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I. Pathology Overview 

Subsequent to a prostate biopsy, the tissue goes to the Pathology Department for the purpose of 
determining a diagnosis, and to this day those diagnoses are made using the microscope.  

II. Prostate Needle Biopsy 

We blindly biopsy the prostate in most men, and if a diagnosis is rendered that the biopsy is abnormal 
but not cancer, such as small focus of atypical gland but not diagnostic, what we may be saying is we 
think it probably is cancer but we don’t want the patient to undergo a radical prostatectomy or radiation 
treatment based on it. We are not comfortable and need more tissue. In this case, we recommend a 
repeat biopsy.  

High-grade PIN is probably a precursor to most prostate cancers. However, the ability of a needle 
biopsy to predict cancer on a subsequent biopsy is not that good. We don’t necessarily recommend a 
repeat biopsy, but we recommend that patients go to their physician to discuss additional risk factors to 
see if a repeat biopsy is indicated.  

The sampling technique is imperfect, so up to 20% or more if you just repeated the biopsy that day or 
the next day would be found to have cancer on a repeat biopsy, but the decision to undergo that repeat 
biopsy should be based on other factors.  

III. Positive Biopsy 

1. Gleason Grading System 

Pathologists use the Gleason grading system to categorize positive biopsies, which is based on what is 
seen under the microscope, and it turns out to be one of the most powerful systems in all of pathology. 
Prostate cancer tends to be very heterogeneous under the microscope, and it is very common for men to 
have more than one flavor. What we do is take the two most common flavors and add them together. 
Most men who have prostate cancer have a 3+3=6 prostate cancer although certainly many men have 
higher. The problem is that when this was developed it was really just for one biopsy, but now we get 
many tissue cores and adding up the Gleason score is a little bit subjective. We are advocating that if 
there is one core that has the highest Gleason score, for example 4+4=9, and another core that has a 
3+3, we would call that person a 9, not a 3+5 or a 3+4. A Gleason score of 5, or 6, or less indicates low 
aggressiveness, and the 8s and 10s in most men have a pretty high chance of disease progression. The 
problems really are the patients who have Gleason 7 that have a true intermediate risk.  
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2. Active Surveillance 

Active surveillance maybe utilized, as many of you know, in patients with a limited amount of cancer 
on a biopsy. Most places, not all, say that it has to be a Gleason 6 or less, and we usually say less than 
three cores positive and no core with more than 50% cancer are appropriate for active surveillance. 
That doesn’t mean that you just leave the patient. For instance, at Hopkins we look at the patient every 
year and even repeat biopsy them every year, and of course get PSAs over time. A pitfall is that 
because the biopsies are blindly directed, up to 20% of the patients if you took out their prostate that 
day would have a Gleason 7 or higher in their prostate. It is a little bit risky, and that’s why we try to 
apply all of these risk factors. The “good news” is that even men who progress to a more advanced 
pathology under an active surveillance program appear to have curable disease when the prostate is 
removed, but most of the progression events, meaning the men who go from a Gleason 6 to a Gleason 
7 or higher, occur within two years of the first biopsy implying that we are just under sampling the 
high-grade tumor and they probably didn’t progress at that rate.  

IV. Summary 

An additional point to consider is whether patients should get a second opinion when they have a 
prostate cancer diagnosis, and it depends on where the slides were sent. Since most patients don’t 
know, we do recommend that many patients send their slides to another expert for a second opinion. 
There is now a new test where patients can send their biopsies to a laboratory that will do additional 
testing on it and provide additional information. 
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Questions 

I. As a patient it is very confusing to decide which guidelines to follow. What 
recommendation would you make as a single caveat? 

Eric Klein, MD 

Offering an uncomplicated sound bite does the complexity of the decision making a disservice, and 
what I try to do in determining with a patient whether they should go to biopsy is explore with a patient 
his risk and his concern over his risk of cancer and explore as well his concerns about some of the 
potential side effects of treatment. Patients can then make a relatively informed decision. The challenge 
is that a lot of physicians don't have the information to have that discussion.  

Angelo DeMarzo, MD 

Whether we should screen all men with a PSA is a controversial issue, but I have had a baseline test 
and most urologists I ask say that they have had one. Again, you have to look at other risk factors. 

II. Do you think active surveillance is safe in a high-risk African American male 
with Gleason 6 and a strong family history of prostate cancer? 

Angelo DeMarzo, MD 

The patient would need to be counseled that his risk is going to be higher than the average for 
progression, but it would be the patient’s decision to make. Today we serial biopsy every year with 
pretty good sampling, and I feel relatively comfortable with that approach. If he wanted to undergo 
watchful waiting, I don’t think that is unreasonable.  


