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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.1    

DO YOU INITIATE SCREENING 
FOR BONE METASTASES BASED 
ON PSA DOUBLING TIME?2

BONE METASTASES CAN OCCUR IN 90% OF 
MEN WITH ADVANCED PROSTATE CANCER2

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 XGEVA®1

XGEVA® is administered as a single, 120 mg subcutaneous 
injection Q4W.1

XGEVA® reduced the risk of developing first and 
subsequent on-study SREs vs. zoledronic acid by 18% in 
castrate-resistant prostate cancer patients with bone 
metastases (mean number of SREs per patient: 0.52 vs. 
0.61, RR: 0.82; 95% CI, 0.71-0.94, superiority p-value 
adjusted for multiplicity: p=0.008, secondary endpoint).1,3 
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Refer to the page in the bottom right icon for additional safety information and for a web link to the 
Product Monograph discussing: 
- contraindication in patients with pre-existing hypocalcemia, which must be corrected prior to initiation.
- most serious warnings and precautions relating to osteonecrosis of the jaw.
- other relevant warnings and precautions: do not use concurrently with Prolia®; do not use concurrently with bisphosphonates; 

hypocalcemia, including severe symptomatic hypocalcemia and fatal cases, was reported in post-marketing cases. Monitor calcium and 
supplement as necessary; caution on risk of hypocalcemia in patients with renal impairment; skin infections; atypical femoral fractures; 
not recommended for use in pregnant women. Women should not become pregnant during treatment and for at least 5 months after 
the last dose of XGEVA®.

- conditions of clinical use, adverse reactions, drug interactions, and dosing information that have not been discussed here.
In addition, the page contains the reference list and study parameters relating to this advertisement. 

XGEVA® is not indicated for reducing 
the risk of developing skeletal-related 
events in patients with 
multiple myeloma. 

Product Monograph discussing: 
 contraindication in patients with pre-existing hypocalcemia, which must be corrected prior to initiation.
 most serious warnings and precautions relating to osteonecrosis of the jaw.
 other relevant warnings and precautions: do not use concurrently with Prolia
hypocalcemia, including severe symptomatic hypocalcemia and fatal cases, was reported in post-marketing cases. Monitor calcium and 
supplement as necessary; caution on risk of hypocalcemia in patients with renal impairment; skin infections; atypical femoral fractures; 
not recommended for use in pregnant women. Women should not become pregnant during treatment and for at least 5 months after 
the last dose of XGEVA

 conditions of clinical use, adverse reactions, drug interactions, and dosing information that have not been discussed here.
In addition, the page contains the reference list and study parameters relating to this advertisement. 

XGEVA® is reimbursed under specific criteria in BC, SK, MB, ON, QC, NB, NS and NL.

See additional safety information on page xx
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A62-year-old man presents to the emergency room with severe back pain. A 
workup reveals a rock-hard prostate, PSA of 75 and widespread prostate cancer 
bone metastases to his pelvic bones, rib cage, and spine. 

Most of the readers of this issue of the CUAJ will be keenly aware of the recent  release 
of the Canadian Task Force on Preventive Health Care (CTFPHC) guidelines recom-
mending against routine PSA screening for prostate cancer.1 Furthermore, many of you 
will be experts in the management of patients with prostate cancer, well-versed in the 
ambivalent literature surrounding population-based PSA screening and cognizant of the 
intricacies associated with the need for disconnecting diagnosis and treatment of early 
disease. You may be greatly concerned that the CTFPHC recommendations, aimed at a 
primary care audience and policy makers, have bolstered those of others including the 
US Preventive Services Task Force and Choosing Wisely. Will these recommendations 
cautioning against PSA screening result in a set-back in the prostate cancer conversa-
tion? Will we start to see the above patient present more commonly in our practices? 

The CTFPHC states that the evidence supports an increased risk of harm with routine 
testing, with uncertain benefits. Their key recommendations include:

• For men under age 55 and over age 70, the Task Force recommends not using 
the PSA test to screen for prostate cancer. 

• For men 55 to 69, the Task Force also recommends not screening, although it 
recognizes that some men may place high value on the small potential reduction 
in the risk of death and suggests that physicians should discuss the benefits and 
harms with these patients.

The overarching goals and objectives of the CTFPHC to put forward evidence-based 
recommendations about clinical maneuvers aimed at primary and secondary prevention 
is important in our current healthcare landscape. The make-up of the CTFPHC includes 
volunteer clinicians and methodologists, and specifically excludes content experts in the 
field, presumably to obviate any perceived conflicts of interest. However, the method-
ology for the process, well-described on the Task Force website,2 does allow for more 
widespread consultation with such experts in prostate cancer biology and management. 
Such input into the current recommendations appears to be lacking in the document 
and, in our opinion, contaminates the effort with a few unfortunate mistakes and sub-
stantively misleading statements.

So what do the experts say? The CUA has released a number of excellent commen-
taries outlining some factual errors and concerns with interpretation of the CTFPHC 
document.3,4 Perhaps most concerning is the observation that although the Task Force 
confirms that PSA screening likely results in a reduction in cause-specific mortality, it 
highlights that there is “conflicting evidence suggesting a small and uncertain potential 
reduction in prostate cancer mortality.” The messaging confuses the reader and distracts 
from best evidence to date suggesting that screening reduces prostate cancer deaths by 
21% to 44%. We encourage you to read the full response from the CUA, which includes 
further relevant information the Task Force has yet to adequately address.

Similarly, a number of key stakeholders and opinion leaders, experts in contemporary 
prostate cancer diagnosis and management, have spoken up and offered thoughtful and 
rational advice for primary care physicians and prostate cancer specialists alike.3,5 We 
summarize some of these thoughts below:

1. Men should have a discussion about the risks and benefits of PSA testing especial-
ly those between the ages of 55-69 and those at higher risk of aggressive disease.

2. Prostate cancer diagnosis must be uncoupled from prostate cancer treatment.
3. Avoid PSA testing in men with less than 15-year life expectancy, unless these 

men have a previously elevated value. 
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4. Men with a low initial PSA (<1.0) could be tested 
less frequently, perhaps every 5 years.

5. Digital rectal exam (DRE) has value as a routine part 
of the periodic health exam.

6. Men with low-risk prostate cancer or older men with 
intermediate-risk prostate cancer should be coun-
selled towards active surveillance.

Any dispassionate observer would surely question the 
underlying reasons for such a disparity between these rec-
ommendations. Much has been debated in the scientific and 
lay press around the potential dangers of “content expert” 
involvement in medical research, advocacy and policy 
endeavours for fear of perceived and, undoubtedly, occa-
sional real conflicts of interest. The polarized conversation 
around the early detection of prostate cancer has, in our 
opinion, suffered from this subliminal concern. So where 
do we go from here? It would seem obvious that next steps 
need to focus on a concerted refinement of the CTFPHC 
living document, incorporating input from patients, primary 
care providers and our balanced and level-headed Canadian 

content experts. The CTFPHC has a stated responsibility for 
leading knowledge translation and evaluating the impact 
of its products. Let’s work together to help produce a con-
sistent and balanced message, and ensure its appropriate 
dissemination, so that Canadian men and their primary care 
providers are not lost in a potentially never-ending debate.
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