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Epidemiology ¢ Ree 1 sraire) o

"‘ﬁle m. ¢. noncutaneous malignancy in U.S. men since 1984, ¢«

s o
accounting for 27% of all such cancers el et

"'1//7 (15.3%) men will be diagnosed with prost ca &
38 (2.6%) men will die from prost ca
ican-Americans experience 59% higher incidence rates

is the 2nd leading cause of cancer death



RISK FACTORS

~“Both genetics and environment are 1m rtant in the origin and
\\\
evolution of prostate cancer <

) Family History: Father (£32.17), Brother (£23.37), First-degree
amily member affected with age <65 yr at diagnosis (1:3.34), >2

st-degree relatives affected ((./5.08), Second-degree relative
ed (61.68) 1‘}471/“ relafn /S“’W“g o frenper Y T Zfeaa

rmline Genetic defects:



RISK FACTORS

‘ﬁa: A recurrent mutation in the coding region of the HOXB13 gene
(CMS 17q): This mutation increases overall risk of disease 5x, and
> 8x under age 55 yr or with a family history

-b: BRCA1 and BRCA2: BRCA1 increases risk by 1.8- to 3.5-fold
BRCAZ2 4.6- to 8.6-fold in men under 65 y.o.

-associated cancers, especiall&]}SRCAL are also more li
with higher grade, locally advanced
—1 At
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*111) Inflammation and Infection: Chronic inflammation leading
to cellular hyperproliferation to replace damaged tissue
contributes to the development of infection-associated cancers

nflammatory infiltrates and the histologic lesion called
roliferative inflammatory atrophy (PIA) are frequent in clinical
ostate specimens

often found adjacent to high-grade prostatic intraepi
PIN) or early cancer



RISK FACTORS

“1V) Androgens: are important in the maintenance of established
cancers.

‘ﬁng-term absence of androgen protect against the development of
cancer

Net Protect v
strogens: also important in prost ca development, and may
varying effects depending upon local tissue activity of ER-

ﬂ,w Pﬂ;*)’ww



RISK FACTORS

“VI) Others:

‘ﬁnoking increases the risk of disease recurrence and death
resulting from prostate cancer

besity is associated with lower serum PSA, increases the risk of
ing high-grade prost ca, and is associated with higher
failure rates and disease-specific mortalit



Early Detection of Prostate Cancer

W-’ less bhe 59 —vSereenivy in M}/L\ risk FF/ ayﬁ
\) * <40 y.0: do not do PSA screening

=40 to 54 y.o: Do not do PSA as a routine (Just for high risk)

igh Risk: 1. African American 2. family history of metastatic or
thal adenocarcinomas (e.g., prostate, male and female breast
er, ovarian, pancreatic)

of screening in this populati



Early Detection of Prostate Cancer

2)*55-69 y.0: Do PSA screening

““Telative risk reduction of prost ca-specific death of 25-30%

creening should be done every 2 years

/%c)\&pumhmb SN Hal Wwent Al ’Q%)D\ -
every 4 years if initial PSA is less that 1 ng/ml.— ’gﬁf 4 J_?{

0: have a higher prevalence of prost ca and a higher

atal tumors, but also incr




Diagnosis & staging

/ T P s B o Nl an. N
1) PSA. \Oc,_cnj\(ur\ o e Qg-s“‘o,_w\\r\ =% ..‘-».\\:&Q\\—

"‘{SA levels are associated directly with pathologic stage and tumor
extent.

athologically organ-confined disease is found in 80% of men
ith a PSA less than 4.0 ng/mL, 66% of those with PSA levels
een 4.0 and 10.0 ng/mL, and fewer than 50% of men with
els greater than 10.0 ng/mL.



Diagnosis & staging
"{) Digital Rectal Examination: (s+<) z_d:wg

“DRE is used to determine whether a lesion is palpable and is
associated with local disease extent (clinical T stage).

n abnermal DRE was associated with an increased risk for
tecting high-grade (Gleason 8 to 10) prostate cancer.

or sensitivity and lack of reproduc1b111ty, DRE can b
and underestimate the ex
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%«~D1agnos1s & staging

bw/y
—PSA testlng improves the positive predictive value (PPV) of DRE

for cancer.

~Overall, when DRE and PSA tests are used in prostate cancer
screening, detection rates are higher with PSA testing than with
RE and highest with the tests together.

is the most important 1
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Diagnosis & staging

~3) Prostate Needle Biopsy: At low-power magnification, the sum of
a grade (1 to 5) assigned to the predominant pattern (occupying the
largest area of the specimen) and the second most common pattern

yield a score ranging from 2 to 10.

mas - vl /(W /_‘,(_2 +3)

ade group system: Grade Group 1 (Glea(son)score <6)
Grade Group 2 (Gleason score 3+4 y/

W ~Cse
Grade Group 3 (Gleason scor




Diagnosis & staging

Gleason's Pattern Scale

= £
- Lo
Well \ N\Q‘)_VS‘
1. Small, uniform glands. differentisted cb\c’" @—CE

2. More space (stroma)

-
LN
: between glands. _JY(
2 N

e v LT S L Moderately

differentiat
3. Distinctly infiltration of e ez

cells from glands at margins.

Poorly differentiated
Anaplastic

4. Irregular masses of neoplastic

BLES  cells with few glands.
N

§. Lack of or occasional glands,
sheets of cells.



Diagnosis & staging
QL‘J)‘S‘H “«'Jaﬁm—%" Tords, o :\"IT'B,Eug\ '\tO\‘Q'\D%\\D o “A"u\
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—3) Prostate Needle Biopsy:
broansnchs) Us W bza,w
— Typically transrectal sextant biopsy (TRUS Bx) involves samples

from the parasagittal plane on the right and left sides of the base,
1dzone, and apex, with each site arbitrarily assigned by the
erator.

af. lear |
e extracting 10—12 cores per biopsy, often from the standa

other areas of the peripheral, transition, o

& b
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Diagnosis & staging: TNM el /toealty aduncd]
ks .

~TX: Primary tumor cannot be assessed é

TU with LA?) + M Uahion
—~T0: No evidence of primary tumor b ot
organs

1: Nonpalpable tumor—not evident by imaging
T1<] —» fler TVUR o0 %MMJPJA

a: Tumor found in tissue removed at TUR; <5% 1s cancerous and
logic grade <7.

r found in tissue removed at TUR; >5% is ¢



Diagnosis & staging: TNM
~=T2: Palpable tumor confined to the prostate

—=T2a: Tumor involves one lobe or less

2b: Tumor involves more than one lobe

: Palpable tumor beyond prostate

nilateral extracapsular extension W b

tracapsular extensio
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Diagnosis & staging: TNM

2 \rned | ndatnad) Sovmen
\'\\ EN \__Ns

—N1: Metastases in singlectegional lymph node,/<2 cm in dimension

2: Metastases in single (>2 but <5 cm)/multiple with none >5 cm

~#N0: No lymph node metastases

: Metastases in regional lymph node >5 cm in dimension

evidence of distant metastases



Clinically Localized Prost Ca: W/U

#Po not perform abdomino-pelvic CT or routine bone scans in
the staging of asymptomatic very low- or low-risk localized
prost ca patients

intermediate-risk & High-risk localized prostate cancer
ients: Do cross sectional imaging abdomino-pelvic (CT or
and bone scan.



Clinically Localized Prost Ca:
Risk Stratification

'{isk stratification of prostate cancer severity or aggressiveness
should include PSA, clinical stage (DRE), Grade Group, and
amount of cancer on biopsy (i.e. number of cores involved,
aximum involvement of any single core) PSA density, and

ow-, Intermediate-. &
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Clinically Localized Prost Ca:
Risk Stratification for Localized Prostate Cancer

1. Low Risk Very low PSA <10 ng/ml AND Grade Group 1

Group risk AND clinical stage T1-T2a AND <34%
of biopsy cores positive AND no core
with >50% involved, AND PSA density
<0.15 ng/ml/cc

Low Risk PSA <10 ng/ml AND Grade Group 1
AND clinical stage T1-T2a

2. Intermediate Favorable Grade Group 1 (with PSA 10-<20) OR
Grade Group 2 (with PSA<10)

Unfavorable Grade Group 2 (with either PSA 10-<20
or

Clinical stage T2b-c) OR
Grade Giroiin R (with PR A < 20)

‘Q\




,_;9’)’ 5 Clinically Localized Prost Ca:

-

3. High Risk group PSA >20 ng/ml OR
Grade Group 4-5 OR
Clinical stage >T3

Risk Group* Grade Group Gleason Score
Low/Very Low Grade Group 1  |Gleason Score < 6
Intermediate Grade Group 2 |Gleason Score 7 (3 + 4)
(Favorable/Unfavorable) |Grade Group 3 |Gleason Score 7 (4 + 3)
High/Very High Grade Group 4 |Gleason Score 8

Grade Group 5 |Gleason Score 9-10




Clinically Localized Prost Ca

#Selecting management strategy for localized prost ca (_patient, o
tumor, a@gl treatment-related factors):

-) Shared decision making, (-) cancer severity (risk category),
Patient values and preferences, (-) life expectancy,

vious general functional & genitourinary symptoms,
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Clinically Localized Prost Ca: Mx " "7 =54
ihew: radica) pmkdmzj+

—<Smoking & obesitysaeréecg;[rle?e{%ed with prost ca death. .

h,rll,; vud pm/-cc/-orra-f
g o . rudakion q»cw/n},,.,,
=1In Surgically treated patients, smoking, older age, and obesity ~pia.- Huapy

increase the risk of perioperative complications, including

bleeding, infections, and DVT. ~ ©%« #haw 10— et oo aupgtiny Lobwornbini]
duat M Fue eomplicatony

ch of the initial localized prostate cancer management
ies has a typical pattern of side effects, frequently
om those of other treatments
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Clinically Localized Prost Ca: Mx OO
selection pate:
#Active surveillance (AS): (-ve): o X o, L TUR D L) i
OV ) el G S
4’() declines in urinary, bowel, and sexual function over time,

-) anxiety over deferring definitive management

revious obstructive urinary symptoms are known to be
in AS patients in comparison to surgery.



Chinically Localized Prost Ca: Mx

N selection ;‘\i W ey
ﬂ"ﬁadlatmn Therapy: (+ve): O Qi e iain S
N ABrdi AN ® Bads ?jncsm thxszfm\@ g

exual & continence problems: longer time to develop
adiation Therapy: (-ve):
owel problems are more common

inary irritation (LUTS)



Clinically Localized Prost Ca: Mx

e > sclection

£ swgay 1
“Radical Prostatectomy (RP): (—Ve)f‘g\ﬁ‘j\”‘wﬁi C:JS;:L, P""QQ Sﬁi}&
K SN Q-JKE%

-) Later: ED, urinary incontinence, urethral stricture.

rioperative death from prost ca surgery: <0.1%

inary bother beyond 2-5



Paos TﬂTe CANCE R Bﬁw_—s’& LUMINAL CELLS RELYon %
PROSTATE A_DENQCARC| NOM TESTOSTERONE  ANDROSTENEDIONE & HORMONES

L PRODUCED by DEHYDROEPIANDROSTERONE DIHYDROTESTOSTERONE

/ TESTICLES L PRODUCED by ADRENAL GLANDS &
GLAND" — "UNCONTROLLED GROWTH OF CELLS" ‘ oGl wberosTE
* WITHOUT ANDROGENS == APOPTOSIS L
* ONLY AFFECTS MALES (cells com, v 652
* USUALLY MALIGNANT swrs. withoul Fé‘:’;
- CAN METASTASIZE W 5 )

invade & destroy tissues)

A GENETIC MUTATION in a LUMI NAL
X ceu. or BASAL CELL
CCLL DIVIDES UNCONTROLLABLY

[ RISk FACTOR

\ % 0LD AGE @

\/@ 2x oBesiTY
3% HIGH FAT/LOW ﬁ\w

FIBER DIET

O oiaimarecra.  PIAGNOSIS
EXAM

» POSTERIOR PROSTATE :  2) TRANSRECTAL

TUMOR WOULD FEEL like a
i (A ULTRASOUND or MRI

* TUMOR ELSEWHERE
(e.g- anterior peripheral zone) :

TUMOR OUT OF REACH

1
MPe:  PROSTATE ADENOCARCINOMA

* MUTATIONS in 2 GENES : BREAST CANCER GENE 1 (BRCA1)
“ SR & BRGAST CANCER GENE 2((BRCA2)
——
ALSO CAUSE BREAST CANCER

* MOST COMMON TVYPE of
PROSTATE CANCER
LOTHER TYPES EXIST :
2.« TRANSITIONAL CELL CARCINOHA
(transitional zone)

3 = SMALL CELL PROSTATE CANCER

(neuroendocrine cells)

" CELLS MUTATE & KEEP MULTIPLYING WITHOUT ANDROGENS
- RELATIVELY SLOW GROWTH RATE

LY

3
PROSTATE —_ el.ev{mon in PROSTATE
CANCER Y) SPECIFIC ANTIGEN

UREQUIRES BIOPSY
GLEASON GRADING SYSTEM

MA|
L=, NORPR- _ 2 MOST COMMON CELL PATTERNS

(well differentiated)
< SCORE (1-5)
NUMBERS ADDED = TOTAL

39333333
GLEASON SCORE (2-10)

5—> M\LNORHAL CELLS law

i sr2e (Jue to Hhn dadb o W“"qﬂ

EARLY ON— NO SYMPTOMS
A cases arvise

Hu M‘zﬂ*
I%TERIOR PERIPH 'gm. ZoNe J—ewhich 16 Por cuwﬁ ﬂam

If CANCER DOES COMPRESS
H U GRETHRR o BLADDER - Hhe urthha
* difficulty urinating
* bleeding
*pain with urination &
e jaculation

=X If METASTATIC, SPREADS to
BONES (e.g. vertebrae or pelvis)

hip or lower back pain

TREATMENT
* TUMOR CONFINED ¢ the PROSTATE ,
% HASN'T METASTASIZED I TUMOR SPREADS :
¢ #* SURGERY
ACTIVE SURVEILLANCE '\ ¥RADIATION THERAPY
ROUTINE TUMOR MARKER %;7’
MEASUREMENT & IMAGING CCHENGTHERAPY,
ENSURE CANCER REMAINS :. ° <
CONFINED to PROSTATE ) A‘,,\.‘. % ° —






