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Treatment based on the FAILURE RISK 

INDOLENT

INTERMEDIATE 
AGGRESSIVENESS

AGGRESSIVE 







~ 40%









Should all intermediate risk cases be 
managed in the same way?

NO !!!





Epstein et al, Am J Surg Pathol, 2016 



Hallmarks of cancer
Characteristic/Pathway Gleason 3 Gleason4
Expression of pro-proliferation embryonic, neuronal, 
hematopoietic stem cell genes, EGF, EGFR

No Overexpressed

AKT pathway: MAP2K4, RALA, PHLPP, PML No Aberrant
HER2/neu No Amplified
Antigrowth signal insensitivity (Cyclin D2, CKDN1β) Expressed Absent

Resisting apoptosis: DAD1 Negative Strong Exp

BCL2 Mostly Neg. Upregulated
Absence of senescence: TMPRSS2-ERG ERG normal Increased
Sustained angiogenesis: VEGF Low Increased
Expression of other pro-angiogenic factors Normal Increased

Tissue invasion/metastasis markers (CXCR4, others) Normal Overexpressed

PTEN loss 36% > 90%

Clinical evidence of metastasis/mortality Absent Present

Klotz, EMUC 2016



Epstein et al, Am J Surg Pathol, 2016 



Epstein et al, Am J Surg Pathol, 2015 

ISUP Grading



Epstein et al, Am J Surg Pathol, 2015 

ISUP Grading



Epstein et al, Am J Surg Pathol, 2015 

ISUP Grading

25%



MFS free survival by risk group



ISUP 2 ISUP 3



ISUP 2, <50%, < 2 factors





ISUP 2 < 50% ISUP 2 > 50%
ISUP 3







• 945 pts – AS
RI – 237
BR – 708

• Tratamento – 34,7% - maioria PSADT – RTX

• M+ em 2% BR e 6% RI

• IR – risco 4 vezes maior de óbito por CaP



20%



Should all intermediate risk cases be 
managed in the same way?



AJR, DOI: 10.2214/AJR.18.19937 

MRI - DWI



Hoffman et al, Oncotarget, 2017 



• Phase II Clinical Trial in Prostate Cancer Evaluating 68Ga-PSMA-11 Detection 
on both Preoperative PET-CT and Immediate Postoperative Specimen 
Scanning
 Prospective, single arm, phase II clinical trial

 Gleason grade ≥4+3, negative conventional staging, and scheduled for robotic prostatectomy 

 68Ga-PSMA-11 PET-CT scan for preoperative staging.

 68Ga-PSMA-11  30-60 min before taking the prostatic pedicle,  scanned with a high-resolution 
(1mm) small bore animal PET scanner. 

 Whole-mount pathologic processing for intra-lesion analysis and registration with PET imaging.

Clinton Bahler, Indiana University, AUA 2018



Clinton Bahler, Indiana University, AUA 2018



Kweldam et al, Mod Pathol, 2017 

Cribriform and Intraductal Carcinoma 



ISUP 2 < 50% ISUP 2 > 50%
ISUP 3



CAP Protocol, 2018



CAP Protocol, 2018



PSA  

Loeb at al, J Urol 2018 , DOI: 10.1016/j.juro.2018.09.042



PSA Kinetics 

Loeb at al, J Urol 2018 , DOI: 10.1016/j.juro.2018.09.042





Genomic Biomarkers



Klein et al. Eur Urol, 2014



Oncotype Dx



Are all intermediate risk cases the 
same?

Definitely not !!!





Summary 
• Intermediate risk prostate cancer is a very heterogeneous disease, encompassing a wide range 

of aggressiveness.

• Current risk stratification methods  are clearly insufficient  to determine  the ideal 
management strategy, as it  must be tailored according individual risk factors.

• AS can be offered to a selected group, mainly those with other favorable features. 

• Better biomarkers are needed to better risk stratification and management in this group.
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