PROSTATE CANCER
EPIDEMIOLOGY, DIAGNOSIS, AND
PRINCIPLES OF MANAGEMENT




Anatomy of Prostate Gland
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Normal prostate: peripheral (P)
zone 90% ; transitional (I') zone
5~10%

BPH: hyperplasia of “T zone”

Prostate cancer: 70% from P
zone, 20~25% from T zone

DRE: “P zone”

Key in prostatic growth: androgen

Dihydrotestosterone (DHT):
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Testosterone
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Molecular Control of Prostate Growth
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Year of diagnosis

Incidence peak in 1992 due to PSA
screening; declined until 1995

Generally, increased incidence rate



Incidence of Prostate Cancer

TABLE 107-1 Prostate Cancer Incidence and Mortality = Taiwan 2019:

by Race/Ethnicity, United States, 2006-2010 < 1115 new cases

INCIDENCE*  MORTALITY* o 84 35.83/ 108 A £ (5th)
White o FETE 701/ 108 A (7th)
African-American = E;zﬂzig m]

Hispanic/Latino

Asian-American and Pacific
Islander
American Indian and Alaska
Native
I —
“Per 100,000, age adjusted to the 2000 U.S. standard population.
Data from Siegel R, Ma J, Zou Z, et al. Cancer statistics, 2014. CA Cancer
J Clin 2014;64:9-29.

= World wide: incidence and mortality vary between countries and regions



Stomach
m Liver and intrahepatic bile duct
® Lung and bronchus
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Figure 107-2. Age-adjusted cancer death rates for men, United States, 1975-2005. (Modified
from Siegel R, Ma J, Zou Z, et al. Cancer statistics, 2014. CA Cancer J Clin 2014;64:9-29.)

Decreasing trends in prostate cancer mortality were mainly observed in high-
Income countries

PSA screening: |age, | stage at diagnosis; beneficial effect on mortality rate
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TAIWAN’S COHORT STUDY OF NEWLY
DIAGNOSED MPC

b

Median survival duration Median survival duration

Low-volume disease: Low-volume disease:
b Mo (95% Cl: 81.1-1950.9)

High-volume disease:
46 mo (95% CI: 30.3-61.7)

p <0.001

G e e S R TR
64 mo (95% Cl: 51.9-76.1)

High-volume disease:
26 mo (95% CIl: 23.4-28.6)

p <0.001
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Cancer-specific survival rate, %

High-volume disease

High-volume disease

T T T T T T T T T T
24 48 , 9% 120 144 168 192 96 120 144

Duration (months) Duration (months)

*1998-2012
* High volume disease: visceral meta,
and/or >4 bone lesions with >1 lesion beyond the vertebral bodies and pelvis Urol Sci 2018;29:136




TAIWAN’S COHORT STUDY OF NEWLY
DIAGNOSED MPC

ledian survival duration
Low-volume disease:

8 mo (95% CI: 42.4-73.6)
High-volume disease:

24 mo (95% ClI: 19.0-29.0)
p <0.001

o
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267 patients (267/503= 53.1%) progressed
to mCRPC status.

Q
-

...................................

CRPC free survival rate, %

o
N

High-volume disease

43 % 144 192
Time to CRPC (months)

*1998-2012
* High volume disease: visceral meta,
and/or >4 bone lesions with >1 lesion beyond the vertebral bodies and pelvis Urol Sci 2018;29:136



RISK FACTORS OF PROSTATE
CANCER: GENETICS

TABLE 107-2 Family History and Risk of Prostate :

Common variants
Cancer Large effect size
Very rare variants

RELATIVE 950/{2! CONFIDENCE Large effect size
FAMILY HISTORY RISK INTERVAL

None 1

Father affected 217 1.90-2.49
Brother affected 3.37 2.97-3.83
First-degree family member 3.34 2.64-4.23

Rare/uncommon variants
Moderate effect size
(for example,|1BRCA1/2. HOXB13"
NBS1, CHEK2, PALB?2)

Effect size
Intermediate

affected, age <65 yr at
diagnosis
>2 first-degree relatives 3.31-7.79 Common variants
Small effect size

affected Very rare variants [GWAS hifs)

Second-degree relative : 1.07-2.64 Minimal effect size "
affected Rare Uncommon Common
Allele frequenc

Both genetics and environment are important in the origin and evolution of PC.




RISK FACTORS OF PROSTATE

CANCER

Chronic inflammation leading to cellular
hyperproliferation to replace damaged tissue
contributes to the development of PC.

Smoking: 1 risk of disease recurrence and

death resulting from PC

Diet: Western diet

Obesity: | serum PSA, 1 high-grade PC, 1
treatment failure rates and 1 disease-specific

mortality.

Proliferative inflammatory Prostatic intraepithelial
atrophy neoplasia

Genomic
damage
."" \

Activated

carcinogens
Reactive oxygen Reactive nitrogen

species species

MSR1
Py

Inflammatory =
cells




OBESITY
PROSTATE CANCER

Obesity-related
biologic mechanisms

)

A pogee INSULIN/IGF | """
hemodilution | AXIS SEX ADIPOKINES

Difficult 7~ .| HORMONES

De novo
Hyperinsulinemia Steroidogenesis

DRE

high IGF-1 High leptin, IL-6

%0 = conversio Low adiponectin
by adipose and P

Fewgr positive Elevatgd prostate tissue
biopsies = More circulating _
Chronic, sub-

undetected cancer | growth e
e —— factors Reduced T, clinical
Elevated E inflammation

More aggressive INCREASED tumor proliferation, migration

prostate cancer in REDUCED tumor apoptosis
obese men Transition to ANDROGEN INDEPENDENCE




Vitamin E vs. placebo

The Selenium and Vitamin E Cancer
Prevention Trial (SELECT)

Probability

COO000000000000

= Vit. E/ Selenium:
SN NO prevention role in PC

Years after randomization

slelelelele el el e
O=a2MNWP,OONOOO=_2NWREO

Selenium vs. placebo

= Vit.E:
Increased risk of PC |
(FRL17)

Probability

COOO0O0OOOO0O0LOO0
oo a i
ONOFEOINDOO2NWAO

—— Selenium
- Placebo

3 4 5 6 7 8 9 10

Years after randomization




CHEMOPREVENTION OF PROSTATE
CANCER

= PCPT (Prostate cancer prevention trial)
» 18882 men: 255y/o, normal DRE, PSA < 3 ng/mL
o random Finasteride VS Placebo x 7 years

Results:
o 25% reduction of PC (Finasteride 18.4%, Placebo 24.4%)

> benefit across all groups as defined by age, ethnicity, family history, and PSA
level at study entry (HR: 0.66 -0.81)

< However,

a significant increase in the prevalence of biopsy Gleason score 8-10 cancers !
(Finasteride 12%, Placebo 5%)

= Similar results revealed in REDUCE trial
(Dutasteride, PSA 3-10 ng/mL)



EFFECTS OF S5-ARI:

NOT AFFECT LONG-TERM
SURVIVAL

10-yr survival
estimate (95% CI)
percent

Finasteride, low grade 83.0 (V9.8-86.1)
Placebo, low grade 80.9 (78.4-83.4)
Finasteride, high grade 73.0 (68.1-78.0)
Placebo, high grade 73.6 (68.3-78.9)
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TUMOR MARKER OF PROSTATE CANCER: PSA
(MOST COMMON)

PSA-ACT

Complexed PSA E—h PSA-A2M
‘ PSA-API
PSA

—7proPSA
4|—>- proPSA :I_: —4proPSA
- L —2proPSA

Free PSA——» BPSA

_|—>- Other free PSA

(Intact PSA, i.e., iPSA)

TABLE 108-1 Molecular Derivatives of
Prostate-Specific Antigen

PSA TYPE % IN SERUM

Complexed PSA 60-95
PSA-ACT 60-90
PSA-API 1-5

PSA-A2M 10-20
Free PSA 5-40

ACT, oy-antichymotrypsin; API, o,-protease inhibitor; A2M, oy~
macroglobulin; PSA, prostate-specific antigen.




DECREASED FPSA % IN PROSTATE
CANCER

Bound PSA Free PSA (ACT)—
Bound PSA

Normal Cancer

Figure 108-6. Prostate-specific antigen (PSA) synthesis in normal
versus cancer tissue. ProPSA is secreted into the lumen, where the
7—-amino acid leader sequence is cleaved by hK2 to yield active PSA.
Some of the active PSA diffuses into the serum, where it is bound to
proteases such as o,-antichymotrypsin (ACT). The luminal active PSA
undergoes proteolysis, and the resulting inactive PSA also may enter
the circulation to circulate in the unbound or free state. In prostate
cancer, loss of the tissue architecture may permit a relative increase
in bound PSA and proPSA in serum.



PROSTATE HEALTH INDEX (PHI)

= A new formula that combines all 3 forms (total PSA, free PSA and [-2]
form of proPSA (p2PSA)) into a single score

= Formula: ([-2]proPSA/free PSA) x VPSA

= For PSA 4-10,

o AUC: PHI 0.698, fPSA% (0.59-) 0.654, PSA 0.549
-~ FDA proven for: > 50 yrs men, PSA 4-10, DRE (-)




RATE OF NEGATIVE BIOPSIES

100

phi PROBABILITY 95% CONFIDENCE
RANGE* OF CANCER INTERVAL
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*The phi res

cancer from benign prostatic conditions in men 50
with total PSA results in the 410 ng/mL range anc
examination (DRE) findings.

= Sensitivity of 90% !
= | 30% unnecessary biopsy !



PROSTATE CANCER DETECTION RATE
(BY DRE/ PSA)

TABLE 111-1 Prostate Cancer Detection as a Function of Serum Prostate-Specific Antigen Level and Digital Rectal
Examination Findings in Contemporary Series

PSA LEVEL DRE CANCER DETECTION CANCER YIELD ON RATE OF HIGH-GRADE
(ng/mL) FINDINGS* RATE (%)t BIOPSY (%)t CANCER ON BIOPSY (%)§

0-1 - 8.8 0.9
1-2 - 17.0 2.0
0-2 - 12 1.4
8
15-25 5.2
21
17-32 41
45-51
43-65
70-90
15
13-17
23-38
55-63

Table 5.2.1: Risk of PCa in relation to low PSA values

B i — T S ——— S—




PROSTATE CANCER - SCREENING & EARLY
DETECTION

Risk factors:

* Genetics: 1st degree relatives (father/ brother 2-3X)

* Chronic inflammation, smoking, diet (Western diet), obesity
Symptoms:
« Early stage: Asymptomatic, or lower urinary tract symptoms (like BPH)

Screening

* > 50 y/o: DRE/ PSA annually
« DO NOT SCREEN: > 710 y/o or life expectancy < 10 years

Survival of prostate cancer

* Local disease - Median survival > 5 years
* Metastatic disease- Median survival 2-3 years (individuals may survive >10 years)



PROSTATE CANCER - DIAGNOSIS

 Diagnosis/ Screening: DRE + PSA

« DRE (digital rectal examination): hard nodule =» biopsy
 PSA: many confounding factors (age, prostate size, inflammation, ejaculation, drugs)
FEHEF Al (PSA threshold changes with age/ different risk groups)
* <4 ng/mL: A {7 RS
* 4-10 ng/mL: gray zone
= B[ PSA velocity (>0.75 /year), PSA density, free PSA % 1 ED]H Bif

* >10 ng/mL: ZE:5:V) 5

 Prostate MRI: increasing role before prostate biopsy

« BIOPSY: Mfi—HE2 =
* Work-up: MRI/ bone scan (localized or metastatic)



PATHOLOGY OF PROSTATIC
NEOPLASM

= Prostatic intraepithelial neoplasia (PIN)
» Low grade (LGPIN): no clinical significance
» High grade (HGPIN):
» 1 core of Bx: unnecessary repeat Bx within 1yr
~ 2 2 cores of Bx: repeat Bx within 1yr

= Atypical cell/ diagnosis of Bx: REPEAT Bx !
(Cancer risk 40%!)

= Adenocarcinoma



PROSTATE CANCER - PATHOLOGY

Gleason's Pattern Scale

 Adenocarcinoma
Well

differentiated

» Gleason’s score: ' £ 1. Small, uniform glands.

RAHEBESE + RAHIES
2. More space (stroma)
between glands.

= Not recommended that G’s 2 to 4 be e — oot
- ; . O 3. Distinctly infiltration of e e
assigned for adenocarcinoma of the &S R Gl Nom Al st Sinrai
prostate on needle biopsy B S Poorly differentiated
. > A > s 1Y v N Anaplastic
+ Most upgrading after review by expert o A i et
« Poor reproducibility in diagnosis “sSi, : 35? FAUS AT g
~» Not favorable outcomes after RP . % 5. Lack of or occasional glands,

sheets of cells.

= Favorable outcomes:
from Gr. I (most favorable)
to Gr. V (least favorable)

Gleason score less than or equal to 6: Grade Group I
Gleason score 3 + 4 = 7: Grade Group 11
Gleason score 4 + 3 = 7: Grade Group 111

Gleason score 8: Gr Idi’ (Imup v
Gleason score 9 to 10: Grade Group V




National

comprehensive NCCN Guidelines Version 2.2021
Prostate Cancer

W[ Ml Cancer
Network®

NCCN Guidelines Index
Table of Contents
Discussion

American Joint Committee on Cancer (AJCC)

TNM Staging System For Prostate Cancer (8th ed., 2017)
Table 1. Definitions for T, N, M

Clinical T (eT)

T Primary Tumor

™ Primary tumor cannot be assessed

TO Mo evidence of primary tumor

T1 Clinically inapparent tumor that is not palpable

Tumor incidental histologic finding in 5% or less of
tissue resected

Tumor incidental histologic finding in more than 5%
of tissue resected

Tumor identified by needle biopsy found in one or both sides,
but not palpable

Tumor is palpable and confined within prostate
Tumor involves one-half of one side or less

Tumor involves more than one-half of one side but
not both sides

Tumor involves both sides

Extraprostatic tumor that is not fixed or does not invade
adjacent structures

Extraprostatic extension (unilateral or bilateral)
Tumor invades seminal vesicle(s)

Tumor is fixed or invades adjacent structures other
than seminal vesicles such as external sphincter, rectum,
bladder, levator muscles, and/or pelvic wall.

Pathological T (pT)

T Primary Tumor

T2 Organ confined

T3 Extraprostatic extension

Extraprostatic extension (unilateral or bilateral) or microscopic
invasion of bladder neck

Tumoaor invades seminal vesicle(s)

T4 Tumor is fixed or invades adjacent structures other than seminal
vesicles such as external sphincter, rectum, bladder, levator
muscles, and/orpelvic wall

Note: There is no pathological T1 classification.

Note: Positive surgical margin should be indicated by an R1 descriptor, indicating

residual microscopic disease.

N  Regional Lymph Nodes

NX Regional lymph nodes cannot be assessed
N0 No positive regional nodes

N1 Metastases in regional node(s)

M Distant Metastasis

MO Mo distant metastasis

M1 Distant metastasis
M1a Nonregional lymph node(s)
M1b Bone(s)

M1c Other site(s) with or without bone disease
Note: When more than one site of metastasis is present, the most advanced category
is used. M1c is most advanced.




Mational

. I I I NCCN Guidelines Index
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NCCN E:ch:kﬁ Prostate Cancer Adenocarcinoma, SqCC, Discussion
W Neuroendocrine carcinoma,

Table 2. AJCC Prognostic Groups sarcoma ucC
Group T N M PSA (ng/mL) Grade Group Histopathologic Tvpe

Stage | cTla-c NO MO ; PSA<10 This classification applies to adenocarcinomas and squamous carcinomas,
cT?2a ND MO PSA <10 but not to sarcoma or transitional cell (urothelial) carcinoma of the prostate.
Adjectives used to describe histologic vaniants of adenocarcinomas of
pT2 NO MO PSA <10 prostate include mucinous, signet ring cell, ductal, and neuroendocrine,
Stage llIA cT1a-c NO MO | PSA=z=10< including small cell carcinoma. There should be histologic confirmation of the

cT2a  NO MO ! PSA210< disease.
pT2 NO MO I PSA=z10<
cT2b NO MO PSA <20 ' Recently, the Gleason system has been compressed into so-called Grade
cT2c NO MO | PSA<20 1 Groups.
StagellB  T1-2 NO MO 1 PSA<20
Stage lIC  T1-2 NO MO | PSA<20
T1-2 NO MO ; PSA<20
Stage llIA T1-2 ND MO , PSA=20
Stage llIB T34 NO MO | Any PSA
Stage llIC  Any T NO MO | Any PSA
Stage IVA Any T N1 MO ! Any PSA
StageIVB Any T AnyN M1 Any PSA

Definition of Histologic Grade Group (G)

Grade Group Gleason Score Gleason Pattern
=6 <3+3
7 a+4
7 4+3
8 4+4 3+5 5H+3
4+5 H+4 5+5

Mote: When either PSA or Grade Group is not available, grouping should be
determined by T category and/or either PSA or Grade Group as available.




Initial Risk Stratification for Clinically Localized Prostate

Cancer

Risk Group

Clinical/Pathologic Features

Imaging"?

Germline
Testing®

Molecular/

Biomarker

Analysis of
Tumor®

Has all of the following:

Tl

* Grade Group 1

+ PSA <10 ng/mL

* Fewer than 3 prostate biopsy fragments/cores positive,
=50% cancer in each fragment/core”

* PSA density <0.15 ng/mlLig

« Consider confirmatory prostate biopsy £ mpMRI to
establish candidacy for active surveillance

Recommended
if family history
positive
See PROS-1

Mot indicated

Has all of the following but does not qualify for very low risk:
= T1-T2a

« Grade Group 1

* PSA <10 ng/mL

* Consider confirmatory prostate biopsy £ mpMRI to
establish candidacy for active surveillance

Recommended
if family history
positive
Ses PROS-1

Consider if life
expectancy
210y

Intermediate®

Has all of the

following:

« 1IRF

« Grade Group 1
or2

+ <50% biopsy
cores positive®

Has all of the following:

* Mo high-risk group
features

* Mo very-high-risk
group features

* Has one or more

Favorable
intermediate

+ Consider confirmatory prostate biopsy £ mpMRI to
establish candidacy for active surveillance

= Bone imaging“: not recommended for staging

* Pelvic + abdominal imaging: recommeanded if
nomaogram predicts >10% probability of pelvic lymph
nede involvement

« If regional or distant metastases are found, see PROS-8

Recommended
if family history
positive or
intraductal/cribriform
histology
See PROS-1

Consider if life
expectancy
210

intermediate risk
factors (IRF):

» T2b-T2c

» Grade Group 2 or 3
¥ PSA 10-20 ng/mL

Has one or more of

the following:

« 2or 3IRFs

« Grade Group 3

+ = 50% biopsy
cores positive®

Unfavorable
intermediate

- Bone imaging": recommended if T2 and PSA =10 ng/mL

* Pelvic + abdominal imaging: recommended if
nomogram predicts =10% probability of pelvic lymph
node involvement

« If regional or distant metastases are found, see PROS-B

Recommended
if family history
positive ar
intraductal/cribriform
histology
Sea PROS-1

Consider if life
expectancy
=10y

Has no very-high-risk features and has exactly one high-risk

feature:

*+ T3a OR

* Grade Group 4 or Grade Group 5 OR
« PSA =20 ng/mL

* Bone imaging": recommended
* Pelvic + abdominal imaging: recommended

* If regional or distant metastases are found, see PROS-8

Recommended

Consider if life
expectancy
=10y

Very high

Has at least one of the following:

* T3b-T4

* Primary Gleason pattern 5

« 2 or 3 high-risk features

+ =4 cores with Grade Group 4 ar 5

* Bone imagingh: recommended
* Pelvic + abdominal imaging': recommended

« If regional or distant metastases are found, see PROS-8

Recommendead

Mot routinely
recommended




PROSTATE CANCER - PRINCIPLES OF
TREATMENT

* Considering:
* Risk group stratification (clinical stage, PSA, pathology features)

* Life expectency

* Localized prostate cancer (T1-2, within prostatic capsule):
* Observation:in low/ favorable intermediate risk patients with life expectancy < 10 yrs
« Active surveillance: in low/ favorable intermediate risk patients with life expectancy > 10 yrs
* Radical prostatectomy

* Radiotherapy (RT) +/- ADT (androgen deprivation therapy)

* Locally advanced prostate cancer (T3-4)
* Radical prostatectomy + pelvic LN dissection
« RT + ADT



PROSTATE CANCER - PRINCIPLES OF
TREATMENT

* Regional risk group prostate cancer (any T, N1, IM0)
« RT + ADT
 If life < 5yr and asymptomatic: OBS or ADT

 Metastatic prostate cancer
* Systemic therapy: ADT (androgen deprivation therapy)
« ADT + secondary hormone therapy (abiraterone / in high risk, enzalutamide, apalutamide)
« ADT + chemotherapy (Docetaxel) in high volume patients
« ADT + RT in low volume patients

» Castration resistance prostate cancer
—ADT + secondary hormone therapy or
ADT + chemotherapy



ANDROGEN DEPRIVATION THERAPY
(ADT)

* Goals: castration (testosterone < 50ng/dL) with adequate tumor control

* Surgical castration: orchiectomy

e Medical castration:

 LHRH agonist: Leuprolide, Goserelin, Triptorelin
« LHRH antagonist: D

GnRH agonists

) \k,vu’un.u'v.n.
N7
g \H ."
':-" r“i } .
,". pelunary

* Surge in FSH, LH and testosterone before * Immediate suppression of FSH, LH and testosterone

suppression * No microsurges

* Microsurges in LH and testosterone on repeat

* Prolonged suppression of FSH, LH and testosterone
injection

* FSH suppression, but not maintained long term



ACTIVE SURVEILLANCE VS
OBSERVATION

Active surveillance (AS)
» Actively monitor the course of disease,

with the expectation to deliver curative therapy if the cancer progresses

Observation (OBS)

» Monitor the clinical course,

with the expectation to deliver palliative therapy for development of
symptoms or change in exam or PSA

» Goal: maintain QoL by avoiding non-curative treatment
» Advantage: avoidance of AE of unnecessary treatments



VERY LOW RISK

VERY-LOW-RISK GROUP

EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT
SURVIVALK

Active surveillance (preferred)™

* Consider confirmatory prostate biopsy with or without mpMRI to establish candidacy
for active surveillance™

* PSA no more often than every 6 mo unless clinically indicated

* DRE no more often than every 12 mo unless clinically indicated

* Repeat prostate biopsy no more often than every 12 mo unless clinically indicated

* Repeat mpMRI no more often than every 12 mo unless clinically indicated

EBRT® or brachytherapy®
Adverse feature(s):"s

. |EBRT® £ ADT!
or
' Radical prostatectomy (RP)P < Observation9

No adverse featureg —MmMmM8¥@™M»

Active surveillance™
* Consider confirmatory prostate biopsy with or without mpMRI to establish candidacy
for active surveillance”
10-20 y' —|+ PSA no more often than every 6 mo unless clinically indicated
* DRE no more often than every 12 mo unless clinically indicated
* Repeat prostate biopsy no more often than every 12 mo unless clinically indicated
* Repeat mpMRI no more often than every 12 mo unless clinically indicated

<10 y4 ——— Observation9

OP/ RT, increasing roles of AS & OBS



LOW RISK PC

LOW-RISK GROUP

EXPECTED
PATIENT
SURVIVALK

INITIAL THERAPY ADJUVANT THERAPY

Active surveillance (preferred)™

» Consider confirmatory prostate biopsy with or without mpMRI and with or without
molecular tumor analysis’ to establish candidacy for active surveillance"

* PSA no more often than every 6 mo unless clinically indicated

* DRE no more often than every 12 mo unless clinically indicated

* Repeat prostate biopsy no more often than every 12 mo unless clinically indicated¥

* Repeat mpMRI no more often than every 12 mo unless clinically indicated

EBRTC or brachytherapy® ———— ’

Adverse feature(s):"*
EBRT® £ ADT!

‘or
Observation4
RPP
No adverse features

<10 y4 ——— Observation9

OP/ RT, increasing roles of AS & OBS



FAVORABLE INTERMEDIATE RISK PC (ALMOST = LOW
RISK PC)

FAVORABLE INTERMEDIATE-RISK GROUP

EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT
SURVIVALK

Active surveillance™

* Consider confirmatory prostate biopsy with or without mpMRI and with or without
molecular tumor analysis! to establish candidacy for active surveillance"

* PSA no more often than every 6 mo unless clinically indicated

* DRE no more often than every 12 mo unless clinically indicated

* Repeat prostate biopsy no more often than every 12 mo unless clinically indicated¥

* Repeat mpMRI no more often than every 12 mo unless clinically indicated

EBRT® or brachytherapy alone® ——mMmM™m™™m™™™™@™@@™ >

Adverse feature(s) and no Undetectable PSA
lymph node metastases:™*® after RP or PSA
EBRT® + ADT! nadir¥ after RT

or

Observation®

RPP £ PLND if predicted No adverse features or

probability of lymph node lymph node metastases

metastasis 22% .
Lymph node metastasis: PSA persistence/

ADT"? (category 1) £ EBRT® recurrence®Y
(category 2B)
or

N NN
I , EBRT® or brachytherapy alone® —

5-10 y9
Observation (preferred)9




UNFAVORABLE INTERMEDIATE RISK PC

UNFAVORABLE INTERMEDIATE-RISK GROUP

EXPECTED INITIAL THERAPY ADJUVANT THERAPY

PATIENT
SURVIVALK Adverse feature(s) and no lymph node metastases:"*®

EBRT® + ADT!
or
Observation

RPP £ PLND if predicted

probability of lymph No adverse features or lymph node metastases —
node metastasis 22%

'|\Lymph node metastasis:
ADT"“% (category 1) + EBRT® (category 2B)
or
Observation9:33

EBRT® + ADT! (4-6 mo)
or
EBRT® + brachytherapy® £ ADT! (4-6 mo)

(Aggressive : OP/ RT+ ADT [4-6mo];
lroles of AS & OBS)

Observation (preferred)9




HIGH OR VERY HIGH RISK PC

HIGH- OR VERY-HIGH-RISK GROUP

EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT

SURVIVALK

EBRT® + ADT! (1.5-3 y; category 1)
* docetaxel (for very high risk only)

EBRT® + brachytherapy® + ADT! (1-3 y; category 1 for ADT)

=5 yor

symptomaticPP

Adverse feature(s) and no lymph node metastases:"®
EBRT® + ADT!

or

Observation9

4
RPP + PLND®® {—» No adverse features or lymph node metastases

\ Lymph node metastasis:
ADT"? (category 1) £ EBRT? (category 2B)
or
Observation %22

|Observation9-

=5y and
asymptomatic

or
ADTtdd ’—h Best supportive care

r
EBRTO:dd




REGIONAL (LN)

RISK PC

REGIONAL RISK GROUP (ANY T, N1, M0)

EXPECTED INITIAL THERAPY
PATIENT
SURVIVALK

EBRT® + ADT! (preferred) ——»
+ abiraterone®®

>S5y
or symptomatic

ADT! # abiraterone!®® ———»

Observation9
— — |Oor
and asymptomatic ADT




METASTATIC PC

(MCSPC)

ADT! with one of the following:
* Preferred regimens:
» Apalutamide (category 12
» Abiraterone {categn 1)he€
» Docetaxel 75 mg/m* for 6 cycles““ (category 1)¥¥

M1PP.Ga.rr.ss.tt » Enzalutamide (category 1}
« EBERT" to the primary tumor for low-volume M1™"

o
ADT"00

LOW VOLUME LESS CERTAIN BENEFITS
VISCERAL METASTASIS 24 BONE META WITH = 1 BEYOND
PELVIS VERTEBRAL COLUMN



Reported RCTs in mHSPC: High-Volume/High-Risk Disease

HR for PFS (or

Triallt] Comparator Arm Control Arm Other Endpoint) HR for OS
Docetaxel

= CHAARTED!? ADT + Doc ADT 513 0.58 (time to CRPC) 0.63

» GETUG-15/3] ADT + Doc ADT 183 NA 0.78

= STAMPEDE Arm C[4] ADT + Doc ADT 148 NA 0.81

AR Pathway Inhibitors

= LATITUDEP! ADT + ABI + Pred ADT 955 NA 0.62
= STAMPEDE Arm Gl®l ADT + ABI + Pred ADT 473 0.31 (FFS) 0.54
= ENZAMET! ADT + ENZA (% Doc) ADT + NSAA (£ Doc) 588 0.45 0.80
= ARCHESI ADT + ENZA* ADT* 727 0.43 (rPFS) TBD
= TITANP! ADT + APA* ADT* 660 0.53 0.68
RT
» STAMPEDE Arm H[10] ADT + RT to prostate ADT (+ DOC possible) 1120 NA 1.07
= HORRAD[ ADT + RT to prostate ADT 272 NA 1.06

*Prior DOC allowed.
1. VanderWeele. JCO. 2019;37:2961. 2. Kyriakopoulos. JCO. 2018;36:1080. 3. Gravis. Eur Urol. 2016;70:256. 4. Clark. Ann Oncol.
2019;30:1992. 5. Fizazi. Lancet Oncol. 2019;20:686. 6. Hoyle. Eur Urol. 2019;76:719. 7. Davis. NEJM. 2019;381:121. 8. Armstrong. JCO. E
2019;37:2974. 9. Chi. NEJM. 2019;381:13. 10. Parker. Lancet. 2018;392:2353. 11. Boevé. Eur Urol. 2019;75:410. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Any Question?



