INTRODUCTION

« CLL is a clonal disease of unknown etiology. In Canada, yearly incidence
varies between 5.0-8.0 per 100,000 persons," translating into over
1700 new CLL cases in 2016 and about 600 deaths in 2017°

» CLL is more common with advanced age, median age of diagnosis ranges
between 6772 years old. The fitness of patients has been defined as a
key prognostic factor for CLL survival®

 Important disease-related risk factors influencing CLL prognosis and
treatment pathway include the deletion of the short arm of chromosome 17
(del17p) and/or mutations in the tumor suppressor gene TP53 (mTP53),
the mutation status of the immunoglobulin heavy-chain variable region
(IGVH), b2-microglobulin level and CLL clinical stage®®

* Venetoclax (Ven) is a first-in-class, oral, selective inhibitor of BCL-2
anti-apoptotic protein that is overexpressed in approximately 95% of
CLL patients. Its unique targeted mechanism of action and fixed treatment
duration distinguish it from other available therapies’

* The open-label Phase 3 CLL14 clinical trial (NCT02242942) results
demonstrated an acceptable safety profile of Ven+O, for the treatment
of 1L CLL patients with co-existing medical conditions (unfit patients).3°
In all patients and across all the major prognostic subgroups analyzed,

METHODS

Population of interest and treatment interventions

* The population of interest for this study were
patients considered “unfit” for chemotherapy.
The unfit 1L CLL population was further subdivided
in 4 subgroups based on del17p/TP53 and IGVH
mutation status

* The treatment comparators of Ven+O for the 1L CLL
unfit patient population, were O+Clb, bendamustine
+ rituximab (BR), chlorambucil + rituximab (Clb+R),
ibrutinib (Ibr) and acalabrutinib monotherapy. For
all the unfit subgroups the treatment comparator
was O+ClIb, except in the case of the del17p/TP53
subgroup, where |br was also used
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Modeling approach

* A partitioned survival analyses (PartSA) model was developed with 3 health states:
progression free (PFS), progressed (PPS), and dead. A cycle length of 28 days and a
time horizon of 10 years was used for the model

 Patient distribution among health states (PFS, PPS, and dead) and over time were estimated
using the extrapolated survival curves alongside an area-under-the-curve analysis

* [t was assumed that the age- and sex-adjusted mortality hazard rates of CLL patients
were not lower than those of the general population. To enable a cost-effectiveness
analysis, specific utility values, and cost profiles were attributed to the different health
states of the model

« Uncertainty was assessed via 1-way sensitivity analyses, probabilistic analyses (PA),
and scenario analyses

Treatment efficacy

* The observed survival curves of Ven+O and O+Clb in the CLL14 trial were
parameterized and used to estimate outcomes beyond the observed trial period and
allow synthesis of outcomes with data from external comparators

» As the sample of patients with the del17p/TP53 mutation is small, del17p/TP53 was
Included as a covariate in time to event modeling to maximize the predictive power
of the CLL14 data. Similarly, IGVH mutation status was included as a covariate in the
independent and dependent modeling approaches of OS, PFS, and TTNT to enable
parametrization of the survival outcomes of the 2 subgroups

* A clinical SLR was conducted to inform indirect treatment comparisons (ITC) between
Ven+0O and the comparators outside the CLL14 trial and were made using network
meta-analysis (NMA) methods. Hazard ratios (HRs) were generated vs Ven+O for
2 outcomes (PFS and OS). These NMAs were updated to include acalabrutinib

* In the del17p/TP53 population 2 naive comparisons and 1 matching-adjusted indirect
comparison (MAIC) was conducted for Ven+O vs Ibr monotherapy.’®" The PFS and OS
HRs from the naive comparison using Mato et al'® were combined with the Ven+O PFS
and OS curves respectively to generate the individual survival curves for lbr. The naive
comparison using Mato was used in the base case since the results were powered by a
larger sample size'?

Model analyses and sensitivity analyses

* The key outcomes of the cost-effectiveness
analysis were total life years (LY's),
quality-adjusted life-years (QALYs),
and costs over a 10-year time horizon,
as well as incremental LYs, QALYSs, costs,
and incremental cost-effectiveness ratios
(ICERSs), representing the cost per
QALY gained

* Analysis was conducted from a publicly
funded healthcare system perspective.
Consistent with CADTH guidelines, the base
case analysis results were derived using
the probabilistic model. Based on CADTH
guidelines, a 1.5% discount rate was applied
to the cost and effects outcomes™

* In the PA a simulation of 5000 iterations
generated a mean output with associated
upper and lower confidence intervals

Model inputs
Trial data
* The primary measures of clinical effectiveness for
the 1L CLL treatments in the CEM were drawn from
the CLL14 trial data and included PFS, OS, TTNT,
and time on treatment (ToT) curves for Ven+O and
O+ClIb treatment arms

* The model inputs were either identified from the economic and clinical SLRs, estimated
from the CLL14 trial, or elicited from clinical experts during an advisory board (ad-board).
Specifically, health-related quality of life, cost, resource use, and previous economic
model data were identified from the economic SLR. Whenever possible, model inputs
were informed from Canadian-specific sources and databases
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Ven+0O showed a consistent superior treatment profile compared to the
standard of care obinutuzumab + chlorambucil (O+ClIb).

RESULTS

 All comparators resulted in higher costs than Ven+O, with acalabrutinib-based regimens accruing the highest costs (Table 1). For treat to progression-based regimens the high costs were driven by the high drug acquisition costs that were accrued for
these comparators. For non-treat to progression-based comparators the high costs were driven by the subsequent treatment costs which were accrued due to the larger proportion of patients remaining in the PPS period compared to Ven+O

Table 3. Full Incremental Analyses Result for Unfit Patients

unfit 1L CLL population including the IGVH mutated-population, except compared to acalabrutinib for the unfit population and compared to lbr for the del17p/TP53 mutated patient population. In the absence of mature data from the CLL14 patient
population, long-term OS results are uncertain
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