusions can be drawn as
patient numbers in each arm are low and important prognostic features, such as age and
comorbidities, have not been adjusted for.

Table 10: Unadjusted HR of PFS between VenG and ibrutinib (Ahn et al. study)

Treatment Unadjusted HR Cl 2.5% Cl197.5% p value
Ibrutinib
(VenG reference) . . . .

Abbreviations: Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.
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Figure 11: Unadjusted HR of PFS between VenG and ibrutinib (Ahn et al. study)

Abbreviations: Cl: confidence interval; HR: hazard ratio; IBR: Ibrutinib; PFS: progression-free survival; VenG:
venetoclax with obinutuzumab.

Unadjusted HR of OS

Table 9 and Figure 10 present the results for OS comparing ibrutinib versus VenG in previously
untreated CLL patients unsuitable for fludarabine, cyclophosphamide and rituximab (FCR)/BR
with del(17p)/TP53 mutation. The naive comparison estimates a HR of [JJli] (95% C!:
B Hovever, the results are not statistically significant (log rank test: p = 0.132), with
wide Cls.

Table 11: Unadjusted HR of OS between VenG and ibrutinib (Ahn et al. study)

Treatment Unadjusted HR Cl 2.5% Cl 97.5% p value
Ibrutinib
VenG (reference) . . . .
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Abbreviations: CIl: confidence interval; HR: hazard ratio; OS: overall survival; VenG: venetoclax with
obinutuzumab.

Figure 12: Unadjusted HR of OS between VenG and ibrutinib (Ahn et al. study)

Abbreviations: Cl: confidence interval; HR: hazard ratio; IBR: ibrutinib; OS: overall survival; VenG: venetoclax
with obinutuzumab.
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A.2.11 Adverse events (AES)

As of the August 2019 clinical cut-off date, after an additional 12 months of follow-up, [ l}
additional fatal AEs were observed in both arms, while ] additional and [} additional drug-
related serious AEs (SAEs) were observed in the GClb arm and VenG arms, respectively (Table
12).

Table 12: Overview of AEs (safety evaluable population)

August 2018 data cut August 2019 data cut
Category, n (%) GCIlb VenG GClb VenG
gory, n (% (N=214) (N=212) (N=214) (N=212)

Total number of deaths (all
deaths)*

Total number of patients with =1
AE I
I

Total number of patients with 21 event

AE with fatal outcome

SAE

]
]
I ]
] ]
Related SAE I I
] ]

Grade 3/4 AE (at greatest
intensity)

Any minor changes in numbers are likely due to data cleaning or administrative updates.
*In the GClb arm, in the ITT population died; therefore, the number of deaths in the safety
population is than in presentations of the ITT population. In the VenG arm, | EGTcTzNEEIG is ot

represented in this display of events. Death was specified on the study completion/early discontinuation form;
however, is not included in other presentation of deaths. No further details of death are available for

Abbreviation-s: AE: adverse event; GCIb: chlorambucil with obinutuzumab; SAE: serious adverse event; VenG:
venetoclax with obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).

A review of the updated AEs, regardless of severity or relationship to study drug, revealed
B i the number of patients with most frequently reported AEs (neutropenia, infusion
related reaction, thrombocytopenia, diarrhoea, nausea, pyrexia, anaemia, fatigue, cough,
constipation, and headache), defined as events occurring in 210% of patients, in the VenG arm.
There was [ ir the total number of TEAEs reported in the post-treatment period (=29
days after last dose of venetoclax).

SAEs
The frequency of patients with SAEs was numerically [l in the VenG arm (I}

patients|ll]) compared with the GCIb arm (] patients | ).

Of the frequently reported events, || | | BB patients in the VenG arm had an SAE of
I thesc events occurred in the post-treatment period. Other minor changes in
frequency of events (e.g. | patient with an event of |l in the VenG arm) were
noted in the current dataset, which are likely due to data cleaning activities.

The most common SAE in both treatment arms during the post-treatment period was _

(I i the VenG arm; I i the GCIb arm); [l are new in the

VenG arm and [} are new in the GCIb arm. [ and [} new events of [} were also
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reported since the primary clinical cut-off date in the VenG and GClb arms, respectively. All other
new events since the primary clinical cut-off (August 2018) date were

Table 13: Overview of SAEs reported in >1 patient in either treatment group during the
post-treatment period (safety evaluable population)

VenG (N=202) | GClb (N=208)

a b

=1 SAE during the post-treatment period — no. of patients (%)

SAEs reported in >1 patient in any treatment group during the post-treatment period — no.
of patients (%)

Infections and infestations

Pneumonia

Sepsis

Respiratory tract infection

Blood and lymphatic system disorders

Febrile neutropenia ‘

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

<

Prostate cancer ‘

Nervous system disorders

Cerebral ischaemia ‘

Cardiac disorders

Atrial fibrillation

Cardiac failure

Myocardial infarction

Respiratory, thoracic and mediastinal disorders

Chronic obstructive pulmonary disease ‘

Metabolism and nutrition disorders

Dehydration ‘

Vascular disorders

Hypertension ‘

Ear and labyrinth disorders

Vertigo ‘ |

2 In the VenG arm, incidence of events during the combination period and single agent treatment period was
and |, respectively.

b In the GClb arm, incidence of events during the combination period and single agent treatment period was
and . respectively.

Abbreviations: GCIb: chlorambucil with obinutuzumab; SAE: serious adverse event; VenG: venetoclax with

obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months

follow-up).

Patient deaths

As of August 2019, in the ITT population, there were [} deaths in the GCIb arm ([ died
prior to receiving treatment) and B in the VenG arm; | additional deaths were reported in the
VenG arm since the previous August 2018 data cut-off, and | for GCIb The reasons for death
are outlined in Table 14. Fatal AEs occurred in [ patients (Jilij in the VenG arm and |}
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patients (JJJlij in the GCIb arm. Death due to PD occurred in || patients (JJilf) in the VenG arm

and ] patients (Jili)) in the GCIb arm.

Table 14: Reasons for death (ITT population)

Number of patients, n (%)

VenG

—_—
<
1l
N
-
(=]
—

GClb

—_—
P4
1l
N
-—
(=2)
~—

Death

AE

Acute myeloid leukaemia

Bladder cancer

Cardiac arrest

Cardiac failure

Cerebral ischaemia

Cerebrovascular accident

Encephalitis

Immune thrombocytopenic purpura

Metastatic malignant melanoma

Myelodysplastic syndrome

Myocardial infarction

Pancreatic carcinoma metastatic

Pneumonia

Pneumonia fungal

Pulmonary embolism

Renal failure

Sarcoma of skin

Sepsis

Septic shock

Skin squamous cell carcinoma metastatic

Squamous cell carcinoma of skin

Upper gastrointestinal haemorrhage

Urosepsis

Disease progression

Other®

Infection’

Cardiogenic shock and septic®

Natural cardiac death

Patient died suddenly"

Respiratory sepsis’

Richter's transformation of CLL, unstable diabetes and DKA,
multiple resistant infections, liver impairment"

Sepsish

Unknownh
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*Indicates death is new in the August 2019 data cut. These deaths each occurred >1 year following the last dose
of study treatment. If there was another event reported in the same category in the primary CSR, additional

details are provided in the footnotes below.
a * in the VenG arm is not represented in this display of events. Death was only specified on

the study completion/early discontinuation form for . No further details of death are available for

b n the VenG armf of the fatal events of sepsis is new in the August 2019 data cut.

¢In the GClb arm, § of the fatal events of septic shock is new in the August 2019 data cut.

d In the August 2019 data cut, ] and J] additional deaths due to disease progression were reported in the VenG
and GClb arms, respectively. In the VenG arm, J] of the deaths due to disease progression was reclassified by
the investigator from a fatal event of infection during data verification.

¢ Patients in the 'Other' category had "death" specified as a reason for study discontinuation and the cause of
death reported on the death case report form is shown in the table. 1 of these patients had fatal AEs. [}
deaths occurred 2100 days after the last dose of study treatment. in each treatment arm had

discontinued study drug due to an AE prior to the event of death; details are provided in subsequent footnotes.

Abbreviations: AE: adverse event; GClb: chlorambucil with obinutuzumab; VenG: venetoclax with
obinutuzumab.

Source: AbbVie Data on File (CLL14 Clinical Study Report Supplement)* (August 2019 data cut: 39.6 months
follow-up).
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A.3 Cost effectiveness

This addendum to the already submitted economic evaluation of VenG in previously untreated
CLL uses newer cut-off data from the main pivotal trial (CLL14; August 2019). This additional
data was incorporated into the model version with the title “[B2] [B7] [B8] ID1402
(ACIC)_VenG_CLL_NICE Economic Model”, which was previously shared with NICE in response
to the Evidence Review Group’s (ERG) clarification questions. The model updates, with
reference to specific NICE submission sections, are explained in detail below.

1. Update of all survival analyses for modelled outcomes (PFS, OS, TTNT) using individual
patient level data from the CLL14 August 2019 data cut. Changes were applied to both modelled
populations (with del(17p)/TP53 mutation or without).

2. Update of CLL14 patient allocation, and corresponding baseline information, to either of
the two modelled populations (with del(17p)/TP53 mutation or without).

3. Update of HRs as generated from the naive comparison to ibrutinib data from relevant
literature sources.’ 2 Changes only apply to the del(17p)/TP53 mutation population.

4. Update of the time-on-treatment information as per the August 2019 data cut. Changes
were applied to both modelled populations (with del(17p)/TP53 mutation or without).

5. Update of modelled serious treatment emergent AEs which had an incidence of 21% in
the key trial arms for each included treatment. Changes were applied to both modelled
populations (with del(17p)/TP53 mutation or without).

A.3.1 Overview of economic model results

The same methodology as applied in the original submission is utilised here (refer to section B.3
of the original submission for details). Table 15 summarises the results of the updated economic
model, based on analyses of the CLL14 August 2019 data cut.

Table 15 — Overview of updated economic model results

Section Results
Survival e The survival models utilised in the original submission were utilised here, except
analyses for the TTNT extrapolation, which used an independent (log-logistic) model

applied to CLL14 data for both the VenG and GCIb arms (the original
submission used an independent, Weibull model)

Base case e Similar to the original model results, VenG dominated GClb in the deterministic
analysis: non- analysis
del( 7.p)/TP53 e The key driver of relative cost-effectiveness was the difference in PFS, with a
mOUtif'a(f[ir; N larger proportion of patients remaining progression free in the VenG arm
pop compared with the GClb arm
e The estimated duration of PFS is - years and - years for VenG and
GClb, respectively
e As aresult, the costs of post-progression health state, driven by costly second
line innovative therapies, were significantly higher in the GClb arm
Base case e Similar to the original model results, VenG was cost-effective versus ibrutinib in
analysis: the deterministic analysis
del(17p)/TP53
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mutation e The driver of the ICER values was ibrutinib costs resulting from the treat-to-
population progression regimen, with a mean treatment duration of 1358 days, compared to
the fixed-treatment duration for VenG, of 316.14 days

Sensitivity Similar to the original model results:

analyses e Probabilistic ICERs were similar to deterministic ICERs (remaining dominant and
cost-effective in the non-del(17p)/TP53 and del(17p)/TP53 populations
respectively), whilst all scenarios tested found VenG to remain cost-effective
(mostly dominant), save for unrealistically short model time horizons,
demonstrating that ICERs were relatively stable to changes in the methods for
survival analysis

e As expected, deterministic sensitivity analyses on extreme parameter values
found the model to be most sensitive to estimates of age and PPS and PFS
utility values

e The scenario analysis demonstrated that VenG is consistently cost-effective

when compared to GCIb or ibrutinib, with all but one scenario in each population
resulting in a positive NMB at £30,000/QALY

Conclusions Similar to the original model results:

e Results of the base case analysis show that VenG is a cost-effective option at
£30,000/QALY in the deterministic and probabilistic analyses

e Probabilistic sensitivity analyses were consistent with the deterministic results,
showing a [} probability of being cost-effective in both the non-del(17p)/TP53
and del(17p)/TP53 mutation populations at the threshold of £30,000/QALY
gained

e Deterministic and probabilistic sensitivity analyses, and additional scenario
analyses, demonstrated that the model results and conclusions were robust to
input range and assumption changes

Abbreviations: GClb: chlorambucil with obinutuzumab; ICER: incremental cost-effectiveness ratio; NMB: net
monetary benefit; OS: overall survival; PFS: progression-free survival; PPS: post-progression survival; QALY:
quality-adjusted life year; TTNT: time-to-next treatment; VenG: venetoclax with obinutuzumab.

A.3.2 Economic analysis

A.3.2.1 Patient population (Section B.3.2.1)

The economic evaluation presented in this addendum aligns with the decision problem described
in Table 2, Section B.1.1 of the main submission document, and utilises data from the Phase Il
randomised trial, CLL14 (August 2019 data cut: 39.6 months follow-up).

The analysis demonstrates the benefits of VenG compared with relevant treatments for two
distinct patient groups:

e Patients without del(17p)/TP53 mutation, compared with GClb (CLL14;' n=391)

o Patients with del(17p)/TP53 mutation, compared with ibrutinib (CLL14 compared with Mato et
al.;? n=31)

The algorithm used for assigning subpopulations was presented in the original submission
(Section B.3.2.1), along with the reason for the difference between the CSR analysis and the
cost-effectiveness model (CEM) analysis. Please also refer to AbbVie's response to the first set
of ERG clarification questions. Patients with non-evaluable status (n=10) were excluded from the
analyses (Table 16).
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Table 16: Population numbers utilised in the CSR and CEM analyses (Table 32 of original
submission)

CSR analysis CEM analysis
Non-del(17p)/TP53 mutation 368 391
Del(17p)/TP53 mutation 49 31
Undefined 15 10
Total 432 432

Abbreviations: CEM: cost-effectiveness model; CSR: clinical study report.

A.3.2.2 Model structure (Section B.3.2.2)

Please refer to section B.3.2.2 of the original submission for details of the model structure. The
key features of the economic analysis are presented in Table 33 of the original submission and
remain the same for the updated economic model except for the change outlined in Table 17
below. For the TTNT outcome, updated analyses rendered the independent model, log-logistic
distribution as the most suitable base case selection taking into account the proportional hazards
assumption, the best statistical fit and comparison to the new observed data.

Table 17: Changes to the key features of the economic analysis

Key feature Chosen values in original Chosen values in this addendum
submission

TTNT Independent model, Weibull Independent model, log-logistic distribution

extrapolation distribution

Abbreviations: TTNT: time-to-next treatment.

A.3.2.3 Intervention technology and comparators (Section B.3.2.3)

Please refer to section B.3.2.3 of the original submission for details of the intervention technology
and comparators. The changes to the mean time-on-treatment (ToT) are presented in Table 18.

Table 18: Changes to mean time-on-treatment

August 2018 data cut August 2019 data cut
Venetoclax 313.6 days 316.14 days
Obinutuzumab 295.7 days 295.65 days

A.3.3 Clinical parameters and variables

A.3.3.1 Baseline characteristics (Section B.3.3.1)

Please refer to section B.3.3.1 (Table 34) of the original submission for details of the baseline
characteristics. Updated baseline characteristics are presented in Table 19.

Table 19: CLL14 study data for the two modelled populations based on the August 2019
data cut (Table 34 of original submission)

Application in the model
Variable Non-del(17p)/TP53 Del(17p)/TP53
Mean age, years 71.1 69.6
Male, % 66.4% 67.7%
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Mean bodyweight, kg 75.6 78.2

Mean height, cm 168.8 167.9

Mean body surface area, m?* 1.9 1.9

PFS (used for long-term extrapolations) See Section A.3.3.4

OS (used for long-term extrapolations) See Section A.3.3.5

TTNT (used for long-term extrapolations) See Section A.3.3.6

Mean ToT VenG: 316.14 days VenG: 295.31 days
GClb: 295.65 days Ibrutinib: 1,358 days**

AE incidence (Serious TEAE with >1% incidence) See Section A.3.3.10

Treatment courses (used to calculate costs of first- Unchanged from original submission

line treatments)

Utilities (explored in scenario analysis) See Section A.3.8.3

*Calculated by the Dubois method: 0.007184*(height*0.725)*(weight"0.425)

**The mean ToT for ibrutinib is sourced from the base case PFS analysis using the HR from Mato et al.? and
remains unchanged as per the original submission.

Abbreviations: AE: adverse event; GCIb: chlorambucil with obinutuzumab; OS: overall survival; PFS:
progression-free survival; TEAE: treatment-emergent adverse event; ToT: time-on-treatment; TTNT: time-to-next
treatment; VenG: venetoclax with obinutuzumab.

A.3.3.2 Overview of time-to-event data (Section B.3.3.2)

Figure 13, Figure 14, Figure 15, and Figure 16 present the Kaplan—Meier curves and numbers at
risk for PFS, OS, TTNT and ToT, respectively, for both VenG and GClb over the observed time
period in CLL14.

Figure 13 presents PFS data from CLL14 investigator-assessed analyses (endpoint used in the
economic model). The primary efficacy analysis demonstrated a significant PFS benefit (HR
0.31; 95% Cl: 0.22, 0.44; p<0.01) for patients in the VenG arm (] events) compared with
patients in the GCIb arm (JJj events). Median PFS in the VenG arm was not reached and
median PFS in the GClb arm was 35.6 months (95% C!: || ll). The difference in PFS at 3
years (36 months) post-randomisation is apparent, with PFS in the VenG arm as high as 81.9%,
compared to 49.5% for the GClb arm. It is important to note the clear separation between arms,
especially after the first 12 months of treatment, which drives the extrapolated model outcomes.
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Figure 13: Kaplan—Meier plots for investigator-assessed PFS
Kaplan-Meier PFS curve (N= 216, 42 events) Kaplan-Meier PFS curve (N=216, 113 events)
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Abbreviations: GClb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

Figure 14 presents OS data from the CLL14 trial. Overall, a total of ] randomised patients in the
intention-to-treat (ITT) population had died; [} patients (JJl]) in each treatment arm. The OS
data remain too immature, for a first-line CLL population, to be meaningful thus the median OS
was not reached in either arm. In summary, there is no evidence of difference in OS between
arms and this is aligned with base case selection submitted as part of the original submission
(OS assumed equal between arms for the modelled population without del(17p) mutation). The
observed trend is explained by confounding factors, such as previous medical history, concurrent
illnesses and latency of AE onset following last treatment dose. Death due to PD occurred in [
(Jl) patients in the VenG arm and [} () patients in the GCIb arm, highlighting the value of
venetoclax in reducing the chance of dying due to CLL PD.
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Figure 14: Kaplan—Meier plots for OS
Kaplan-Meier OS curve (N= 216, 27 events) Kaplan-Meier OS curve (N= 216, 27 events)

Strata = VIN'G Strata — o

fSiiass===SNQNGNal . AEEEEE=e==SEYEdNE

Survival
Survival

*o'or: ! *;m
Number at risk Number at risk

NG+ 216 201 198 193 189 188 189 65 0 e+ 216 208 201 198 194 188 170 71 0

Swata
Strata

Years : ) | * Y:lﬂ = : & ;
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with
obinutuzumab.

In Figure 15, Kaplan-Meier data for TTNT are presented, with [J] fewer patients moving to next
treatment for the VenG arm (Jj events) compared to GCIb (] events). This trend demonstrates
that VenG delays and reduces the need for subsequent treatment.
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Figure 15: Kaplan—Meier plots for TTNT

Abbreviations: GClb: chlorambucil with obinutuzumab; TTNT: time-to-next treatment; VenG: venetoclax with
obinutuzumab.

Figure 16 presents Kaplan—Meier plots for average ToT in each CLL14 treatment arm. Median
duration of exposure to venetoclax, from the first venetoclax dose, was [JJJlj days and the mean

duration was [l days.
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Figure 16: Kaplan—Meier plots for ToT

Abbreviations: GCIb: chlorambucil with obinutuzumab; ToT: time-on-treatment; VenG: venetoclax with
obinutuzumab.

A.3.3.3 Assessing the proportional hazards assumption

The conclusions on proportionality of hazards remain the same (please refer to Section B.3.3.3
of the original submission document). Graphs of this section were updated using the August
2019 data cut and are presented below.
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Figure 17: Kaplan—-Meier plots for OS and PFS and assessment of proportional hazards
assumption between treatment arms

Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; PFS: progression-free survival;
VenG: venetoclax with obinutuzumab.
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Figure 18: Log cumulative hazard plots for PFS for VenG and GClb

Abbreviations: GCIb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.
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Figure 19: Kaplan—Meier plots for OS and PFS stratified by treatment arm and
del(17p)/TP53 mutation status, and assessment of proportional hazards assumption for
OS and PFS

Abbreviations: GClb: chlorambucil with obinutuzumab; OS: overall survival; PFS: progression-free survival;
VenG: venetoclax with obinutuzumab.

A.3.3.4 PFS

Independent model (log-logistic) remains the base case selection for PFS. Summary statistics,
long term extrapolations graph, and landmarks of this section were updated using the August
2019 data cut.
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Figure 20: Parametric extrapolations for PFS for VenG and GCIb (independent model)

Abbreviations: GClb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; PFS: progression-free survival;
VenG: venetoclax with obinutuzumab.

Table 20: Model fit statistics (AIC and BIC) for the individual model extrapolations for PFS
(independent model)

Distribution AlIC BIC

GClb GClb

Exponential

Weibull

Gompertz

Log-logistic

Log-normal

<
©
S
<
©
S

Generalized gamma

Bold indicates the base case.
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Abbreviations: AIC: Akaike information criteria; BIC: Bayesian information criteria; GClb: chlorambucil with
obinutuzumab; PFS: progression-free survival; VenG: venetoclax with obinutuzumab.

Table 21 presents the 5-, 10-, 20-, and 30-year landmark survival estimates from the individual
modelling of PFS. Due to immature data for VenG and GClb, there was a large degree of
variability in the predicted PFS over 20 years. While the Gompertz distribution provided the most
appropriate statistical model fit for VenG, this was inappropriate to be used as the base case due
to unrealistic long-term projections that underestimate PFS benefit in both arms.

Table 21 shows that, for the GClb arm, the log-logistic (il at 5 years), and Weibull (I at
5 years) distributions most closely align with long-term follow-up data from the CLL11 trial (JJij of
patients treated with GCIb alive in PFS at five years). The independent (Log-logistic) was
selected as the base case taking into account proportional hazards assumption, best statistical
fit, and comparison to observed data from CLL11.

Table 21: Landmark survival for the individual model for PFS (independent model)

Distribution VenG GClb
5year | 10 year | 20 year | 30 year | 5year | 10 year | 20 year | 30 year

Exponential | [ N N H
Weibull | | | B N
Gompertz N | N H
Log-logistic | I I I I
Log-normal | [ N N Il
Generalised | R [ ] [
gamma

Bold indicates the base case.
Abbreviations: GCIb: chlorambucil with obinutuzumab; PFS: progression-free survival; VenG: venetoclax with
obinutuzumab.

A.3.3.5 OS (all-cause death)

Dependent model (exponential) remains the base case selection for OS; Please refer to section
B.3.3.6 of the original submission for base case selection rationale as this also applies to newer
cut-off. Summary statistics, long term extrapolations graph and landmarks of this section were
updated using the August 2019 data cut.
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Figure 21: Parametric extrapolations for OS for VenG and GCIb (dependent model)

Abbreviations: GCIb: chlorambucil with obinutuzumab; KM: Kaplan—Meier; OS: overall survival; VenG:
venetoclax with obinutuzumab.

Table 22: Model fit statistics (AIC and BIC) for the individual model extrapolations for OS
(dependent model)

Distribution AlIC BIC

Exponential

Weibull

Gompertz

Log-logistic

Log-normal

Generalized gamma

Notes: Bold indicates the base case.
Abbreviations: AIC: Akaike information criteria; BIC: Bayesian information criteria; OS: overall survival.
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Table 23: Landmark survival for the dependent model for OS (without treatment effect)

Distribution VenG GCIb

5year | 10 year | 20 year | 30 year | 5year | 10 year | 20 year | 30 year
Exponential | I HEE B B B BN B
Weibull 1§ BN BN BE B§E §E BN
compertz | Il I HE B B B BN B
loglogistic |l | I HE B B B B B
ognomal | I HE B B B B B
copereiced 'HESH HEEH BN B BN BN BN BN

Bold indicates the base case.
Abbreviations: GCIb: chlorambucil with obinutuzumab; OS: overall survival; VenG: venetoclax with
obinutuzumab.

CLL14 remains the most appropriate data source for the comparison of VenG to GClb.
Nonetheless, a variety of approaches for modelling OS were explored for completeness due to
CLL14 OS data immaturity. Please refer to section B.3.3.6 of the original submission for
conclusions on the use of CLL11, RESONATE and Warwick network meta-analysis (NMA) as
external sources of post-progression survival (PPS) in order to calculate OS benefit outside of
what is seen in CLL14. Corresponding figures have been updated and are shown below.

The source of evidence providing the most plausible OS estimates was the CLL14 trial. Based on
clinical expert opinion, and in the absence of statistically significant OS data from the CLL14 trial,
the treatment effect of VenG and GClb was assumed to be the same. Of note, at approximately 3
years follow-up (August 2019 data cut), median OS has not been reached in either arm (] of
patients in each treatment arm have died, HR 1.03; 95% CI: 0.60, 1.75; p=0.92).4

As discussed in section B.3.3.6 of the original submission, assuming VenG and GCIb have a
similar treatment effect is a conservative approach. There is published evidence of a positive
correl