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AN INCREMENTAL EFFECTIVENESS
ANALYSIS OF PALBOCICLIB FOR THE
TREATMENT OF HR-POSITIVE, HERZ2-
NEGATIVE LOCALLY ADVANCED OR
METASTATIC BREAST CANCER IN
PORTUGAL
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BACKGROUND AND OBJECTIVES

« Breast cancer is the most common cancer among women and the second major cause of cancer-related death. [1,2]

« Metastatic breast cancer can occur at diagnosis or as a recurrence from early-stage breast cancer. Approximately 30% of
patients with an initial diagnosis of early-stage breast cancer will develop metastases. [3]

« This study aimed to evaluate the effectiveness of palbociclib in HR+/HER2- post-menopausal advanced or metastatic
breast cancer patients:

o Plus letrozole vs. letrozole: in women without prior treatment;

o Plus fulvestrant vs. fulvestrant: in women with prior endocrine treatment.
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METHODS

EFFECTIVENESS MODEL

« The effectiveness analysis was based on a partitioned survival model with 3 mutually exclusive health states:
progression free survival (PFS), post-progression survival (PPS) and death (Figure 1).

« Patients in the PPS state can be split between two sub-states (i.e., active treatment and best supportive care
[BSC]). (Figure 1).

« The model considered 28 days cycles for a 15-year time horizon in line with predicted patients’ life
expectancy.

« Deterministic and probabilistic sensitivity analyses were conducted to assess the robustness of results.

Figure 1. Partitioned survival model.

-
(=]

O Death

o
w

m Progressed disease: BSC

o
o

=
-‘_!

« Progressed disease; Active
treatment

o
53]

® Progression free survival

Survival probability
o ] (=] = (=]
R W B

=]
=

0.0 - . " o ot

0 20 40 60 80 100
Months

0S, overall survival; PFS, progression-free survival; PPS, post-progression survival

CLINICAL DATA

« A combined analysis with Kaplan-Meier (KM) data (until at least 10% of patients were still at risk of event)
and parametric projections was used to estimate PFS and overall survival (0S), defining patients’ distribution
between the health states pre-progression, progressed disease and death (Table 1).

« Separate parametric models by arm were adjusted to PFS and OS data, based on goodness of fit criteria and
clinical validity, as recommended by NICE ‘s Decision Support Unit [4].

Women without prior treatment

« PFS data was based on phase II trial PALOMA-2 and OS data was based on phase III trial PALOMA-1 given
immature data from PALOMA-2 trial. [5,6]

Women with prior endocrine treatment
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« PFS data was based on phase III trial PALOMA-3 OS data but adjusted according to Beauchemin et al.
(2014). [7,8]

Table 1. Modelling summary of survival outcomes.

Outcome Women without prior treatment  Women with prior endocrine treatment
Palbociclib + Palbociclib plus
Letrozol Fulvestrant
letrozol fulvestrant
PFS Log-logistic Weibull
os Log-logistic Weibull (adjusted)

0S, Overall survival; PFS, progression-free survival
Source: PALOMA-2; PALOMA-3; Beauchemin et al (2014).

UTILITIES

« Health related quality of life was estimated for PFS and PPS from EQ-5D-3L questionnaires from PALOMA-2
and PALOMA-3 in active treatment (Table 2). UK tariffs were used for utility calculation. [5,7,9]

« HRQL for post-progression in BSC was derived from Lloyd et al.(2006) who obtain UK-based societal
preferences for distinct stages of MBC using a standard gamble method (Table 2). [10]

Table 2. Utility scores per health state.

Women without prior Women with prior endocrine
treatment treatment
Palbociclib +
Letrozol Palbociclib + Fulvestrant Fulvestrant
Letrozol
PFS 0.740 0.710 0.740 0.703
PPS, active treatment 0.643 0.643 0.590 0.590
PPS, BSC 0.448 0.448 0.448 0.448

BSC, Best supportive care; PFS, progression-free survival; PPS, post-progression survival
Source: PALOMA-2; PALOMA-3; Lloyd et al. (2006).
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RESULTS
BASE CASE SCENARIO

« Adding palbociclib to letrozole allows for a gain of:
o 0.41 life-years (LY) or 0.57 quality adjusted life years (QALY) in patients without prior treatment for advanced disease.

« Adding palbociclib to fulvestrant allows for a gain of:
o 0.76 LY or 0.52 QALY in patients who progressed or relapsed during previous endocrine therapy.

« In both cases most gains of palbociclib is due to increased PFS.

Figure 2. PFS and OS modelled curves in untreated patients.
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Figure 3. PFS and OS modelled curves in previously treated patients.
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Table 3. Effectiveness results: Palbociclib + letrozol vs. letrozol (A) and Palbociclib + fulvestrant vs.

fulvestrant (B).

A.
Women without prior treatment
Palbociclib + letrozol Letrozol Falbpciclity & letrenl o
letrozol
LY - PFS 3.59 2.42 1.18
LY — PPS 0.87 1.63 -0.76
Total LY 4.46 4.05 0.41
QALY -PFS 2.66 1.72 0.94
QALY - PPS 0.48 0.85 -0.37
Total QALY 3.14 2.57 0.57
LY, life-years; PFS, progression-free survival; PPS, post-progression survival; QALY, quality adjusted life
years.
B.
Women with prior endocrine treatment
Palbociclib + fulvestrant Fulvestrant e
vs. fulvestrant
LY - PFS 1.22 0.66 0.52
LY - PPS 3.42 3.23 0.19
Total LY 4.65 3.89 0.76
QALY -PFS 0.91 0.46 0.44
QALY - PPS 1.61 1.52 0.08
Total QALY 2.51 1.99 0.52
LY, life-years; PFS, progression-free survival; PPS, post-progression survival; QALY, quality adjusted life
years.
SENSITIVY ANALYSES

« Deterministic sensitivity analyses show that results are sensitive to parametric extrapolation of both PFS and OS and
utility weights.

« In women without prior treatment, the highest and lowest incremental QALY is obtained when varying the utility values
in more and less 20%

o In women with prior treatment, the highest incremental QALY is obtained when varying the utility values in more 20%.
The lowest incremental QALY is obtained when OS is extrapolated through a log-logistic curve.

https://europe2020-ispor.ipostersessions.com/Default.aspx?s=74-D5-DC-95-25-2C-19-5D-3A-D1-24-7A-0E-C9-68-C7 &pdfprint=true&guestview=t. ..

6/9



23/12/2020 ispor (iPosterSessions - an aMuze! Interactive system)

CONCLUSIONS

« Treatment with palbociclib plus letrozole/fulvestrant shows a relevant incremental effectiveness both in terms
of LY and QALY in the treatment of HR+/HER2- locally advanced or metastatic breast cancer.
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