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TO THE EDITOR:

Balancing considerations and qualifying conclusions for
cost-effectiveness of therapies for relapsed/refractory follicular
lymphoma

Kunal C. Potnis' and Scott F. Huntington®*

"Yale School of Medicine, New Haven, CT; 2Department of Internal Medicine, Yale School of Medicine, New Haven, CT; and ®Cancer Outcomes, Public Policy, and
Effectiveness Research (COPPER) Center, Yale School of Medicine, New Haven, CT

We read the recent commentary by Gribben et al with great interest." Our teams share a common
interest in rigorous cost-effectiveness analyses to inform the most appropriate use of high-cost novel
cancer therapeutics, such as chimeric antigen receptor (CAR) T-cell therapy. Risk adjustment is an
important consideration, and we commend Gribben et al. for their SCHOLAR-5 analyses.” Ideally, we
would have liked to use matching-adjusted indirect comparison, or a comparable technique, in our study
to better adjust for risk between the 2 arms that we drew from the ZUMA-6 and LEO CReWE
studies.®* However, because we lacked access to the original individual patient data from these studies
required for such adjustment, we were unable to do this. We acknowledge that our study has limita-
tions, and we aimed to be upfront about this in our discussion. We ultimately qualified our conclusion,
stating that CAR T-cell therapy is unlikely to be cost-effective in unselected patients with relapsed or
refractory follicular lymphoma (FL), though it may be a cost-effective therapeutic strategy in select
patients who are at high-risk and those who relapse after third-line therapy.

Although the SCHOLAR-5 cohort provided an advantage in the context of risk adjustment, 1 advantage of
using the LEO CReWE study as the comparator in our base-case analysis was greater clarity in modeling
cost. The SCHOLAR-5 cohort included a significant percentage of patients who received experimental
therapies, which we note not to diminish their role as a treatment option but rather to highlight the challenges
that arise with incorporating their costs without access to regimen specifics. The LEO CReWE cohort also
more accurately reflects the patient population for which CAR T-cell therapy was approved by the Food and
Drug Administration (FDA) in the United States, that is, any patient with FL after 2 or more previous lines of
therapy. We agree that ZUMA-5 had a high-risk patient population and that clinicians should consider risk
features when selecting the sequences of novel therapies, but our primary aim was to evaluate the cost-
effectiveness of CAR T-cell therapy in the newly-approved FDA indication. In this unselected patient
group, in which a sizable portion of individuals can have meaningful response to non—-CAR T-cell therapy—
based regimens, our model suggests CAR T-cell therapy would not be cost-effective.”

However, our work did include scenario analyses suggesting CAR T-cell therapy could be cost-effective
for some individuals with FL. One scenario considered if the efficacy of our standard of care arm was
inferior to that experienced in LEO CReWE by using the progression-free survival hazard ratio in
SCHOLAR-5. In this scenario, we noted the incremental cost-effectiveness ratio to be ~$61 000 per
quality-adjusted life year, suggesting that CAR T-cell therapy could in fact be cost-effective depending
on the comparator. Similarly, we conducted a scenario in which the comparator arm only received
phosphatidylinositol 3-kinase and enhancer of zeste homolog 2 inhibitors, in which the incremental cost-
effectiveness ratio decreased to ~$64 000 per quality-adjusted life year. Ultimately, we agree with the
need for more cost-effectiveness analyses in this area, ideally incorporating data from both randomized
phase 3 trials and biomarker studies to identify clinical settings in which CAR T-cell therapy offers the
greatest value to patients and those who bear the treatment costs.
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