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Objective

Follicular lymphoma (FL) represents about 25% of all Non- Hodgkin lymphomas (NHL) and it is the most common subtype of indolent B-cell NHLs in Italy (1,2).
Rituximab (R) plus chemotherapy (chemo) followed by R maintenance in patients responding to induction therapy was the standard of care treatment for untreated advanced FL (2).
Obinutuzumab (O) is a humanized anti-CD20 monoclonal anfibody indicated for the treatment of patients with previously untreated advanced FL (3).
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The GALLIUM study showed that O plus chemo, followed by O in monotherapy, significantly prolonged progression-free survival with respect to R-based regimen in untreated
advanced FL, in particular in patients at higher risk of progression or mortality, according to Follicular Lymphoma International Prognostic Index (FLIPI) score (4).

¢ The present study assess the incremental cost-effectiveness of O relative to R for untreated advanced FL patients at higher risk (FLIPI score of 2 or more), from the Italian National Health
Service (NHS) perspective.

Methods

¢ A four-state Markov model was used to estimate clinical outcomes and costs of patients with advanced FL in freatment with O and R over a litetime horizon (Fig1).

¢ The probabilities of remaining in each health state specific for therapeutic regimen were determined by survival curves from GALLIUM and PRIMA clinical tfrials (4,5): in particular,
progression-free survival (PFS) and early progressive disease (PD) were extrapolated by fitting parametric distributions on empirical data in GALLIUM, whilst late PD on data in PRIMA,
due to immature data in GALLIUM. PD state was split in early (progression within 2-years) and late since patients progressing early have much poorer survival outcomes than those
progressing later (6,7). The overall survival was therefore determined by the sum of the time spent in PFS and PD health states.

¢ Direct medical costs (Tab1) were collected from official Italian sources and included frontline and subsequent therapies, monitoring and management of adverse events (AE)(8-10).

¢ For each 1-month simulation cycle, treatment specific costs and utilities — from GALLIUM clinical trial (4), using the EQ-5D questionnaire — were applied to the fraction of patients in
each health state in order to calculate expected overall survival, quality of life and total cosfs.

¢ Costs, updated to 2018 in Euro, and health gains occurring after the first year were discounted at an annual 3% rate, according to Italian guidelines on health economic evaluation
(11). A half cycle correction was applied.

¢ Probabilistic sensitivity analyses (PSA) was carried out, with the aim of evaluating uncertainty around model assumpftions.
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