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To the Editor:

In their recent review of over 5000 Medicare claims,
McKay et al' report a high level of adherence to relugolix
when used for androgen deprivation therapy (ADT) by pa-
tients with both metastatic and nonmetastatic prostate cancer
(PCa). An incentive for their study was a concern that various
factors, such as forgetfulness, might lead to poor adherence to
this oral medication.

A significant finding in McKay et al was lower adherence
to relugolix among nonmetastatic vs metastatic patients,
with P < .0001 in a log-rank test." The authors proffer the
view that this reflects the fact that patients with nonmetastatic
PCa are more likely to be prescribed intermittent ADT. This
places the onus of poor adherence upon the physicians and
ignores the patients’ agency in the desire to discontinue
treatment. We offer here a different look on prostate cancer
patients’ adherence and persistence in using relugolix for
androgen deprivation therapy.

McKay et al' do not ask why patients prescribed relugolix
desire drug holidays. The fact is that relugolix shares with
other androgen-suppressing medications a vast array of
adverse effects (AEs) that reduce patients’ quality of life
(QoL).? The AEs associated with relugolix are the same as
those from standard luteinizing hormone—releasing hormone
(LHRH) agonists but are arguably more stressful because
they emerge so quickly.”?

In arecent survey of > 800 PCa patients on their perceived
benefits and risks of alternative forms of ADT, relugolix was
endorsed over injectable ADT drugs because it could be
stopped quickly and testosterone could recover faster.* The
PCa patients thus understood that relugolix had the same
burdensome AEs as other ADT drugs. They did not view
relugolix as more tolerable; it was preferred by some patients
simply because they could be on it for a shorter time. This
suggests that companies marketing relugolix could both help
PCa patients and get better long-term adherence if they
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focused on ways to improve the QoL of patients prescribed
relugolix.

Take, for example, the concern that forgetfulness may lead
patients to not adhere to oral medications. This is a particular
concern for patients on LHRH agonists or antagonists since
those drugs are associated with increased risk of cognitive
impairment. That risk is diminished, however, when estradiol
(administered transdermally; currently off-label) is simulta-
neously prescribed with LHRH drugs. Similarly, patients
given some add-back estradiol while on relugolix can expect
fewer hot flashes and less risk of osteoporosis.” Their
improved QoL could lead to better adherence and persistence
in using relugolix for ADT.

The authors conclude their article with suggestions to
improve adherence to relugolix. However, to the best of our
knowledge, none of these have been tested with this specific
medication. They also do not mention the fact that a patient
education program about the side effects of ADT has been
shown, in a randomized controlled trial, to significantly
improve patients’ self-efficacy in managing AEs when the
patients are informed of the AEs before they experience them.®
Offering such a program to all patients starting on relugolix
might be one of the most cost-effective and beneficial ways for
improving both patients’ QoL and adherence to treatment.
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