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Rules of engagement

* Assume healthy
* Assume asymptomatic
* Assume biopsy naive




Step 1: Develop a
risk assessment



e All three guidelines recommend increasing benefits and
reducing harms of prostate ca screening by identifying at-
risk individuals

 Minimum requirements for risk-adapted strategy
* Age

Step 1: * Race
Develop a

e Family history
_ * Prostate cancer
rlSk * High-risk germline mutations (BRCA1, BRCA2)

assessment * Prior history of screening




* Additional components of risk assessment
* The baseline PSA
* Definitions of high-risk based on initial baseline PSA
* EAU: >1 at age 40; >2 at age 60

Ste p 1: * NCCN: Above median for age
 >0.5-0.7 for ages 40-49;
Develo P d * >0.9-1.0 for age 50-59;
riS k e >1.2-1.4 for ages 60-70
e AUA: First PSA at age 50, stratify based on
assessment median of 0.9-1.0

e Earlier baseline at age 40 prevents fewer
than 1 prostate cancer death per 1,000




* At what age do recommend screening?
* What risk factors drive your decision to

screen?
S 1 - * What PSA level concerns you in a 50-year-old
tep 1. .
D 0D 3 and how is management altered based on
Evelop this threshold?

risk
assessment e PSAD, risk calculators, nomograms

* Do you use any other tools?




Step 2: Determine
how frequently to
screen



* Though the NCCN relies on PSA medians to develop
an age based risk-adapted strategy for the baseline
PSA, arbitrary PSA levels of 1-3 are used to determine

Ste 0 ) frequency of screening

Determine EARLY DETECTION EVALUATION
ggé <1 nglrlnlrf, d Repeat testing at

h OW normal (if done) » 2-4 year intervals?
PSA 1-3 ng/mL,f Repeat testing at

fre q e nt ‘ y Age 45-75y DRE normal (if done) ¥ 1-2 year intervals
PSA >3 ng/ m_Lf See Indications

tO S C re e n or very suspicous DRE — > for Biobsv (PROSD-3

PSA <4 ng/mL, DRE normal Repeat testing in
(if done), and no other select patients at
1-4 year intervals

indications for biopsy

Age >75y, in

i PSA 24 ng/mL or very See Indications
select patients .
(categgry 2B)° suspicous DRE > for Biopsy (PROSD-3

Not screened®




Step 2:
Determine

how
frequently
to screen

* The EAU Guidelines recommend annual or biannual
screening based on initial PSA value and cutoffs of 1 for
patients age 40 or 2 for patients age 60.

Offer PSA testing in men at elevated risk of having PCa: 2b A
e Men aged >50 yr

e Men aged >45 yr and a family history of PCa

e African American men aged >45 yr

e Men with a PSA level >1 ng/ml at age 40 yr

e Men with a PSA level >2 ng/ml at age 60 yr

Offer a risk-adapted strategy (based on initial PSA level), 3 C
with follow-up intervals of 2 yr for those initially at risk:

e Men with a PSA level >1 ng/ml at age 40 yr

e Men with a PSA level >2 ng/ml at age 60 yr

Postpone follow-up to 8 yr in those not at risk.



Step 2:
Determine

how
frequently
to screen

mmrlwml o
nose who choose to be screened, that two ye A

nterve m1mmwmllmnn'a
U ll C 1‘ C
mnrnm—nmnﬂma'nmm NG
onger PSA eening intervals (e.g., of four years
could be considered. The reader is reminded that for
men with a PSA below 3ng/mL at age 70 to 75 years,

PSA screening could be safely discontinued if a man at
this age is still being screened.'

The AUA guidelines recommends two-year screening
frequency for basically all patients



* What interval of screening do recommend in
your practice?

* Describe challenges in screening intervals > 1
Step 2: year, and how to avoid them?

Determine * How does age impact your decisions?
how * Do you age-adjust for PSA?

frequently * Does PSAD impact decisions?
O screen




Step 3: Determine
who to biopsy



Step 3:

Determine who
to biopsy

Don’t treat an elevated PSA with antibiotics for patients not

experiencing other symptoms.

It had previously been suggested that a course of antibiotics might lead to a
decrease in an initially raised PSA and reduce the need for prostate biopsy;
however, there is a lack of clinical studies to show that antibiotics actually
decrease PSA levels. It should also be noted that a decrease in PSA does not
indicate an absence of prostate cancer. There is no information available on
the implications of deferring a biopsy following a decrease in PSA.

www.choosingwisely.org



* The NCCN guidelines have incorporated the
use of biomarkers and mp-MRI into their
recommendations for enhanced pre-biopsy
risk assessment

Step 3:

Dete rm I n e W h O See Management

* Repeat PSA Transrectal ultrasound —| of Biopsy Results
. * DRE, if not * Consider biomarkers TRUS ided bi k (PIFQSQD 4)
to b I O p Sy performed that improve the _ ( )-guided biopsy
during initial risk | specificity of screening' — |or
assessment * Consider _
* Workup for multiparametric MRV Follow-up in 612 mo with PSA/DRE!
benign disease




* The AUA guidelines consider biomarkers to be
“secondary tests” and do not yet mention the utility
of mp-MRI for refining assessment of risk in biopsy-
naive patients undergoing screening

Step 3:

Much effort has been invested in the discovery of

I methods for improving the ability of PSA to predict the
Determ Ine WhO presence of prostate cancer. At this poir ne use o
to biopsy

DR PSA de PSA density and age specifi
-mm'r-.m-nmmmm
doubling time), PSA molecular forms (percent free PSA
and proPSA), novel urinary markers (| :Iﬂ:‘l'.ﬁﬁ
brostate imaging should be considered secondaz c
ening mmmmmm.
.mmimnmm.
nproven Mﬂmm

arm Further, risk
Ea_l_cglators th_a.t _mcludq_n_w_ultlp!e vqr[ablgs (m_ac_:ldltlon to




* Similarly, the EAU guidelines mention free/total PSA,
PHI, and 4K but do not yet incorporate mp-MRI into
their guidelines

The free-to-total PSA ratio stratifies the risk of PCa in
Ste p 3 men with 4-10 ng/ml total PSA and a previous negative
biopsy but may be affected by several preanalytical and
clinical factors (eg, instability of free PSA at 4 °C and room

. temperature, variable assay characteristics, and large
tO bIOpSy concomitant benign prostatic hyperplasia [BPH|). Novel
assays for risk stratification measuring a panel of kallikreins
including the Prostate Health Index test and the four-
kallikrein score test are intended to reduce the number of
unnecessary biopsies in men with a PSA between 2 and
10 ng/ml. Prospective multicentre studies demonstrated
that both tests outperformed free-to-total PSA for PCa
detection [23,24]. A formal comparison of these new tests is
lacking.

Determine who




TSNS
HMRI First .
MR Pt Recommendqmns EAU 2019

In Press: Rouviere et al.
Lancet Oncology 2018

Recommendations in potients with prior negative biopsy ™ Strength
LE

mwmmmz la'’| Strong ™

mwuwimmu),mmqmmn 2a | Weak

“mswne..msz).dommmmm,ummm 2a | Weak
has hgh risk of chincally significant disease based on risk calculator or biomarker results




* What biomarkers are most useful and why?
* Should MRI of the prostate should be
obtained prior to biopsy?
* PROMIS, PRESCION

Step 3: . . L
* If MRI is negative, do you still biopsy?

Determine S
* Do you do fusion biopsy?

Wig[eRte
biopsy

* Biopsy strategy: random vs. target?
e Are biomarkers alone sufficient?

 What to do when biomarkers are discordant
with MRI?




Step 4: Determine
when to stop
screening



Step 4.

Determine

when to stop
screening

* The NCCN guidelines again utilize an arbitrary
age based cutoff of 75 around a PSA of 4 to
determine optimal time to stop screening

BASELINE EVALUATION

* History and physical (H&P)
including:

» Family cancer history

» Medications?

» History of prostate
disease and screening,
including prior PSA and/
or isoforms, exams, and
biopsies

» RaceP

» Family or personal
history of high-risk
germline mutations®

RISK ASSESSMENT

>

Start risk and benefit
discussion about
offering prostate
screening:

* Baseline prostate-
specific antigen
(PSA)d

» Strongly consider
baseline digital
rectal examination
(DRE)4

Age 45-75y

Age >75y, in
select patients
(category 2B)®

EARLY DETECTION EVALUATION

PSA <1 ng/mL,
DRE normal (if done)

PSA 1-3 ng/mL,f

DRE normal (if done)
PSA >3 ng/mLf

or very suspicous DRE

PSA <4 ng/mL, DRE normal
(if done), and no other
indications for biopsy

PSA 24 ng/mL or very
suspicous DRE

Not screened®

Repeat testing at
2-4 year intervals?

Repeat testing at
1-2 year intervals

See Indications
for Biopsy (PROSD-3)

Repeat testing in
select patients at
14 year intervals

See Indications

— ™ for Biopsy (PROSD-3)



Step 4.
Determine

when to stop
screening

* Guideline statement #5 from the AUA Guidelines
specifically establishes age 70 as a distinct cutoff for
cessation of prostate cancer screening (earlier if life
expectancy <10-15 years).

Age 70+
Guideline Statement 5.

The Panel does not recommend routine PSA
screening in men over age 70 years or any man
with less than a 10 to 15 year life expectancy.
(Recommendation; Evidence Strength Grade C)



 The EAU guidelines do not explicitly state an age at
which prostate cancer screening should be stopped,
only that performance status and life expectancy
should be taken into account in the decision to
continue or stop screening.
Step 4: P ©

Determine

when to stop

Decide on the age at which early diagnosis of PCa should 3
be stopped based on life expectancy and performance

status; men who have a life expectancy <15 yr are

unlikely to benefit.

screening




* At what age do recommend to stop screening?

* When do you stop screening older patients
Step 4. with and elevated PSA?

Determine

when to stop
screening







