EDITORIAL

PSA: The Little Kallikrein that “COULD” and “SHOULD”

he U.S. Preventative Services Task Force (and later the Canadian Task Force on Preventive Health Care)

recommended against using the PSA test to screen for prostate cancer, since it could result in “overdiagnosis” and
“overtreatment” because “most prostate cancer is asymptomatic for life.”! However, prostate cancer remains the
number-one diagnosed cancer in men in North America and the second- or third-most-common “killing cancer”
in North American men.

Dr. T. Ming Chu and colleagues from Roswell Park Cancer Institute in Buffalo, New York were the first group to
really purify and characterize PSA and show that it was virtually “prostate specific,” as they described in their
1979 article.? In 1991, Catalona published the first results of a study showing that PSA was the most accurate
method for detecting prostate cancer and suggested that it should be used as a first-line screening test for prostate
cancer.® However in 2011, Gomella et al noted that there was conflicting evidence about using PSA tests to screen
for prostate cancer and suggested that physicians should discuss this with their patients.*

Since the early 90s, after the widespread use of PSA tests to screen for prostate cancer, we have seen a drop in deaths
due to prostate cancer. Prostate-cancer screening trials such as the Goteborg trial have demonstrated significant
survival benefits with a relatively small “number needed to screen.”>

However, some researchers have suggested that the incidence of significant morbidity associated with trans-rectal
ultrasound (TRUS)-guided biopsies can be as high as 5%.° Because of this, we have almost reversed our approach and
are looking for an excuse not to biopsy patients, for fear of causing morbidity and/or detecting an “insignificant” cancer.

Today, abnormal values for total PSA, age-related PSA, free-to-total PSA ratio, and PSA density are still the
primary drivers of first-time prostate biopsies. If a patient is diagnosed with cancer, we use PSA values as one of
the significant factors to insert into Partin tables to predict risk of cancer spread.

After primary prostate-cancer treatment, we again use PSA as the marker to indicate success or failure. With post-
secondary therapy with hormonal manipulation, rising PSA levels suggest the development of castrate-resistant
prostate cancer. We use the PSA doubling time to determine whether to escalate to the next treatment. We then
look to PSA to signal failure of the newer “super hormonal manipulators” such as abiraterone and enzalutamide.

New biomarkers have been promoted in the pre-biopsy space to determine the risk of finding significant cancer.
Some clinicians have advocated the use of the 4Kscore test, which uses 4 kallikreins—total PSA, free PSA, intact
PSA and human kallikrein 2 (hK2).”

Thirty-six years after Chu and colleagues proved the significance of PSA as a marker, it is still the kallikrein marker
that could, and now more than ever should, be used to prevent unnecessary biopsies while helping us detect
clinically significant prostate cancers.
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XGEVA® (denosumab) is indicated for reducing the risk of
developing skeletal-related events (SREs] in patients with
bone metastases from breast cancer, prostate cancer,
non-small cell lung cancer, and other solid tumours.’

BONE METASTASES CAN OCCUR IN 90% OF
MEN WITH ADVANCED PROSTATE CANCER?
Bone metastases put your patients at significant
risk of SREs such as pathological fracture, radiation
therapy to bone, surgery to bone, and spinal

cord compression.

For patients at risk of SREs,
consider prescribing
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XGEVA is administered as a single, 120 mg subcutaneous
injection Q4W.!
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castrate-resistant prostate cancer patients with bone :
metastases (mean number of SREs per patient: 0.52 vs.
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0.61, RR: 0.82; 95% Cl, 0.71-0.94, superiority p-value
adjusted for multiplicity: p=0.008, secondary endpoint)."®
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