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Removing the designation of cancer from pattern 3 
prostate disease will do more good than harm
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Quick recap on Gleason

Pattern 3 Pattern 4 Pattern 5

More Less Gleason score Grade group

3 3 3+3 1 

3 4 3+4 2

4 3 4+3 3

4 4 4+4 4

Some 5 5+? or ?+5 5





Research as well as rhetoric

PSA levels in ng/ml:
0.04 / cc of benign
0.07 /cc of pattern 3 
0.56 / cc of pattern 4 



The diagnosis and management of Gleason 
pattern 3 prostate disease should be based on 
best evidence and established principles of good 
medical practice rather than be influenced by 
the highly emotive word “cancer”.



Overview

• Is redesignation even an option or it is: cancer is cancer?
• Public health benefits of redesignation
• Effects of redesignation on your practice
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“Morphologically and genetically, Gleason score 6 is cancer”



“Our duty as caregiver to fully and transparently inform patients”
“Hiding from patients with a Gleason score 6 … the fact that they 
have prostate cancer would have important ramifications”

Don’t worry, this isn’t 
an injection



Descriptions of cancer predate modern 
pathology by centuries

1500 BC                                                             mid 1800’s



Definitions of cancer do not mention the basement membrane

• A malignant tumor (which) can invade and destroy 
adjacent structures and spread to distant sites

• A malignant tumor of potentially unlimited growth that 
expands locally by invasion and systemically by metastasis.



“Patterns 4 or 5 required for metastatic disease”
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MSKCC: no local extension in pattern 3

• N=1325 with grade group 1
• 1 SVI, 1 LNI (error / artifact)
• 87 ECE (6.6%)
• ECE did not increase BCR

No ECE

ECE

Time to BCR



“Pattern 3 has the molecular hallmarks of 
cancer”



Burning cigarette has molecular hallmarks of 
combustion



“Genetically, Pattern 3 is cancer”



Therefore a trumpet is a type of  car



All molecular alterations in high grade cancer also in HGPIN or BPH
Alteration Benign or HGPIN Pattern 3 and pattern 4
ERG translocations (mainly 
TMPRSS2-ERG) [1,3,4,7,11,14,15]

+ +

TMPRSS2 expression [13] + +
PTEN loss [1,5–7] + +
p27 expression [11] + +
p53 (mutation and expression) 
[8,9]

+ +

CD44 expression [8] + +
CD10 expression [11] + +
c-Myc expression [10] + +
AMACR expression [11,12] + +
EZH2 expression [14] + +
NKX3.1 expression [14] + +
SPINK-1 expression [14,16] + +



“Pattern 3 / HGPIN /  BPH shares many of 
morphologic and canonical molecular alterations 
associated with higher-grade prostate 
adenocarcinoma”

BPH       HGPIN                GG1               GG4       Mets



Involvement of basement membrane is NOT 
synonymous with cancer

Ductal carcinoma in situ



Support for retaining cancer for GG1 not 
universal amongst pathologists

Support Uncertain Oppose 

    Urology (n=594)
    Pathology (n=260)
    Radiation oncology (n=197)
    Medical oncology (n=29)

282 (48%)
38 (15%)  
88 (45%)
13 (45%)

165 (27%)
 64 (24%)  
 76 (38%)
 14 (48%)

147 (25%)
158 (61%)
33 (17%)

2 (7%)

Opinion regarding the reclassification of the term
‘cancer’ for GG1 disease
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“Hearing I had prostate cancer was the worst day of my life”



Overtreatment remains rife, for low-risk

Cooperberg et al, AUA, 2022

Surveillance

Treatment}



The term “cancer” causal for overtreatment



Stress of prostate 
diagnosis extends to 
suicide



A diagnosis of cancer has unavoidable social implications



Overdiagnosis major reason for no 
population-based screening



Counter-
arguments to 
redesignation 
are largely 
speculative



Speculation, speculation, speculation

• “If one were to drop the cancer label …  adherence to intensive monitoring and 
the option to choose definitive therapy could be jeopardized”. 
• “[Redesignation] may raise legal risks related to potential grading disagreements” 
• “One can anticipate a significant increase in the proportion of cases for which 

repeat biopsy is needed because of equivocal diagnoses … reported by concerned 
pathologists.” 
• To solve overtreatment we just need “education for surgeons and patients 

[about] the vital role of AS” 



The sampling argument

• Yes, true pattern 3 cannot 
metastasize, but that is based on 
sampling the whole prostate. If 
you are diagnosed with pattern 3, 
you can’t be sure you don’t have 
higher grade.



“Designation of tumor 
benignity or malignancy 
should not be based on the 
shortcomings of a 
diagnostic procedure and 
sampling errors.”



We are going to diagnose you with something 
even if we don’t have evidence you have it, just in 
case you do have it. 



Take any argument against redesignation and 
exchange the word “benign” for “pattern 3”
• “We have to call pattern 3 “cancer” because many men with only 

pattern 3 on biopsy would have pattern 4 on radical prostatectomy”
• “We have to call benign findings “cancer” because many men with 

only benign findings on biopsy would have pattern 4 on radical 
prostatectomy”
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Take any argument against redesignation and 
exchange the word “benign” for “pattern 3”
• “We have to call pattern 3 “cancer” because otherwise men will be 

confused if a subsequent biopsy shows pattern 4”
• “We have to call benign findings “cancer” because otherwise men will 

be confused if a subsequent biopsy shows cancer”



Try to avoid finding something it is important 
to worry about?

• “We have to call pattern 3 “cancer” because otherwise men won’t 
comply with subsequent monitoring”
• Also:
• “In my practice, I go out of my way not to diagnose pattern 3”



We go out of 
our way not 
to diagnose 
pattern 3. So 
why call it 
cancer?



Overview

• Is redesignation even an option or it is: cancer is cancer?
• Public health benefits of redesignation
• Effects of redesignation on urologic practice





The diagnosis and management of Gleason 
pattern 3 prostate disease should be based on 
best evidence and established principles of good 
medical practice rather than being influenced by 
the highly emotive word “cancer”



Can I ….



Molecular hallmarks of cancer?
Undersampling?
“We should do more education”?


