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Comments on “Abiraterone acetate plus prednisolone for
metastatic patients starting hormone therapy: 5-year follow-up
results from the STAMPEDE randomised trial (NCT00268476)”

Dear editor

Several systemic agents showed significant prolongation of over-

all survival (OS) in patients with metastatic castration-resistant

prostate cancer (mCRPC), and these drugs have been initially

approved in that setting.1 Subsequently, combinations of

androgen-deprivation therapy (ADT) with chemotherapy or novel

androgen-receptor signaling inhibitors (ARSi) demonstrated effi-

cacy in the earlier setting of metastatic hormone-sensitive pros-

tate cancer (mHSPC). The clinical validity of early treatment

intensification has been recently confirmed by trials involving

triplets with ADT, chemotherapy and ARSi in mHSPC,2,3 and by

the use of ADT plus ARSi in nonmetastatic castration-resistant

prostate cancer (nmCRPC).

James and colleagues recently reported updated results regarding

the use of abiraterone acetate in patients with mHSPC enrolled in the

STAMPEDE platform.4 Adjusted hazard ratio (HR) favored abiraterone

(0.60; 95% CI: 0.50-0.71) and 5-years survival improved from 41% of

standard-of-care (SOC) alone to 60% of SOC plus abiraterone. Of

note, estimated median survival was 46 months in the SOC-alone

group and 79 months in the SOC plus abiraterone group (median gain

in OS of 33 months).

HRs are the most widely used parameter to design and inter-

pret survival benefit in clinical trials. However, they are a relative

measure. Median absolute gain in OS can be used to indirectly com-

pare the overall impact of treatments in different settings, and rep-

resents a good indicator of clinical benefit.5 The same HR

translates in greater OS prolongation if the median OS of control

arm is longer. In the present correspondence, we highlight that the

median gain in OS (calculated as the difference in median OS

between study arms) better represents clinical benefit that is pro-

vided by approved drugs in patients with prostate cancer. Systemic

agents demonstrated median gains in OS ranging from 2.4 to

5 months in mCRPC setting, whereas the magnitude of OS prolon-

gation was significantly stronger in trials that investigated these

drugs at earlier disease stages, including mHSPC and nmCRPC set-

tings (Figure 1). Consequently, clinicians should be aware that the

same drug can result in a different clinical impact when used at

earlier stages.

In the case of abiraterone acetate, a mCRPC patient who receives

this drug, in addition to ADT, is expected to live about 4 months

longer compared to another one who receives ADT alone. However,

based on recent results from STAMPEDE trial, we know that this sur-

vival improvement can increase up to 33 months if we move to a

patient treated in the mHSPC setting.4

Our observation supports the notion that HRs are not a sufficient

measure of clinical effect when comparing drugs in different patient's

populations or settings. Data on median gain in OS clearly show that

early treatment intensification is a prerequisite to improve the survival

of prostate cancer patients, and later use of chemotherapy or ARSi is

associated with less impactful clinical benefit.
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F IGURE 1 Median gain in overall survival in Phase 3 pivotal trials involving patients with advanced prostate cancer. Data about drugs and
corresponding trials are updated to latest results available on overall survival (OS). Labels report median gain in OS, as expressed in months. On
the right, HRs of pivotal trials are shown. Results from ARAMIS, ARASENS, ARCHES, ENZAMET and TITAN trials were not included because
median OS was not estimable. HV, high-volume; LV, low-volume; m, months; mCRPC, metastatic castration-resistant prostate cancer; mHSPC,
metastatic hormone-sensitive prostate cancer; nmCRPC, nonmetastatic castration-resistant prostate cancer [Color figure can be viewed at
wileyonlinelibrary.com]
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