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• Radical prostatectomy and radiation—too many 
side effects

• Focal therapy-–many unanswered questions
• No long term outcome data with robust end points

• Concerns about effects of sub-lethal treatment on 
disease progression—’accelerated re-population’

• Uncertainty about patient selection, treatment 
parameters

• Salvage therapy may be compromised

• GG 2  patients have ‘wiggle room’ (usually 
indolent)

• MRI & biomarkers allow effective stratification to 
identify  good and bad actors

Why surveillance for some GG2 pts: 



The CAPRA score at 10 years:  Brajtbord JS, Leapman MS, 
Cooperberg MR. Eur Urol. 2017 May;71(5):705-709.

Gleason 3+ 4 adds one Capra point compared to 3+3
Note: 0–2  low risk; 3–5, intermediate risk; and 6–10, high risk. 



Radical 
Prostatectomy or 

Watchful Waiting in 
Prostate Cancer - 29-

Year Follow-up.
Bill-Axelson A, 

N Engl J Med. 2018 
Dec 13;379(24):2319-

2329.
RP: No benefit for  Gleason 3+4

https://www-ncbi-nlm-nih-gov.myaccess.library.utoronto.ca/pubmed/30575473


The Diverse Genomic Landscape of Clinically Low-risk 
Prostate Cancer  Cooperberg M, Euro Urol Epub May 2018

• Average 
Genomic 
Risk(AGR)

• Gleason

• Scores for 18 
prognostic 
signatures

• Gene set 
scores and 
correlation to 
AGR

• AGR:  A ‘Meta-score’ of genetic aberrancy and aggressivity
• GG1 and 2: 2% and 14% in highest AGR quartile 

Apresentador
Notas de apresentação
Heatmap of UCSF and GRID patients (n = 1698) ordered by increasing AGR. The map indicates the following (from top to bottom): (1) the average genomic risk colored by the study the patient is part of, (2) Gleason score, (3) normalized scores for 18 prognostic signatures, and (4) hallmark gene set scores and their correlations to AGR indicated. The patients are broken up into quartiles based on the GRID reference set, and the number (%) of UCSF patients in each quartile is annotated. UCSF patients are associated with lower AGR; however, some UCSF patients are also found in the highest-risk quartile. AGR = average genomic risk; GRID = Decipher Genomic Resource Information Database; GS = Gleason score; UCSF = University of California, San Francisco. * p < 0.05. ** p < 0.01. *** p < 0.001. 



• Many Gleason 3+ small percentage 4 are overgraded

• Many true Gleason 3+4 are indolent

• Key is patient selection and relevant triggers

• MRI and biomarkers, despite limitations, enhance risk 
stratification 
• Favorable Intermediate risk with negative MRI:  VERY 

favorable

• Gleason 3+4 is the ‘sweet spot’ for tissue based genetic 
biomarkers

• Active surveillance for these FIR patients is safe and 
enhances QOL compared to other therapies

Is the glass half empty or half full?



Personalized treatment of GG 2 (Gleason 3+4)
patients

mpMRI

No adverse features
or index lesions

Consider molecular 
assay

Active surveillance if 
favorable

Primary Gleason 4, large 
volume, ECE

Surgery or Radiation

Solitary index
Lesion

Focal therapy



• Risk incontinence, proctitis, erectile dysfunction for a 
disease that is likely to be indolent?

• Undergo an unproven therapy (focal) that could 
compromise subsequent curative treatment?

OR

• Use contemporary, widely available tests (MRI, 
genetic biomarkers) to risk stratify, have surveillance 
if favorable, and undergo successful delayed 
intervention if your risk is re-classified.

• I know what I would do! 

What would you do if it was you? 
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