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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1  Decision problem

This single technology appraisal evaluates the clinical- and cost-effectiveness of
fixed duration (FD) treatment with ibrutinib in combination with venetoclax (1+V) for
patients with previously untreated chronic lymphocytic leukaemia (CLL). The
anticipated marketing authorisation wording is: Ibrutinib in combination with
venetoclax is indicated for the treatment of adult patients with previously untreated
CLL.

This submission considers three populations, defined by either mutation status or
suitability for intensive chemo-immunotherapy (CIT; fludarabine + cyclophosphamide
+ rituximab [FCR]) based on patient fitness, in line with the classification used in
recent appraisals TA689 and TA663.(1, 2) There are no standard criteria for
determining fitness level in CLL, but in routine clinical practice, the assessment of
fithess includes factors such as age, presence and severity of comorbidities and

performance status (PS).

The economic analysis follows the National Institute for Health and Care Excellence
(NICE) reference case and therefore ensures alignment with the NICE decision

problem.

The decision problem for this submission is summarised in Table 1.

Company evidence submission template for ibrutinib with venetoclax for CLL or SLL
[ID3860]

© Janssen-Cilag Limited (2022). All rights reserved Page 11 of 239



Table 1 The decision problem

Final scope issued by NICE

Decision problem addressed in

Rationale if different from the final

mutation:

¢ FCR

e BR, for people for whom
fludarabine-based therapy is
unsuitable

o O-Clb, for people for whom
fludarabine-based or
bendamustine-based therapy is
unsuitable

e Qacalabrutinib, for people for
whom fludarabine-based or
bendamustine-based therapy is
unsuitable

o VenO, for people for whom
fludarabine-based or
bendamustine-based therapy is
unsuitable

For people with del17p or TP53

mutation:

e acalabrutinib

e VenO

e ibrutinib alone, for people for
whom CIT is unsuitable

o idelalisib with rituximab

mutation, for whom fludarabine-
based therapy is suitable (i.e.,
FCR-suitable population):

e FCR

For people with no del17p
mutation, for whom fludarabine-
based therapy is unsuitable (i.e.,
FCR-unsuitable population):

e O-Clb

e VenO

e acalabrutinib

For people with del17p/TP53

mutation (i.e., high-risk population):

e VenO

e acalabrutinib

¢ ibrutinib alone, for people for
whom CIT is unsuitable

the company submission NICE scope
Population People with untreated CLL As per final scope NA
Intervention +V As per final scope NA
Comparator(s) For people without del17p or TP53 For people with no del17p BR has been excluded as a relevant

comparator for patients without a
del17p/TP53 mutation, because it is
rarely used in clinical practice and no
longer recommended in the 2022 BSH
guidelines.(3) This was validated at an
advisory board of clinical and health
economic experts conducted in March
2022(4) and was an assumption
accepted by NICE in TA663.(1)

Idelalisib with rituximab has been
excluded as a relevant comparator for
patients with a del17p/TP53 mutation
because it is rarely used in clinical
practice and clinical experts agree that it
has now been superseded by ibrutinib
and acalabrutinib due to the higher risk
of infection and death. This was an
approach accepted by NICE in the
acalabrutinib (TA689) and VenO
appraisals (TA663)(1, 2) and validated
by clinical expert opinion in May
2022.(5)
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Final scope issued by NICE

Decision problem addressed in

Rationale if different from the final

the cost-effectiveness of treatments
should be expressed in terms of
incremental cost per QALY.

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

Costs will be considered from an
NHS and PSS perspective.

The availability and cost of biosimilar
and generic products should be
considered.

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

case

the company submission NICE scope

Outcomes The outcome measures to be As per final scope NA

considered include:

e OS

e PFS

e response rates (including CR)

¢ MRD

e adverse effects of treatment

¢ HRQoL
Economic analysis The reference case stipulates that As per final scope and reference NA
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Final scope issued by NICE

Decision problem addressed in
the company submission

Rationale if different from the final
NICE scope

Subgroups to be

If the evidence allows the following

The submission addresses the

IGHV test results are not required by

considerations
including issues
related to equity or
equality

to novel treatments for younger,
fitter patients with CLL as currently
only FCR or VenO via the CDF are
available to them, with no access to
a fully oral treatment. 1+V will
address this inequality.

considered subgroups will be considered: following three populations: NICE or CDF criteria to receive a
e people with del17p/TP53 e people for whom fludarabine- specific treatment in first-line CLL and
mutation based therapy is suitable ibrutinib is efficacious independent of
e according to IGHV mutation e people for whom fludarabine- IGHV status;(6) therefore, the results in
status (mutated or unmutated) based therapy is unsuitable the FCR-suitable and FCR-unsuitable
e people for whom fludarabine- e people with del17p/TP53 populations are more representative of
based therapy is unsuitable mutation UK clinical practice than in populations
e people for whom bendamustine- determined by IGHV mutation status.
based therapy is unsuitable
Patients from GLOW have co-
morbidities which would make them
unsuitable for treatment with FCR or BR
— given that BR is not routinely used in
clinical practice, a BR-unsuitable
subgroup was not incorporated in the
model. However, the results for the
FCR-unsuitable population are
generalisable to a BR-unsuitable
population.
Special None There is an urgent need for access

BR = bendamustine + rituximab; BSH = British Society of Haematology; CDF = Cancer Drugs Fund; CIT = chemo-immunotherapy; CLL = chronic lymphocytic leukaemia; CR =
complete response; del17p = 17p deletion; FCR = Fludarabine + cyclophosphamide + rituximab; HRQoL = health-related quality of life; 1+V = ibrutinib + venetoclax; IGHV =
Immunoglobulin heavy chain variable region; MRD = minimal residual disease; NA = not applicable; NHS = National Health Service; NICE = National Institute for Health and
Care Excellence; O-Clb = obinutuzumab + chlorambucil; OS = overall survival; PFS = progression-free survival; PSS = Personal Social Services; QALY = quality-adjusted life
year; TA = technology appraisal; TP53 = tumour protein 53; UK = United Kingdom; VenO = venetoclax + obinutuzumab
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B.1.2 Description of the technology being evaluated

A link to the latest European public assessment report (EPAR) for ibrutinib is provided in
Appendix C. The summary of product characteristics (SmPC) for I+V is not yet

available.

Table 2 Technology being evaluated

UK approved name and | UK approved name: Ibrutinib

brand name Brand name: IMBRUVICA®

Mechanism of action Ibrutinib and venetoclax have distinct and complementary
mechanisms of action that are effective in inducing CLL cell
death.

e |brutinib is a potent, small-molecule inhibitor of BTK that forms
a covalent bond with a cysteine residue in the BTK active site,
leading to sustained inhibition of BTK. Inhibition of BTK
disrupts BCR signalling and thereby reduces malignant B-cell
proliferation and survival, cell migration and substrate
adhesion.(7)

e Venetoclax is a potent, selective inhibitor of BCL-2, an anti-
apoptotic protein mediating tumour cell survival. Venetoclax
has demonstrated cytotoxic activity towards tumour cells
overexpressing BCL-2.(8)

Ibrutinib mobilises CLL cells out of lymph nodes and lymphoid

niches, removing them from the supportive lymphoid

microenvironment that can aid the development of resistance to
venetoclax.(9, 10) In the periphery (blood and BM), where
venetoclax is more active, ibrutinib specifically enhances CLL cell
dependence on BCL-2, resulting in increased sensitivity to
venetoclax and accelerated cell apoptosis.(9, 11) Ibrutinib and
venetoclax preferentially target distinct cell compartments and

CLL sub-populations, effectively eliminating both dividing and

resting CLL cells.(12)

Marketing A marketing authorisation application for the indication of interest
authorisation/CE mark | was submitted to the EMA in November 2021. The anticipated
status date of CHMP positive opinion is [l and of EMA marketing

authorisation approval for ibrutinib in this indication is

A marketing authorisation application for the indication of interest
is to be submitted to the MHRA using the | GG i
. MHRA marketing authorisation approval is expected

in .
Indications and any Ibrutinib currently has marketing authorisation from the EMA and
restriction(s) as MHRA in the following therapeutic indications related to CLL:(7,

described in the SmPC | 13)
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o Ibrutinib as a single agent or in combination with rituximab or
obinutuzumab is indicated for the treatment of adult patients
with previously untreated CLL.

o Ibrutinib as a single agent or in combination with BR is
indicated for the treatment of adult patients with CLL who
have received at least one prior therapy.

The anticipated marketing authorisation in the UK is as follows:
ibrutinib (IMBRUVICA®) in combination with venetoclax is
indicated for the treatment of adult patients with previously
untreated CLL.

Method of
administration and
dosage

Ibrutinib is administered orally; the dose is one 420 mg tablet
once daily for 15 cycles (defined as 28 days). Ibrutinib is initially
administered as monotherapy for the first three cycles, and in
combination with venetoclax for 12 cycles.

Venetoclax is administered orally; the dose starts with a 5-week
ramp-up (1 week each of 20, 50, 100, 200 and 400 mg once
daily), followed by 400 mg once daily thereafter from Cycle 4 to
Cycle 15.

Additional tests or
investigations

Not applicable

List price and average
cost of a course of
treatment

Confirmed list price of ibrutinib:
e 28-tab pack (420 mg) = £4,292.40

Confirmed list price of venetoclax:

e 14-tab pack (10 mg) = £59.87 (1 week, 20 mg per day)

7-tab pack (50 mg) = £149.67 (1 week, 50 mg per day)

7-tab pack (100 mg) = £299.34 (1 week, 100 mg per day)
14-tab pack (100 mg) = £598.68 (1 week, 200 mg per day)
112-tab pack (100 mg) = £4,789.47 (Cycle 5 until end of Cycle
15, 400 mg per day [28 days pack])

At list price, the total cost of the FD [+V regimen (15 cycles of
ibrutinib and 12 cycles of venetoclax, including the ramp-up) is
£118,177.73

PAS

Currently a simple discount PAS is in place for all ibrutinib
indications funding via baseline commissioning. This existing
discount of [JJll% will apply to the indication covered by this
submission making the price of a 28-tab pack of ibrutinib [l

AbbVie has a commercial arrangement for venetoclax. This
makes venetoclax available to the NHS with a discount. The size
of the discount is commercial in confidence.

BCL-2 = B-cell ymphoma-2; BCR = B-cell receptor; BM = bone marrow; BR = bendamustine + rituximab; BTK =
Bruton’s tyrosine kinase; CHMP = Committee for Medicinal Products for Human Use; CLL = chronic lymphocytic
leukaemia; EMA = European Medicines Agency; FD = fixed duration; 1+V = ibrutinib + venetoclax; MHRA = Medicines
and Healthcare products Regulatory Agency; NHS = National Health Service; PAS = patient access scheme; SmPC
= summary of product characteristics; UK = United Kingdom
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B.1.3  Health condition and position of the technology in the

treatment pathway

Disease overview and burden

CLL is a type of blood cancer, which is relatively rare (around 1% of new cancers are CLL) and is
typically diagnosed in older people (median age at diagnosis of 72 years in the United Kingdom
[UK]).(14, 15)

The clinical manifestations of CLL can have a substantial negative impact on patients’ quality of life
(QolL) as a result of disease-related symptoms (such as fatigue, recurrent infections and anaemia);
treatment-related adverse events (AEs); and the psychological, socioeconomic and functional effects
of living with the disease.(16, 17)

Patients with CLL have been shown to have significantly lower emotional well-being than the general
population and patients with other types of cancer.(16) CLL also imposes a considerable economic
burden on patients, their families, the healthcare system and society.(17-19)

Clinical pathway of care

Treatment decisions are influenced by age, fitness and mutation status.(3, 20, 21) The BSH
guidelines recommend screening for TP53 disruption (i.e., del17p and/or TP53 mutation) before
initiating treatment since patients with these genetic mutations are considered a high-risk group.(3)
o In patients with del17p/TP53 mutations (high-risk patients), the options include idelalisib +
rituximab (idelalisib is oral but treat to progression and rituximab is FD, given via intravenous [IV]
infusion), venetoclax + obinutuzumab (VenO; FD but includes IV obinutuzumab infusions),
acalabrutinib (oral but treat-to-progression) or ibrutinib (oral but treat to progression).

o In patients without del17p/TP53 mutations for whom FCR/ bendamustine + rituximab (BR) is
suitable, the only treatment options have been CIT (FCR/BR) for decades, with the recent
addition of VenO (only through the Cancer Drugs Fund [CDF]).

o In patients without del17p/TP53 mutations for whom FCR/BR is unsuitable, the options include
obinutuzumab + chlorambucil (O-Clb; a CIT), VenO (FD but includes IV obinutuzumab infusions)
or acalabrutinib (oral but treat to progression).

Unmet need

Despite the addition of new therapies and subsequent updates to treatment guidelines for CLL
management over the last decade,(3, 22) currently, patients with previously untreated CLL lack a
convenient all-oral once daily FD, chemotherapy-free regimen that can be taken at home (without the
need for infusion-based hospital treatments).

This unmet need includes patients’ desire for more effective disease management, including
treatments with fewer side effects and which do not contribute to the ‘medicalisation’ of patients’ lives
(process by which patients become increasingly defined by their disease [and its treatment]). [+V
would address these unmet needs.

Proposed positioning of I+V

It is anticipated that I1+V will be used as first-line treatment in patients considered suitable for FCR (in
line with the phase Il CAPTIVATE study population) and unsuitable for FCR (in line with the phase Il
GLOW study population), as well as in high-risk patients.
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B.1.3.1 Disease overview

CLL is the most common type of leukaemia(23) and is a lymphoproliferative B-cell
malignancy characterised by the progressive expansion of monoclonal B lymphocytes in
the blood, bone marrow (BM), lymph nodes or other lymphoid tissue.(24, 25) CLL is
generally an incurable disease and is life-threatening due to the development of

immune cytopenias and impaired production of normal immunoglobulin.(20, 26, 27)

Small lymphocytic lymphoma (SLL) is a leukaemic lymphocytic lymphoma that is
considered to be the same entity as CLL by the World Health Organisation and will be
referred to as CLL from here on.(25, 28)

Clinical presentation, staging and diagnosis

Guidelines from the 2018 International Workshop on CLL (iwCLL) specify that a
diagnosis of CLL requires the presence of 25 x 10°/L B lymphocytes in the peripheral
blood (PB) for at least 3 months.(25) These diagnostic criteria are similar to criteria
published in 2012 by the British Society of Haematology (BSH), in 2021 by the
European Society for Medical Oncology (ESMO) and in 2022 by the US National
Comprehensive Cancer Network (NCCN).(20, 21, 29)

The majority of patients with CLL (74%) have no symptoms at the time of diagnosis and
are only diagnosed when a routine blood count uncovers an absolute
lymphocytosis.(24, 29-31) In patients who are symptomatic at diagnosis, there are a
wide range of presenting features and physical and laboratory abnormalities.(24, 29)
Common clinical signs may include enlarged lymph nodes, liver, spleen or bruising and
patients may display typical cancer related symptoms such as fever, chills, night sweats
and weight loss. Once a patient is diagnosed, clinical staging of CLL is established
based on a physical examination and complete blood counts.

Clinical staging systems used in CLL include the Binet system, which is mostly used in
the UK and Europe, and the Rai classification system, which is mostly used in North
America.(32, 33) The Binet System classifies patients in three stages as A, B or C,
based on the number of red blood cells and platelets and the number of areas of the

lymphatic system that are enlarged.(33) The Rai system classifies patients in five
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stages as O, |, II, lll or IV, based on the number of lymphocytes, red blood cells and
platelets and whether the lymph nodes, spleen or liver are enlarged.(32) The Binet C
and Rai lll/IV represent patients with advanced disease and at high risk,

respectively.(20)

The prognosis of patients with CLL is dependent on a variety of patient-related (age,
gender, comorbidities and PS), disease-related (disease stage, cytogenetics, marrow
failure, immunodeficiency, lymphomatous transformation and biomarkers) and
treatment-related (type of treatment, response, toxicity and minimal residual disease
[MRD] status) factors.(29) In particular, TP53 aberration (del17p and/or TP53 mutation)
is an established prognostic marker in CLL, providing the strongest prognostic and
predictive relevance among the relevant cytogenetic factors in CLL; del17p and/or TP53
mutation predict an aggressive disease course and are associated with a poor

prognosis and a negative impact on treatment outcomes.(20)
Epidemiology

CLL accounts for 1% of total cancer cases in the UK with around 3,800 new cases in
the UK every year, corresponding to 10 cases each day (based on 2016-2018 data from
Cancer Research UK).(14) There were 3,157 new cases of CLL in England in 2017
based on data from the Office for National Statistics.(34) CLL meets the UK Medicines
and Healthcare products Regulatory Agency (MHRA) criteria for a rare disease
(prevalence of <5 per 10,000),(35, 36) with a prevalence of ~3 per 10,000 people,(14)
based on a population of 62.8 million in 2010.(37) Table 3 presents the age-

standardised incidence rates.

Table 3 CLL incidence rates in England and Wales (2016-2018)

England Wales UK
Age-standardised 6.5 per 100,000 4.8 per 100,000 6.2 per 100,000
incidence rates people people people

CLL = chronic lymphocytic leukaemia
Source: Cancer Research UK, 2021(14)

CLL is typically diagnosed between the ages of 65 and 74 years, with a median age at

diagnosis of 72 years reported in England; 27% of patients with CLL are diagnosed
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below 65 years.(15) CLL is a chronic disease with patients experiencing episodes of
relapse and remission, although the natural course of CLL is highly variable.(22) In the
UK, the age-standardised mortality rate is 1.5 per 100,000; since the early 1970s,
mortality rates for CLL have decreased in most age groups, excluding in 280 year olds

(28% increase).(38) Survival decreases with advancing age (Table 4).

Table 4 5-year survival rates for patients with CLL in the UK, by age range (2006-
2010)

Age range 5-year survival rates
55 and 64 years of age 82%
65 and 74 years 1%
75 and 84 years of age 56%
285 years 30%

CLL = chronic lymphocytic leukaemia; UK = United Kingdom
Source: Pulte, 2015(15)

B.1.3.2 Disease burden

CLL is a chronic disease which impacts patients’ QoL negatively through the symptoms
experienced, treatment-related AEs, impact on work and family life. Additionally, there is

an economic burden associated with CLL.
Symptom burden

CLL develops slowly and most patients are asymptomatic at the time of diagnosis. Non-
specific symptoms of CLL include weight loss, fatigue, night sweats and fever.(24, 29,
39) Symptoms of CLL can include swollen lymph nodes, having frequent infections,
severe sweating at night, weight loss, breathlessness and tiredness due to anaemia.

CLL patients have an increased risk of other secondary cancers and infections,
because CLL is a cancer of B-lymphocytes and consequently causes impairment to the
immune system through impact of the disease on the lymphatic system, spleen and
other organs.(40, 41) During an advisory board with patients, they identified risk of
infection, along with fatigue, as a key factor that limited their social activities, which
further impacts their QoL.(42)
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Fatigue is one of the most common symptoms of CLL, and the severity of fatigue is
higher in patients with CLL compared to the general population and increases in line
with disease stage.(16, 43, 44) CLL trustees/patients who participated in an advisory
board in 2022 said “| hadn’t experienced fatigue like this” and another person with CLL
said “the fatigue meant | wasn’t pleasant to be around, so | felt frustrated and
guilty”.(18)

In addition to the symptom burden of CLL, AEs associated with treatment add to the
clinical burden of CLL.(45) The most commonly reported AEs among patients receiving
FCR were anaemia, neutropenia (leading to infections) and leukocytosis (resulting in

fever, bruising, fatigue).(18)
Impact on quality of life

In the UK, many patients with CLL are on ‘Watch and Wait’, which is a process whereby
patients with CLL are regularly monitored to track disease progression, with treatment
only initiated once intervention criteria are met and treatment required.(20) This ‘Watch
and Wait’ strategy is supported by studies that failed to demonstrate a survival
advantage with early intervention with chemotherapy.(20) It has been estimated that the
proportion of symptomatic (eligible to receive treatment at initial diagnosis) and
asymptomatic (‘Watch and Wait’) patients ranges from 26% to 34% and 66% to 74%,
respectively.(30) During the ‘Watch and Wait’ period, patients are frequently monitored

and face constant uncertainty and emotional strain.

CLL trustees/patients who participated in an advisory board in 2022 described ‘Watch
and Wait’ as “lonely and worrying” and “found the thought of waiting to be ill very
anxiety-inducing”. They also mentioned that “the diagnosis can come as a shock,
especially for those who are younger” given that patients are mostly asymptomatic.
They said that ‘Watch and Wait’ made them “apprehensive about the future and worried
about potential impacts of the disease and treatment, not knowing when it will

come”.(18)

The clinical manifestations of CLL can have a substantial negative impact on patients’
QoL as a result of disease-related symptoms (such as fatigue, recurrent infections and
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anaemia); treatment-related AEs; and the psychological, socioeconomic and functional

effects of living with the disease.(16, 17)

The emotional well-being of patients with CLL has been shown to be significantly lower
than that of the general population (p=0.001), as well as that of patients with other types
of cancer (p=0.001).(16) In addition, compared with the general population, patients with
CLL experience worse depression, fatigue, anxiety, sleep disturbance and detriment in

physical functioning, social functioning and pain interference.(17)

The effect of CLL treatment on QoL was evaluated in a UK study which recruited 100
individuals from the general population to rate nine different health states within the
typical disease and treatment course of CLL.(42) The CLL health state of “progression-
free survival (PFS) without therapy” was considered the least burdensome, followed by
“PFS without second-line therapy” and “PFS on initial therapy oral treatment” (mean
utility scores: 0.82, 0.71 and 0.71, respectively).(42) This study highlights the
importance of convenient therapies and long-lasting PFS when considering QoL in
patients with CLL.(42) Currently in the first-line setting, patients with CLL lack a

convenient all-oral once daily FD treatment which can be taken at home.
Economic burden

CLL also imposes a considerable economic burden on patients and their families, as
well as on the healthcare system and society. Hospitalisation is a primary cost driver for
patients with CLL in the UK, with outpatient and hospice care adding to overall
healthcare costs incurred by patients initiating first-line treatment.(19) The economic
burden of CLL increases further when patients relapse (especially when disease
progression occurs early), with increased healthcare resource use (including inpatient
admissions and outpatient visits) driving cost increases.(17, 46-48)

Additional burden on patients stems from the impact of CLL on their ability of work.
Once diagnosed with CLL, patients may need sick leave and/or a reduction in work
hours, and maybe even stopping work eventually. A CLL trustee/patient who
participated in an advisory board in 2022 said “| felt so tired all the time — all my energy
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was going into work. | had to have some energy for my family, so | stopped working”.

This leads to an impact on their personal finances, causing an emotional burden.(18)
B.1.3.3 Clinical pathway of care

Certain patients with CLL may be considered for allogeneic stem cell transplantation
(patients refractory to CIT with TP53 mutation or del17p, but fully responsive to novel
inhibitor therapy; patients refractory to CIT and to novel inhibitor therapy; patients with
Richter’s transformation in remission after therapy and clonally related to CLL).(20)
Otherwise, CLL remains an incurable disease for symptomatic patients who require
treatment but are ineligible for haematopoietic stem cell transplantation.(20) The clinical
burden of CLL is high, particularly as it is a chronic relapsing and remitting disease.(49)
Historically, the choice of therapy was a trade-off between efficacy and tolerability,
especially for CIT, and often depended on the patient’s ability to tolerate treatment.(49)
However, the role of CIT in first-line treatment has diminished following the approval of

targeted pathway inhibitors in recent years.(3)

Treatment decisions are influenced by age, fitness and mutation status.(3, 20, 21)
Agreement on a definition for fitness status has not been reached, but the following

thresholds are commonly cited:(21, 50)
e More fit: CIRS <6, CrCl 270 mL/min and ECOG PS <2
e Less fit: CIRS >6 and CrCl <70 mL/min

The BSH guidelines recommend screening for TP53 disruption (i.e., del17p and/or
TP53 mutation) before initiating treatment since patients with these genetic mutations
are considered a high-risk group.(3) The presence of del17p/TP53 mutation remains a
statistically significant negative prognostic factor regardless of patient’s fitness when
treated with CIT, such as O-Clb and FCR, as well as other CLL treatments, such as
VenO.(20, 51-53)

Despite the addition of new therapies and subsequent updates to treatment guidelines

for CLL management over the last decade, (3, 22) currently, patients with previously
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untreated CLL lack a convenient all-oral once daily FD, chemotherapy-free regimen that

can be taken at home (without the need for infusion-based hospital treatments).

The current UK clinical pathway for first-line treatment of CLL is directed by NICE
guidance, summarised in Figure 1. Current treatments which are recommended by

NICE for previously untreated CLL are summarised in Table 5.

Figure 1 NICE-recommended clinical pathway for previously untreated CLL

People with CLL

v
People with People witho
del17p/TP53 mutation del17p/TP53 mutation

) ] . . v .
Idelalisib + Rituximab | People forwhom FCR | People forwhom FCR
(Id+R) ) | orBRare suitable | | or BRare unsuitable
- ' Obinutuzumab +
-
—  |brutinib monotherapy | — FCR chlorambucil (O-Clb)
L, . Venetoclax + N BR |, . Venetoclax +
Obinutuzumab (VenO) | | Obinutuzumab (VenO)
Acalabrutinib Venetoclax + __" Acalabrutinib
| monotherapy —» Obinutuzumab (VenO) - | monotherapy
CDF '

BR = bendamustine + rituximab; CLL = chronic lymphocytic leukaemia; del17p = 17p deletion; FCR = fludarabine +
cyclophosphamide + rituximab; TP53 = tumour protein 53
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Table 5 Treatments recommended by NICE for previously untreated CLL

Treatment

Conditions of use per
NICE

Regimen

Other Considerations

People without a del17p or TP53 mutation

FCR
(TA174)(54)

People for whom
fludarabine in
combination with
cyclophosphamide is
considered appropriate

FD regimen with rituximab
(IV) and fludarabine and
cyclophosphamide (both IV or
oral administration)(54, 55)

e The long-term risk of infections and secondary
neoplasms, leukaemias and myelodysplastic
syndromes with CIT should be considered(20)

e The risk of toxicity from intensive treatment is
increased among patients aged >65 years
old(49)

Bendamustine

People for whom

FD regimen with

e BRisrarely used in clinical practice and is no

therapy or
bendamustine-based
therapy is unsuitable

(IV)(59, 60)

(TA216)(56) fludarabine combination | bendamustine (IV), commonly longer recommended in the 2022 BSH
chemotherapy is not in combination with rituximab guidelines.(1, 3)
appropriate (IV)(56, 57)
O-Clb People for whom FD regimen with chlorambucil | ¢ Administration of obinutuzumab should be
(TA343)(58) fludarabine-based (oral) and obinutuzumab performed under supervision by an experienced

physician and in the presence of resuscitation
facilities(59)

¢ Premedication to reduce the risk of infusion-
related reactions is required prior to the first
cycle of obinutuzumab(59)

e Other safety warnings include TLS, neutropenia,
thrombocytopenia, worsening of pre-existing
cardiac conditions, infections, hepatitis B virus
reactivation and progressive multifocal
leukoencephalopathy(59)
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Conditions of use per
NICE

Treatment

Regimen

Other Considerations

Acalabrutinib People for whom

Continuous regimen with

e Concomitant use of acalabrutinib with strong

therapy or
bendamustine-based
therapy is unsuitable

(IV)(8, 59)

(TAB89)(2) fludarabine-based acalabrutinib (oral) CYP3A inhibitors/inducers and proton pump
therapy or administered until disease inhibitors should be avoided(61)
bendamustine-based progression or unacceptable | ¢ Major haemorrhagic events (some with fatal
therapy is unsuitable toxicity(61) outcome), serious infections (including fatal

events), hepatitis B reactivation, grade 3 or 4
cytopenias, second primary malignancies and
atrial fibrillation/flutter have been reported with
acalabrutinib and are listed as special warnings
in the SmPC(61)

VenO People for whom FD regimen with venetoclax e Both venetoclax and obinutuzumab are

(TAB63)(1) fludarabine-based (oral) and obinutuzumab associated with a risk of TLS, requiring

prophylaxis and monitoring during initial
treatment plus dose titration for venetoclax(8,
59)

o Other safety warnings with venetoclax include
neutropenia, infections and coadministration
with CYP3A4 inducers(8)

VenO (TA663 —
CDF)(1)

People for whom
fludarabine-based
therapy or
bendamustine-based
therapy is suitable

See VenO row above

e Only available through CDF

People with a del17p or TP53 mutation (hi

h-risk)

Idelalisib with People with a del17p or
rituximab TP53 mutation
(TA359)(62)

Continuous regimen with
idelalisib (oral) administered
until disease progression or
unacceptable toxicity and
rituximab (V) administered
for a FD(63)

e |delalisib with rituximab is rarely used in clinical
practice because it has an intensive dosing
regimen and is associated with an increased
infection risk(1, 2, 63)

Acalabrutinib
(TAB89)(2)

People with a del17p or
TP53 mutation

See acalabrutinib row above

e See acalabrutinib row above
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Treatment Conditions of use per Regimen Other Considerations
NICE
VenO People with a del17p or | See VenO row above e See VenO row above
(TAB63)(1) TP53 mutation
Ibrutinib People who are high-risk | Continuous regimen with e Use of preparations containing St. John’s Wort
(TA429)(64) (del17p/TP53 mutation) | ibrutinib (oral) administered is contraindicated in patients treated with
or in patients for whom until disease progression or ibrutinib(7)
CIT is unsuitable unacceptable toxicity(7) e Concomitant use of ibrutinib with strong
CYP3A4 inhibitors and strong or moderate
CYP3A4 inducers should be avoided whenever
possible(7)

BR = bendamustine + rituximab; BSH = British Society for Haematology; CDF = Cancer Drugs Fund; CIT = chemo-immunotherapy; CLL = chronic lymphocytic
leukaemia; CYP3A = cytochrome P450; del17p = 17p deletion; FCR = fludarabine + cyclophosphamide + rituximab; FD = fixed duration; IV = intravenous; NICE =
National Institute for Health and Care Excellence; O-Clb = obinutuzumab + chlorambucil; SmPC = summary of product characteristics; TLS = tumour lysis
syndrome; TP53 = tumour protein 53; VenO = venetoclax + obinutuzumab
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Recommendations from the BSH and recognised international and national authorities
(ESMO and NCCN) also guide the UK clinical pathway. BSH, ESMO and NCCN
treatment recommendations for previously untreated CLL, stratified by fitness and

mutation status, are summarised in Table 6.
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Table 6 Treatment guidelines for previously untreated CLL

Patient BSH 20223(3) ESMO 2021(20) NCCN 2022¢ (preferred
category options only, in
alphabetical order)(21)
Fit patients | e Preferred: VenO via the CDF, e |IGHV unmutated e Acalabrutinib +
without acalabrutinib + obinutuzumab,? o Preferred: Ibrutinib obinutuzumab,
TP53 ibrutinib? o Alternative: CIT (FCR or BR) ibrutinib, VenO, or
disruption e Alternative: FCR for patients with e IGHV mutated and without del17p zanubrutinib
(del17p or mutated IGHV o Preferred: CIT (FCR or BR®) or
TP53 ibrutinib
mutation)
Unfit e VenO, acalabrutinib £ e |GHV unmutated e Acalabrutinib
patients obinutuzumab,? ibrutinib? o Preferred: VenO, ibrutinib or obinutuzumab,
without acalabrutinib ibrutinib, VenO, or
TP53 o Alternative: CIT (O-Clb) zanubrutinib
disruption o IGHV mutated
(del17p or o Preferred: VenO, CIT (O-Clb),
TP53 ibrutinib or acalabrutinib
mutation)
Patients e Fit e Preferred: Ibrutinib, acalabrutinib, e Acalabrutinib +
with TP53 o Preferred: Acalabrutinib + VenO, venetoclax or idelalisib + obinutuzumab,
disruption obinutuzumab,? ibrutinib rituximab ibrutinib, VenO, or
(del17p or o Alternative: Venetoclax zanubrutinib
TP53 monotherapy in patients with a
mutation) contraindication to BCR
inhibitors, or VenO
o Unfit
o VenO, acalabrutinib +
obinutuzumab,? ibrutinib?

BCR = B-cell receptor; BR = bendamustine + rituximab; BSH = British Society for Haematology; CD20 = cluster of differentiation 20; CDF = Cancer Drugs Fund;
CIT = chemo-immunotherapy; CLL = chronic lymphocytic leukaemia; CrCl = creatinine clearance; del17p = 17p deletion; ESMO = European Society for Medical
Oncology; FCR = fludarabine + cyclophosphamide + rituximab; IGHV = immunoglobulin heavy chain variable region; IV = intravenous; NCCN = National
Comprehensive Cancer Network; O-Clb = obinutuzumab + chlorambucil; TP53 = tumour protein 53; VenO = venetoclax + obinutuzumab

aThe BSH guidelines include all licensed treatments; however, note that the following are not reimbursed in the UK in the first-line setting: ibrutinib monotherapy
for patients without del17p/TP53 mutation and acalabrutinib + obinutuzumab
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b Use of BR can be considered for patients aged >65 years
¢ Fit patients were defined as those aged <65 years and without significant comorbidities; unfit patients were defined as those aged =65 years or younger patients
with significant comorbidities (CrCl <70 mL/min)
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B.1.3.4 Unmet need

Based on the information presented above, the current treatment options used in UK
clinical practice (and the relevant comparators for the three populations considered in

this submission) are summarised in Table 7.

Table 7 Summary of first-line treatment options for CLL

Regimen | Treatment duration | Route of administration
FCR-suitable patients
FCR FD IV (rituximab) and oral or IV (fludarabine
and cyclophosphamide)

FCR-unsuitable patients
O-Clb FD IV (obinutuzumab) and oral (chlorambucil)
VenO FD IV (obinutuzumab) and oral (venetoclax)
Acalabrutinib Continuous Oral

| High-risk patients
Acalabrutinib Continuous Oral
VenO FD IV (obinutuzumab) and oral (venetoclax)
Ibrutinib Continuous Oral

BR = bendamustine + rituximab; CLL = chronic lymphocytic leukaemia; del17p = 17p deletion; FCR = fludarabine +
cyclophosphamide + rituximab; IV = intravenous; O-Clb = obinutuzumab + chlorambucil; TP53 = tumour protein 53;
VenO = venetoclax + obinutuzumab

Unmet need from a patient perspective

Treatment choice is informed by physicians recommending the most appropriate
treatment, based on fithess and mutation status, and patient choice. There is a strong
patient preference for less toxic therapies, without loss of efficacy, which can reduce the

burden of hospital appointments.
Oral treatments

CLL trustees/patients who participated in an advisory board in 2022 highlighted the
following:(18)

e “An oral therapy has got to win hands down compared to a combination or

infusion therapy. The disruption, logistics, the discomfort - all of that”

e “An oral thing would be great, really handy. Be in contact less often with doctors

is a good thing”
e “If you physically don’t have to go to the hospital, it's just easier”
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¢ “l don’t know who would choose an infusion if you could take a pill”

e “There is a lot more freedom if you are just taking the pills. You could go on

vacation”
e “So much better for the quality of life to take pills at home”
Fixed duration treatments

CLL trustees/patients who participated in an advisory board in 2022 highlighted the
following:(18)

e “The fixed thing is fantastic. You only have to have it for a certain time and then

you're done. The fixed is good for me.”

o “l will have a time when | don't have to take any drugs. And that has to be a

good thing”
e “You can live normally and plan things”
e “l think | would like the short duration. Done and dusted.”

Currently, patients with previously untreated CLL lack a convenient all-oral once daily,
FD, chemotherapy-free treatment regimen that can be taken at home (without the need
for infusion-based hospital treatments) and that can be administered regardless of
patient fitness and mutation status. An oral therapy would give patients the
convenience, freedom and independence associated with treatment administered at

home.

Treatment with an all-oral regimen would also reduce the number of hospital visits
needed. Hospital visits can increase anxiety levels in anticipation of the appointments. A
positive recommendation for [+V would reduce the need for: elderly or frail patients with
mobility issues to rely on others for transport to a hospital; young and fit patients in the
workforce to repeatedly request time off work; and parents with young children to
organise childcare during hospital appointments. CLL trustees/patients who participated
in an advisory board in 2022 highlighted “it’s inconvenient to go to hospital, to drive

there and pay for parking”, described hospital appointments as “disruptive,
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uncomfortable and having to organise logistics” and mentioned “not having those trips
to the hospital is just easier on the mind. People start to get anxious the week before
they go into hospital and then really nervous on the day, and they're just sweating by

the time they get in there, even if it's just a check-up”.(18)

A FD regimen would reduce the duration of patient exposure to treatment compared to
treat to progression comparators, decrease the duration of AEs and allow patients to
have a ‘treatment holiday’ between finishing first-line treatment and initiating second-line

treatment after disease progression.

CLL trustees/patients who participated in an advisory board in 2022 highlighted wanting
to regain “some sort of control” and live “as normal a life as possible” as key aspects of

the impact of CLL treatment on daily life and emotional well-being.(18)

Additionally, clinicians would value the option to administer a combination of effective
agents upfront to reduce the resource burden associated with relapse.(17, 46-48) This
would have positive resource implications for the National Health Service (NHS), which
is currently recovering from a global pandemic, by helping to alleviate the backlog of

patients waiting to be treated.

[+V will address these unmet needs, and help patients avoid a life of medicalisation
(process by which patients become increasingly defined by their disease [and its
treatment]) by reducing hospital appointments and offering patients a ‘treatment-free

holiday’.

FCR-suitable patients

FCR-suitable patients with previously untreated CLL in the UK only had FCR as a
treatment option for decades, with VenO becoming available in 2020 only through the
CDF); no fully oral regimens are available to these patients.(3)

Toxicity and risks of secondary malignancy remain areas of concern with FCR.(3, 20)
Patients being considered for FCR are typically younger people whose daily lives can

be particularly impacted by the burden of hospital appointments for IV treatment
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administration. These patients would thus greatly benefit from an all-oral treatment
regimen conveniently administered at home, with reduced burden in terms of travel time
to the hospital, time off work and childcare planning. A CLL trustee/patient who
participated in an advisory board in 2022 mentioned she was told she would receive
FCR because she was young and “could hit the disease hard” but she was “dreading

FCR” because of the side effects.
FCR-unsuitable patients

FCR-unsuitable patients with CLL require convenient, all oral, FD treatment options that
reduce burden on patients and carers. NICE-recommended treatment options for these
patients are limited to FD regimens involving IV administration and the need for
premedication (O-Clb and VenO) or an oral regimen that is administered continuously
until disease progression (acalabrutinib). There remains an unmet need in this
population for a treatment regimen that could be taken from home (leading to fewer
hospital appointments), avoid the need for IV administration (especially beneficial in
elderly and frail patients) and allow for a ‘treatment holiday’ after completion of the FD

regimen.
High-risk patients

High-risk patients with previously untreated CLL face a poor prognosis, with del17p
shown to have the worst prognosis among genetic mutations identified as important
independent predictors of disease progression and survival in CLL.(65) An additional
efficacious treatment option providing deep and durable responses would be valuable
for these patients with high-risk disease. Furthermore, high-risk patients would benefit
from an all oral, FD alternative to the currently available NICE-recommended therapies
(acalabrutinib monotherapy, VenO and ibrutinib monotherapy).

B.1.3.5 Proposed positioning of 1+V

The proposed positioning of 1+V (an oral, once daily FD regimen) in the treatment
pathway for previously untreated CLL is depicted in Figure 2. It is anticipated that [+V
will be used as first-line treatment in patients considered suitable for FCR (in line with
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the phase || CAPTIVATE study population) and unsuitable for FCR (in line with the
phase Ill GLOW study population), as well as in high-risk patients.

Figure 2 Clinical pathway of care for previously untreated CLL, with proposed

People with CLL
v
o People with People witho
del17p/TP53 mutation del17p/TP53 mutation

position of I+V in red

Proposed: | brutinib +

———

Proposed: |brutinib +

, v . p Y \
Idelalisib + Rituximab r___' People forwhom FCR ——___| Peopleforwhom FCR
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*1 Venetoclax (I+V)

Venetoclax (1+V)

BR = bendamustine + rituximab; CLL = chronic lymphocytic leukaemia; del17p = 17p deletion; FCR = fludarabine +
cyclophosphamide + rituximab; TP53 = tumour protein 53

B.1.4  Equality considerations

There is an urgent need for access to novel treatments for younger, fitter patients with
CLL, as currently only FCR or VenO via CDF are available to them, both of which
require IV infusions. I+V will address this inequality.

In addition to the clinical benefits, there is a social value judgement relating to reducing
medicalisation which 1+V is well positioned to address. Specifically, I+V helps patients
avoid a life of medicalisation by reducing hospital appointments and offering patients a
‘treatment-free holiday’.
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A CLL trustee/patient who participated in an advisory board in 2022 highlighted the
‘medicalised’ feeling patients live with “You hear things like cancer is not going to define
me, it does control you there's no doubt about it, you might think you have a certain

control, but you do whatever the disease demands of you, so in that sense you are not
in control.”(18)
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B.2 Clinical effectiveness

A systematic literature review (SLR) identified two high-quality clinical trials for I+V in the
relevant patient population as defined by the NICE scope (CAPTIVATE FD cohort and
GLOW).

e CAPTIVATE was a non-comparative phase Il trial designed to evaluate 1+V in the FCR-suitable
population in two cohorts (the FD cohort and the MRD cohort); the open-label, one-group FD cohort
is in line with how I+V will be administered in clinical practice and is therefore of interest to this
submission. The FD cohort was designed to evaluate the depth of response per complete response
(CR)/CR with incomplete BM recovery (CRi; primary endpoint) following FD I+V.(66)

e GLOW was a randomised, open-label, multi-centre phase Il trial designed to evaluate FD [+V vs. O-
Clb among patients in the FCR-unsuitable population. The primary endpoint of GLOW was
Independent Review Committee (IRC)-assessed PFS.(67)

e The extended follow-up analysis of both trials (median follow-up of 38.7 months in CAPTIVATE(68,
69) and 34.1 months in GLOW(67, 70)) informed the indirect treatment comparisons (ITCs) and
economic analysis.

GLOW and CAPTIVATE demonstrated the efficacy of FD I+V in previously untreated CLL.

¢ In FCR-suitable patients in the CAPTIVATE FD cohort, INV-assessed CR/CRi rate (primary
endpoint) was 55.9% (95% confidence interval [Cl]: 47.5, 64.2) for patients without del17p at the
primary analysis (median 27.9 months follow-up).(66) CR/CRi rates increased slightly to 58.1% (95%
Cl: 49.8, 66.4) with approximately 9 months of further follow-up.(68)

e Secondary endpoint analyses from CAPTIVATE FD cohort supported the favourable CR rates, with
the majority of CRs being durable for at least 12 months.(66, 68)

e In FCR-unsuitable patients in GLOW, primary analysis (median follow-up of 27.7 months) concluded
that patients treated with 1+V had a significantly reduced risk of disease progression or death of 78%
per IRC assessment (hazard ratio [HR] 0.22; 95% CI: 0.13, 0.36; nominal p<0.0001) compared to
patients treated with O-Clb.(67) INV-assessed PFS was consistent with IRC-assessed PFS. PFS
benefit with 1+V vs. O-Clb was maintained long-term with approximately 6 months of further follow-
up.(67, 70)

e Secondary endpoint analyses from GLOW indicated that the I+V group also had a significantly higher
overall MRD negative rate in BM by NGS and significantly higher IRC-assessed CR/CRi compared to
the O-Clb group at the primary analysis; the ﬂ and MRD negative rates with 1+V remained high

and the benefit vs. O-Clb was sustained throughout the first year after treatment completion.(70, 71)
#(70)

The safety profile of I+V is consistent with data about safety of use of ibrutinib and
venetoclax in CLL.

e Together, results of CAPTIVATE and GLOW demonstrated an acceptable safety profile in patients
with previously untreated CLL.(66, 67)

e With a 3-cycle lead-in, ibrutinib allowed for an initial reduction in tumour burden, decreasing the
number of patients at higher risk of tumour lysis syndrome (TLS).(66, 67)
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There are currently no data on direct comparisons of I+V with FCR, VenO or acalabrutinib,
so ITCs were needed to derive comparative efficacy.

e In a patient-level data (PLD) ITC of I+V and FCR in the FCR-suitable population, 1+V demonstrated
statistically significant PFS advantage over FCR in patients without del17p with no missing covariate
values. After adjustment using average treatment effect in the treated population (ATT) in the same
population, a trend for better PFS with I+V over FCR was observed.

e Results of an anchored matching-adjusted indirect comparison (MAIC) show that the HRs for PFS
and OS were in favour of I+V vs. VenO, before and after adjusting for baseline characteristics. HRs
for PFS and OS from another anchored MAIC were in favour of acalabrutinib before adjusting, but
not statistically significant. After adjusting for baseline characteristics, PFS and OS outcomes were
similar between |+V and acalabrutinib.

1+V is an effective regimen which prolongs PFS, offers deep and durable responses and
addresses the unmet need in CLL by being the first all-oral, once daily, chemotherapy-free,
FD regimen that patients can take at home, without the need for infusion-based hospital
treatments.

B.2.1 Identification and selection of relevant studies

An SLR was conducted to identify relevant clinical evidence on efficacy and safety of
treatments for untreated CLL, published between 2011 and 2022.

A broad SLR was conducted, capturing 92 publications. Seventeen randomised
controlled trials (RCTs) reported across the 92 publications were relevant to decision-
making in the UK (i.e., they reported evidence for either |+V or a relevant comparator in
the first-line treatment setting, as defined in the PICOS table presented in Appendix
D.1.2). Five of the trials were available only in conference proceedings and the
remaining 12 were available in full-text publications. Most of the included RCTs were
phase Ill, multicentre trials and were open-label in design. PFS was the most commonly
assessed primary outcome, being evaluated in 10 RCTs, followed by CR. Very few

studies reported complete information on the safety outcomes.

Five trials were identified which carried out analysis for patients with del17p/TP53
mutation. These RCTs reported either survival and/or response estimates for the high-
risk population. All five RCTs were available in full-text publications and were phase llI,
multicentre trials. O-Clb was the most evaluated comparator, having been investigated
in three of the five trials. PFS was the primary outcome assessed in all of the RCTs.
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None of the identified publications reported on the safety profile for the treatments in the

high-risk subgroup.

Only the studies including 1+V or comparators of interest in the first-line setting

underwent data extraction. Full details of the SLR search strategy, methodology and

results are presented in Appendix D.1.1 through D.1.7.

B.2.2 List of relevant clinical effectiveness evidence

The SLR identified two clinical trials which provided comprehensive efficacy and safety

data for I+V in first-line CLL, summarised in Table 8:

e CAPTIVATE (NCT02910583), a non-comparative phase Il trial of 1+V in the
FCR-suitable population

e GLOW (NCT03462719), a randomised phase lll trial of 1+V vs. O-CIb in the

FCR-unsuitable population

Table 8 Clinical effectiveness evidence

Study

CAPTIVATE (66, 68)

GLOW (67, 70, 72)

Study design

International, multi-centre, phase II,
2-cohort clinical trial, including the
FD cohort (the focus of this
submission for CAPTIVATE) and
the MRD cohort

International, multi-centre, open-
label, phase Ill randomised clinical
trial

Population

FD cohort:

e Age 218 and <70 years

e Diagnosis of CLL/SLL meeting
iwCLL criteria(39)

e Active disease requiring
treatment per iwCLL criteria(39)

¢ Measurable nodal disease by
CT defined as 21 lymph node
>1.5 cm by longest diameter

e ECOGPS=2
No prior therapy for CLL or SLL

¢ No suspected Richter’s
syndrome

e Age =65 years, or 18 to 64
years of age with CIRS score >6
and/or CrCIl <70 mL/min

e Diagnosis of CLL/SLL meeting
iwCLL criteria(39)

e Active disease requiring
treatment per iwCLL criteria(39)

e Measurable nodal disease by
CT defined as 21 lymph node
>1.5 cm by longest diameter
ECOG PS =2

¢ No prior anti-leukaemic therapy
for CLL or SLL

e No del17p or known TP53
mutation

¢ No CNS involvement or
suspected Richter’'s syndrome
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Study CAPTIVATE (66, 68) GLOW (67, 70, 72)
Intervention(s) | I+V +V
Comparator(s) | None O-Clb
Study Yes v Yes v
supports
application for
marketing
authorisation?
Study used in | Yes va Yes v
the economic
model?
Rationale if Not applicable Not applicable
study not used
in the model
Reported e PFS e PFS
outcomes e OS e OS
specified in e AEs e AEs
the decision e HRQoL
problem®
All other ¢ MRD negative rate e MRD negative rate
reported e CR/CRirate e CR/CRirate
outcomes ¢ ORR ¢ ORR
¢ Rate of sustained ¢ Rate of sustained
haematological improvement haematological improvement
e DOR e Time to first meaningful
e Reduction of TLS risk improvement in FACIT-Fatigue
e Response to ibrutinib score
reintroduction following disease | ¢ DOR
progression e Reduction of TLS risk

AE = adverse event; CIRS = Cumulative lliness Rating Scale; CLL = chronic lymphocytic leukaemia; CNS = central
nervous system; CR = complete response; CrCl = creatinine clearance; CRi = complete response with incomplete
bone marrow recovery; CT = computerised tomography; del17p = 17p deletion; DOR = duration of response; ECOG
= Eastern Cooperative Oncology Group; FACIT-Fatigue = Functional Assessment of Chronic lliness Therapy-Fatigue;
FD = fixed duration; FISH = fluorescent in situ hybridisation; O-Clb = obinutuzumab + chlorambucil; iwCLL =
International Workshop on Chronic Lymphocytic Leukaemia; MRD = minimal residual disease; ORR = overall
response rate; OS = overall survival; PFS = progression-free survival; PS = performance status; SLL = small
lymphocytic lymphoma; TLS = tumour lysis syndrome; TP53 = tumour protein 53

@ Only the FD cohort is used in the economic model.

b Qutcomes that are incorporated into the model are bolded. Note that OS is not directly used in the model, but is
used for validation.

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

The methodology of the phase Il CAPTIVATE study (FD cohort) and the phase llI
GLOW study is summarised in Table 9.
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Table 9 Summary of trial methodology

one cohort (the FD cohort) that evaluated the
efficacy and safety of an oral FD [+V combination
regimen in patients with previously untreated
CLL/SLL who met iwCLL criteria for active
treatment

Trial CAPTIVATE (66, 68, 73 GLOW (67, 70, 72)

Location Il centres across countries in Europe, 67 centres across 14 countries in Europe and
North America and Asia-Pacific North America

Trial design Multi-centre, two-cohort, phase Il trial, including Randomised, open-label, multi-centre phase Il

study to evaluate the efficacy and safety of the
oral I1+V combination regimen vs. O-CIb in
patients with previously untreated CLL/SLL who
met iwCLL criteria for active treatment

Eligibility criteria

FD cohort:

o Age 218 and <70 years

e Diagnosis of CLL/SLL meeting iwCLL
criteria(39)

o Active disease requiring treatment per iwCLL
criteria(39)

e Measurable nodal disease by CT defined as
=1 lymph node >1.5 cm by longest diameter

e ECOGPS=2

e No prior therapy for CLL or SLL

o No suspected Richter’s syndrome

e Age 265 years, or 18 to 64 years of age with
CIRS score >6 and/or CrCl <70 mL/min

e Diagnosis of CLL/SLL meeting iwCLL
criteria(39)

o Active disease requiring treatment per iwCLL
criteria(39)

¢ Measurable nodal disease by CT defined as
21 lymph node >1.5 cm by longest diameter

e ECOGPS=<2

¢ No prior anti-leukaemic therapy for CLL or
SLL

e No del17p or known TP53 mutation

¢ No CNS involvement or suspected Richter’s
syndrome

Trial drugs

In the FD cohort (n=159):

e Ibrutinib (420 mg/day orally) for 15 cycles

e Venetoclax with dose ramp-up (20 mg/day to
400 mg/day over 5 weeks, then 400 mg/day,
orally) from Cycle 4 to Cycle 15

In the 1+V group (n=106):

e Ibrutinib (420 mg/day orally) for 15 cycles

e Venetoclax with dose ramp-up (20 mg/day to
400 mg/day orally over 5 weeks, then 400
mg/day) from Cycle 4 to Cycle 15

In the O-Clb group (n=105):

e Obinutuzumab (1,000 mg IV) on Days 1, 8
and 15 of Cycle 1 and Day 1 of Cycles 2 to 6
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Trial

CAPTIVATE (66, 68, 73)

GLOW (67, 70, 72)

e Chlorambucil (0.5 mg/kg orally) on Days 1
and 15 of Cycles 1t0 6

Permitted and
disallowed concomitant
medication

Permitted concomitant therapies:

e Supportive therapy (i.e., fluids, electrolyte

replacement, antibiotics, emetics)

Neutrophil growth factors

Red blood cell growth factors

Transfusions

Localised hormonal or bone sparing

treatment for non-B-cell malignancies

o Localised radiotherapy for medical conditions
other than underlying B-cell malignancies

e Short courses of steroid treatment for <14
days for non-cancer related medical reasons
(=100 mg/day of prednisone or its equivalent)

e Treatment for autoimmune cytopenias for <14
days at <100 mg/day of prednisone or its
equivalent

Prohibited concomitant therapies:

¢ Non-study chemotherapy, anticancer
immunotherapy, experimental therapy or
radiotherapy for the underlying B-cell
malignancy with ibrutinib

e Corticosteroids for the underlying malignancy

e Strong cytochrome P450 3A inhibitors during
administration of the venetoclax ramp-up
doses

e Warfarin or vitamin K antagonists
concomitantly with ibrutinib

e Fish oil and vitamin E preparations

Permitted concomitant therapies:

e Supportive therapy (i.e., IV fluids)

Growth factors (e.g., filgrastim)

Blood product transfusions

Anti-microbial prophylaxis

Short courses of corticosteroids for <14 days

for non-cancer related medical reasons (<100

mg/day of prednisone or its equivalent)

Prohibited concomitant therapies:

¢ Non-study anti-leukaemic treatment in
patients who had not progressed

o Corticosteroids at dosages equivalent to
prednisone >20 mg/day for >14 days in
patients who had not progressed

¢ Live vaccines during the study treatment
phase

e Strong cytochrome P450 3A inhibitors during
administration of the venetoclax ramp-up
doses

¢ Warfarin and vitamin K antagonists
concomitantly with ibrutinib
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Trial

CAPTIVATE (66, 68, 73)

GLOW (67, 70, 72)

Primary outcomes

Evaluation of the depth of response per CR/CRi
rate following treatment with 1+V in patients
without del17p

Comparison of IRC-assessed PFS, defined as
the duration from randomisation to disease
progression or death, between the I+V and the O-

For CR/CRi and MRD only:
Age

Gender

Race

Rai stage at screening
Baseline ECOG PS
Bulky disease status
del17p status
del17p/TP53 mutation status
FISH abnormalities

o IGHV mutation status

Clb groups
Other outcomes e OS e OS
specified in the scope e PFS ¢ Response rates (including CR/CRIi)
¢ MRD ¢ MRD
e AEs e AEs
¢ HRQoL
Pre-planned subgroups | Prespecified supporting analysis: Age
o All treated patients regardless of del17p Gender
status Race

Disease diagnosis at baseline

Disease stage at screening

Baseline ECOG PS

CIRS total score

Bulky disease status

IGHV mutation status

del11q status

LDH at baseline

Cytopenia at baseline

Serum [32-microglobulin level at baseline

AE = adverse event; CIRS = Cumulative lliness Rating Scale; CLL = chronic lymphocytic leukaemia; CNS = central nervous system; CR = complete response;
CrCl = creatinine clearance; CRi = complete response with incomplete bone marrow recovery; CT = computerised tomography; del11q = 11q deletion; del17p =
17p deletion; ECOG = Eastern Cooperative Oncology Group; FD = fixed duration; HRQoL = health-related quality of life; 1+V = ibrutinib + venetoclax; IGHV =
immunoglobulin heavy chain variable region; IRC = Independent Review Committee; IV = intravenous; iwCLL = International Workshop on Chronic Lymphocytic
Leukaemia; LDH = lactic acid dehydrogenase; MRD = minimal residual disease; O-Clb = obinutuzumab + chlorambucil; OS = overall survival; PFS = progression-
free survival; PS = performance status; SLL = small lymphocytic lymphoma
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B.2.3.1 CAPTIVATE
Trial design

CAPTIVATE was a multi-centre, phase Il trial in two cohorts of patients with
previously untreated CLL/SLL:(73)

e The FD cohort was an open-label, one-group cohort designed to evaluate
the depth of response per CR/CRi following [+V combination therapy for a

fixed duration.

e The MRD cohort included three phases (a pre-randomisation phase with
I+V, an MRD-guided randomisation phase with therapy reintroduction, and a
post disease progression follow-up phase) designed to evaluate the effect on
1-year disease-free survival of discontinuing ibrutinib therapy in patients who

achieved MRD negativity.

The focus of this submission is the FD cohort because it is in line with how [+V
will be administered in clinical practice. An overview of the CAPTIVATE trial design

is depicted in Figure 3.

Figure 3 Trial design (CAPTIVATE FD cohort)

Primary endpoint: Ibrutinib lead-in

* CR/CRi Ibrutinib 420 mg/day for 3

Secondary endpoints: cycles?

* ORR Y P FoIIov?l/ed by 1+V

* DOR Add venetoclax ramp-up to 400

* MRD negative rate in bone mg/day for 12 cycles
marrow or peripheral blood Enrolment = 159 patients

* PFS * Patients without del17p = 136

* 0OS * Patients with del17p = 20

*  TLSrisk * Patients with unknown del17p/TP53 mutation status = 3

CR = complete response; CRi = complete response with incomplete bone marrow recovery; del17p = 17p
deletion; DOR = duration of response; FD = fixed duration; 1+V = ibrutinib + venetoclax; MRD = minimal residual
disease; ORR = overall response rate; OS = overall survival; PFS = progression-free survival; TLS = tumour lysis
syndrome

a One cycle = 28 days

Source: Pharmacyclics [Data on File], 2019(73)

Patient eligibility
Eligible patients enrolled into the FD cohort of the CAPTIVATE study were adults
aged <70 years who had previously untreated CLL/SLL that met iwCLL criteria for

active disease requiring treatment.(73) Patients in the FD cohort were enrolled
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sequentially after the MRD cohort and included a total of 159 patients of which 136
patients without del17p.(66) The full eligibility criteria are summarised in Appendix
M.1.1.

Settings and locations of data collection

The CAPTIVATE study FD cohort was conducted in [l centres across ||}
countries in Europe |l North America (US) and Asia-Pacific [ . (68)

Trial drugs

Participants in the FD cohort of the CAPTIVATE study received ibrutinib
monotherapy (420 mg/day orally) as a lead-in treatment for three cycles. A dose
ramp-up for venetoclax was initiated (from 20 mg/day to 400 mg/day orally over 5
weeks) from Cycle 4. Treatment with venetoclax was continued (400 mg/day orally)
in combination with ibrutinib (420 mg/day orally) for 12 cycles, until Cycle 15 unless
discontinued early for toxicity. Venetoclax and ibrutinib were administered at the
same time (or within 60 minutes) each day with a meal and water. After
administration of the first dose of ibrutinib and after completion of the 5-week
venetoclax dose ramp-up, each drug was typically administered on an outpatient
basis.(73)

Participants who had disease progression per iwCLL criteria after completion of the
FD I+V regimen could be retreated with continuous ibrutinib monotherapy until
disease progression or unacceptable toxicity. Those with durable efficacy after |+V
could be retreated with the 1+V FD treatment regimen per investigator (INV) clinical
discretion and Medical Monitor’s approval.(73) No patients in the FD cohort had
been retreated with |+V as of April 2022.(69) Safety results for patients retreated with

ibrutinib monotherapy are presented in B.2.10.1 Subsequent therapy.

Dose modification of ibrutinib was recommended following development of liver

impairment and was mandated in response to the following(73):

e Haematological events (absolute neutrophil count [ANC] <500 cells/uL for >7
days, platelets <50,000 cells/pL in the presence of clinically significant

bleeding or platelets <25,000 cells/pL)
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¢ Gastrointestinal events (grade 3 nausea, grade 3/4 vomiting or grade 3/4

diarrhoea if persistent despite optimal anti-emetic or anti-diarrhoeal therapy)
¢ Any other grade 4 or unmanageable grade 3 toxicity.

Dose modification of venetoclax was recommended in response to blood chemistry
changes or symptoms suggestive of TLS, grade 3 or 4 non-haematologic toxicities
and haematologic toxicities (ANC <1,000 cells/uL with infection or fever, ANC <500
cells/uL, platelets <25,000 cells/uL and haemoglobin levels <8 g/dL).(73)

The risks and benefits of ibrutinib treatment were to be considered in case of grade 3
or 4 atrial fibrillation or any grade persistent atrial fibrillation. Ibrutinib could be

temporarily held in case of leukocytosis/leukostasis.(73)
Study outcomes

The primary endpoint for the FD cohort in the CAPTIVATE study was the depth of
response per CR/CRI following treatment with the FD [+V combination regimen. The
primary analysis was conducted when a clinically meaningful evaluation of durable

CR rate (212 months) was possible for the study cohort.(73)

Secondary endpoints for the FD cohort in the CAPTIVATE study included the
following:(73)

¢ Overall response rate (ORR) defined as the proportion of participants who
achieve a response (CR, CRi, nodular partial response [PR], PR or PR with
lymphocytosis per iwCLL 2008 criteria)

e Duration of respons