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Epidemiology
DA MMM MMM 1in 8 men in the United States will be
w w w w w w w w diagnosed with prostate cancer in their lifetime.

 PCa is the second most common cancer to occur in men, after skin
cancer. In 2025, the American Cancer Society estimates 313,780 new

cases.

* |tis the second most common cause of cancer-related death in men,
after lung cancer.
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Work-Up

Clinical Work-Up
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Still
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DRE
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Suspicious lesion
on mp-MRI
(PI-RADS = 3)

Cancer Research UK, CC BY-SA 4.0
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mp-MRI

Pre-biopsy test of choice, recommended by the AUA and SUO guidelines.

1. “Radiomic Biomarker” 2. “Anatomic Guidance”

>GG2 || GG1

PI-RADS 1-2 6.0% || 14.0%

PI-RADS 3 14.5% || 8.0%

PI-RADS 4 48.5% || 21.0%

PI-RADS 5 72.2% || 12.0%

Remember, a negative mp-MRI, does not preclude the need for BX!
* Shared decision making as 14% can still harbor PCa (AUC 0.86).

Wikimedia Foundation, Inc. Ahmed et al. Lancet 2012.

Biomarkers

Could guide decision making about prostate biopsy but none are
guideline recommended.

Source of Clinical DRE
Biomarker Components Variables in the
Specimen Dependent
Test
Biopsy naive
p2PSA,
m fPSA. tPSA Blood or repeat None No 0.82
biopsy
Biopsy naive N
tPSA, fPSA, Age, prior biopsy,
4Kscore iPSA. hk2 Blood giror;espyeat DRE No 0.82

ExoDx
Prostate PCA3, ERG,

Biopsy naive PSA, age, family

Urine or repeat . No 0.74
Intelliscore SPDEFF biopsy history
Biopsy naive PSA, PSA
HOXG and Urine or repeat dfansny, prior Yes 0.82
DLX1 . biopsy, family
biopsy .
history
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Prostate Biopsy

Transperineal vs transrectal approaches (MRI-guided fusion).

Prostate
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Cancer Research UK, CC BY-SA 4.0

Prostate Biopsy

PREVENT Randomized Clinical Trial.
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Urinary Retention

Over 1 million prostate
biopsies are performed
in the U.S. annually!

p=0.02

g [

UTI/Sepsis

Hu et al. JAMA Onc 2024.
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T Stage
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Cancer Research UK, CC BY-SA 4.0

Gleason Scoring and Grade Group

Gleason’s Pattern

1. Small, uniform
glands

2. More stroma
between glands

Well
differentiated

Moderately
differentiated

Poorly

differentiated
/Anaplastic

GG1: 3+3
GG2: 3+4
GG3: 4+3
GG4: 4+4

GGb5: 4+5, 5+4, 5+5

Morphology & Grade. ICD-O-3 Morphology Codes, National Institutes of Health.
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Risk Stratification

NCCN Risk-Categories

GG
Biopsy
NCCN Risk-Categories
Very Low Risk Low Risk Intermediate Risk High Risk Very High Risk
cT1c cT1-cT2a cT2b-cT2c cT3-cT4 cT3-cT4
GG1 GG1 GG2or3 GG4or5 GG4orb

PSA <10 ng/mL

<50% cancer in
each core
PSAD <0.15

<2 cores positive,

PSA <10 ng/mL

~45%

PSA 10-20 ng/mL

Favorable Unfavorable

PSA > 20 ng/mL

PSA >40 ng/mL

~25%
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Goals of Treatment

Optimize oncologic control
and maximize quality-of-life.

Risk Stratified Treatment
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Management of VLR and LR PCa

VLR: Watchful waiting vs active surveillance, based on 10-year life expectancy.
LR: Current options include

Active
surveillance

Radiation
therapy

Radical
prostatectomy,

Shared Decision Making

Active Surveillance

» Repeat PSA 6-monthly.
» Repeat confirmatory biopsy within 1 year, may

use mp-MRI to guide decision.
» May consider genomic testing.

» Patient decision
I?
When do you change ma@ « Grade reclassification

* 1 tumor volume
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Active Surveillance

» Safe approach with over 2 decades of data.

NCCN Guidelines 2025.

John UCSF
Cohort Toronto®7:# Hopkins 11 I o horiZ | Newer, | Canary PASS' | CooleyiCatalona |  PRIAS'® At 1 O_yrs:
Cohort'? Meta-Dataset o
No. patients 993 1298 321 810 2155 6775 5302 ~60 A’
Median age (y) 68 66 63 62 63 64 66 remaln
Core involvement and risk % of cohort with <2 Median # | Mean % positive Not Median % % of cohort % of cohort
groups positive cores, 69 | positive cores, 1 cores, 20.3% available positive cores, | with <2 positive | with €2 positive free Of
12.5% cores, 77.6 cores, 99
25% IR (D'Amico .
criteria) 17% NCCN IRIHR radical
Median follow-up 77 60 43 60 86 80 120 treatment'
Conversion to treatment* 36.5% (10-y) 50% (10-y) 24% (3-y) | 40% (5-y) 49% (10-y) 33% (6.7-y) 52% (5-y
73% (10-y.
Systemic progression 3.1% 0.15% distant 0% distant 0.1% 0.5% distant 0.4% 0.2%
(1.8% distant tast: metastases
Lymph node i 1.3%
and/or metastasis positive lymph 0.08% positive 0.2% positive 0.5% positive
nodes) lymph nodes lymph nodes lymph nodes
6.6% systemic
progression in IR
group
I Cancer-specific survival 98% (10-y) 99.9% (10-y) 100% (5-y) | 100% (5-y) 99.9% (10-y) 99.8% (6.7-y) >99% (10-y)
Overall survival 80% (10-y) 93% (10-y) 98% (10-y) | 98% (5-y) 94.3% (10-y) — —

Management of Fav or Unfav-IR PCa

F-IR: RT alone vs RARP vs focal therapy (as part of a trial only).

UF-IR: RT w ADT (6 months) vs RARP.

Radiation
therapy
+/- ADT

Radical
prostatectomy

Focal Therapy

Shared Decision Making
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PSMA PET Scan For TNM Staging

Wikimedia Foundation, Inc.

Radiation Therapy

* RT when used as definitive therapy
can be through:

» Brachytherapy (BT)
OR

« External beam radiotherapy (EBRT)

Cancer
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Research UK, CC BY-SA 4.0
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Video - Radical Prostatectomy

Focal Therapy

Treating the “index lesion”.

By performing “organ-sparing” urethra
treatment, the side-effects of treatment
are considerably lessened.

~100% continent at 12-months.

~85% potent at 12-months.

bladder

prostate

rectum

probe
with
cooling

@oon

beam of
ultrasound

11
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Focal Therapy

Oncological Outcomes after Focal Therapy

Post-HIFU Biopsy Oncological Outcomes
HIFU Biopsy Template Residual | Residual | Secondary Radical
Study Year | Cohort Template g?lf:ryt In?iliz::.ity)n gl? :;; (Treated-area only or | Cancer, Cancer, | Treatment | Treatment
Aoy => Rate? Rate
58 Protocol or 32 of 58 18 of 58 17 of 89 8 of 89
Abreu 2020 | 100 HG (58%) | Clinically Indicatege | &12 ™ Whole Gland (55.2%) || (31.0%) | (19.1%) (9.0%)
- 68 38 of 68 28 of 68 12 of 68 6 of 68
Mortezavi 2019 75 F (90.6%) Protocol 6m Whole Gland (55.9%) (41.2%) (17.6%) (8.8%)
87 61 of 87 37 of 87 37 of 150 20 of 150
Bass 2018 150 PG (58.0%) Protocol 15 m¢ Whole Gland (70.1%) (42.5%) (24.7%) (13.3%)
. 101 330f 101§ 120f101¢ | 18 of 101 15 of 1014
Rischmann | 2017 111 HG (90.9%) Protocol 1y Whole Gland (32.7%) (11.9%) (17.8%) (14.6%)
Van HG w/wo 8 . 60of8 6of 8
Velthoven 2016 50 TURP (16.0%) Phoenix BCF NA Whole Gland (75%) (75%) NA NA
Feijoo 2016 | o7 | MEMe | T Protocol <ty Whole Gland sy | NA NA NA
52 Treated or mp-MRI 22 of 52 10 of 52 4 of 52 2 of 52
Ahmed 2015 | 56 F (92.8%) Protocol 6m Suspicious Lesions | (42.3%) | (19.2%) (7.8%) (3.8%)
Shaji 2015 | 45 HG® p S'go/, Protocol 6m | Limited Whole Gland '(‘9"3;? NA ?;;;5) (21";3 \
0 - 0 . 0 - ()
Ghais 2015 | 4 F i 0% ) Protocel 6m Whole Gland (‘1"0‘:;;: ) 0 0 0
39 Treated or mp-MRI 9of 39 30of 39 4 of 39
Ahmed 2012 | 41 F (95.1%) Protocol 6m Suspicious lesions | (23.1%) | (7.7%) (10.3%) 0
19 Treated or mp-MRI 20f19 10f 19
Ahmed 2011 | 20 HG (95.0%) Protocol 6m Suspicious lesions | (10.5%) 0 (5.3%) 0
12 Protocol or Rising . . 10of 12 5of 12 4 of 12
El Fegoun 2011 12 HG (100%) PSA 1y Limited Whole Gland (8.3%) 0 (41.6%) (33.3%)

Sood et al. Eur Urol 2024.

Management of Fav or Unfav-IR PCa

= Surgery = Radiation
» Oncological efficacy » Oncological efficacy
(90+% at 15-yrs) (80+% at 15-yrs)
» Long-term urinary » Long-term urinary
continence (98%) continence (98%)

= ED recovery (50%) = ED recovery (75%)

» Bowel side-effects
* |nvasive = Second primary cancers
» Down-time » Effects of ADT

= Non-Invasive

12
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Management of Fav or Unfav-IR PCa

90

RP: 52%
80 | RP:52% |
70
60

50
EBRT: 28%
40

30 RP:17% +
20

10
0

20-YEAR CSM

Surgery Radiation Surgery Radiation

Intermediate risk _

Herlemann et al. Eur Urol 2024.

Management of HR and VHR PCa

Multimodal treatment is the rule.

Radical
prostatectomy

Radiation
therapy
+/- ADT

13
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Summary

Treatment for localized prostate cancer is highly successful.

Management is highly individualized and multidisciplinary in the modern era.

Ongoing research efforts in this space are directed towards better risk-
stratification to allow precision guided medicine with evolving use of
biomarkers, imaging, and newer surgical, focal, and radiotherapy
techniques.
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