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OBJECTIVES

Analyze the economic consequences of implementing alectinib as an adjuvant
treatment for ALK+ non-small cell lung cancer (NSCLC). Alectinib has recently
been approved in the adjuvant setting with the potential to reduce disease
recurrence [1, 2]. This analysis aims to illustrate the potential saving of
subsequent treatment lines by implementing alectinib as a postoperative
standard of care in ALK+ NSCLC from a reimbursement perspective.

METHODS

A semi-Markov model, delineating disease-free survival, non-metastatic
recurrence, first metastatic recurrence and second metastatic recurrence,
was developed with a 40-year time horizon. The model structure is presented
in figure 1. The purpose of the analysis was to compare alectinib vs standard
of care chemotherapy for patients with ALK+ NSCLC. This analysis takes a
limited social perspective in a Danish setting.

Disease-free survival was generated based on the ALINA study. Parametric
distributions was employed to extrapolate data beyond the ALINA study
period. Non-metastatic recurrence was based on Nakamichi, et al., 20717 and
Wong, et al., 2016 [3-4]. The first metastatic recurrence was based on the
ALEX-study and Wong, et al., 2016, while the second metastatic recurrence
was based on the ALUR study [4-5]. The outcomes measured included quality-
adjusted life-years (QALYs) and the incremental cost-effectiveness ratio
(ICER). To demonstrate the robustness of the findings, both deterministic
(DSA) and probabilistic sensitivity analyses (PSA) were conducted.
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Figure 1: Semi-Markov model of adjuvant treatment with alectinib for ALK+ non-small cell
lung cancer

RESULTS

The results of the cost-effectiveness analysis is presented in table 1. Replacing
chemotherapy with alectinib as adjuvant treatment for ALK+ NSCLC will
generate an expected cost of approximately € 25.500 per patient. Alectinib
nas the potential to reduce the number of recurrences and the number of
patients requiring treatment by offering patients better clinical outcomes and
personalized therapy in the adjuvant setting [1]. Thus, the cost of alectinib in
the adjuvant setting is almost offset by reducing costs in subsequent treatment
lines while at the same time generating an average QALY gain of 4.6 for each
patient. In figure 2 and 3 the DSA and PSA plots show that the results are
robust and most sensitive to the assumption of when a patient is considered to
be cured (5 years of disease-free survival), the proportion of patients with
disease recurrence after adjuvant treatment, and the assumption on
rechallenging with an ALK-TKI [7]. In Denmark, the expected number of patients
s limited to less than 10 patients per year, so the budget impact will be very
minimal [ 7]. Analysis is based on list prices.
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Table 1: Results of the cost-effectiveness analysis
Alectinib Chemotherapy Difference

Disease-free survival

Treatment 101.011 € 7.099 € 93.912€
AE management 211€ 67€ 144 €
Follow-Up Healthcare 4.889 € 3.928 € 261€_ -
Total 106.112 € 11.094 € (: 95.017€
Subsequent treatment lines
Treatment 42.974 € 106.640 € -63.667 €
AE management 109 € 272 € -163 €
Follow-Up Healthcare 1.075€ 2.650€ -1.575€
End of Life 6.665 37.305 —3_0 f)_42
Total 45.046 € 114.536 € '\’—69 490 € )
SN —_— -
Total
Total costs 150.269 € 120.656 € 25.527 €
Life-years 14.47 10.23 4.24
QALY 11.59 8.02 3.57
ICER 7.148

Abbriviations: AE - adverse event, QALY - quality-adjusted life-year, ICER - incremental cost-effectiveness ratio
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Figure 2: Kaplan-Meier and modeled OS-curves used in the cost-effectiveness analysis
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Figure 3: Incremental cost-effectiveness plane

CONCLUSION

Alectinib is cost-effective with a limited budget impact as an adjuvant treatment for
ALK+ NSCLC patients, as the cost of alectinib is almost completely offset by
reducing the cost of treating patients in the metastatic setting.
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