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TARGETED BASELINE (SMARTER) PSA TESTING  

• Prostate cancer (PCa) is not one disease. Most PCa is indolent and does not threaten length or quality life.  PCa 
that is aggressive/high-grade causes substantial morbidity and kills more men in the US annually than any cancer 
save lung cancer- but can be detected early enough to extend life and often to cure.   
- The goal of screening is to find aggressive prostate cancer early and cure it before it spreads beyond the prostate 

• African American men have more aggressive PCa starting at younger ages. The greatest of all cancer disparities is 
African Americans’ 40-60% excess incidence and >2.5-fold higher mortality rate compared to other groups.1,2

- Recent research that includes rigorous statistical modeling3 and a large retrospective cohort of US veterans4 
shows a greater mortality benefit for more intensive PSA-based screening for African Americans  

• Men should get a baseline PSA test at an early age (~45-50) before benign prostatic hyperplasia and other 
conditions associated with aging cloud the interpretation of PSA. Those at high risk for lethal prostate cancer 
(those with blood relatives who have died from PCa; African American men; men exposed to Agent Orange) 
should have a baseline PSA at an earlier age.5 
- Recent research shows that a baseline PSA starting at age 45 can reliably predict the occurrence of aggressive 
prostate cancer up to 25 years later across multiple racial and national sub-groups.6,7 

• Of note, a 2018 meta-analysis found a “considerable lack of evidence” of the efficacy of the digital rectal exam 
for detecting prostate cancer in primary care.8 DRE has little value particularly when PSA is tested early using a 
low threshold to drive further workup.  

• Offer PSA baseline testing in mid-life (45 to 55).  A large majority of the population will test <1 ng/ml.6  
• At any age, men with a PSA <1 ng/ml (“normal”) need not test again for 5 or more years. 9,10,11 

 

RISK-STRATIFIED (SMARTER) DIAGNOSIS & TREATMENT  
• In our S3T protocol at UCSF, we define a “marginal” 

PSA for men ≤60 years old is 1-2 ng/ml; over age 60 
the marginal PSA is 1-3 ng/ml  
 For men with marginal PSA, consider early 

repeat testing to assess trends, vs. early 
work-up (see below) based on risk factors 
and patient preferences. 

 A PSA >2 (45-60 yrs old) or >3 (61-75 yrs old) 
indicates a workup/referral to urology   
 Workup means secondary testing with 

blood or urine tests, and/or MRI – not automatic biopsy 
 Secondary testing (e.g., 4K, phi, SelectMDx , MRI) is explicitly intended to reduce the number of 

biopsies performed, and to avoid detection of low-grade, indolent prostate cancer. 

It is now possible to greatly reduce the harms of PSA testing (over-diagnosis and over-treatment) by: 
 

Smarter Screening = early baseline, targeted, and less frequent PSA testing; use of 
secondary markers and imaging prior to diagnosis 

                                  Smarter Treatment = risk-stratified, guideline-concordant treatment that aims to 
minimize both over- and under-treatment 
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 Biopsies should be reserved for men considered at risk for high-grade PCa 
• Active Surveillance (AS) is known to greatly reduce over-treatment for men with low-risk PCa12 

 Nearly all low-risk disease should be managed by AS.13,14 
 African Americans with aggressive PCa are often under-treated; their higher-grade disease often 

requires surgery, radiation, and/or hormone therapy, or a combination.  
• The literature is mixed on whether African American men have an increased risk of progression during AS; in 

most studies race is not an independent predictor of progression. However, more consistent use of confirmatory 
testing and closer follow is advisable; the same is true for those with strong family history and/or germline 
genetic mutations in BRCA 1/2, ATM, or related genes.15 
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