Prostate Cancer (PCA)

Dr. Josephine Namugenyi
Surgeon SRRH

Urology FellowB@0O S
‘ ’
Busoga
HEQLTH FORUN

]

o »



Introduction

« The prostate is a walnut-sized gland Bladder
located behind the base of the penis, in
front of the rectum & below the bladder deferens

Pubic

bone Rectum

* It surrounds the urethra, the tubelike
channel that carries urine and semen
through the penis U

Penis

Bladder

Vas
deferens

« The primary function of the prostate is
to produce seminal fluid, the liquid In
semen that protects, supports, and Testicle
helps transport sperm




e ZONes
 The prostate gland is divided
INtO :
— Peripheral zone.
— Central zone.
— Transition zone
— Anterior floromascular stroma

Bladder

Cells: \ ==
— Glandular cells \& Peripheral

— Smooth muscle cells 4
T1Ia Hl

— Stromal cells



Protate Disease

Includes Benign & malignant conditions

Benign Prostate Enlargement ( BPE) /Benign prostatic
hyperplasia (BPH)
Prostatitis ;: Acute /Chronic

Prostate cancer
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Prostate Cancer

e Definition: * Non-Adenocarcinoma- <5%
* Prostate cancer (Pca) Is a — Transitionalcell carcinomas
malignant tumor of the — Small cell carcinomas

— Periurethral duct carcinoma
— Ductal adenocarcinoma

— Neuroendocrine tumors

— Mucinous carcinoma

— Sarcomatoid carcinoma

Types of Pca — Endometrioid tumors
— Adenoid cystic carcinoma

« Adenocarcinoma ->95% of — Sarcoma | w
all Pca [T’H ﬂ

prostate gland.



Epidemiology

Prostate cancer is the most common cancer among men in Africa and the
third most common cancer overall.

In sub-Saharan Africa, the relative burden is higher, with prostate cancer
representing 20.3% of all cases of cancer in men, with Zimbabwe and
Uganda having the highest incidences.

In Uganda the incidence of Pca ranges btn 37.1- 65.0 per 100,000 cases.
this is far below that of black American men which is estimated at 172.8 per

‘M

Mortality from prostate cancer remains high



Risk Factors

Older age:
— Your risk of prostate cancer increases with age, more than 70% cases occur in men older than 65year of age.
Race & ethnicity :

— Black men have a greater risk of prostate cancer than do men of other races. In black men, prostate cancer
is also more likely to be aggressive or advanced.

Family history of prostate or breast cancer :

— Familial predisposition may occur in men who have a father or brother previously diagnosed with prostate
cancer or tumaor.

— Also, a family history of genes that increase the risk of breast cancer (BRCAL1 or BRCA2) or a very strong
family history of breast cancer, your risk of prostate cancer may be higher.

Obesity :

— Obese men diagnosed with prostate cancer may be more likely to have advanced disease that's more
difficult to treat.

Dietary:
— Lower blood levels of vitamin D may increase the risk of developing prostate cancer.

— The risk of prostate cancer is also greater in men who consume diet contain excessive amounts of red meat,
animal fat, dairy products that are high in fat.

Hormonal: elevated blood levels of testosterone may increase the risk for prostate caTc H




Risk Factors cont...

Myths and Non-Risks:

« Sexual Activity: High levels of sexual activity or frequent ejaculation have been
rumored to increase prostate cancer risk. This is untrue. In fact, studies show
that men who report more frequent ejaculations may have a lower risk of
developing prostate cancer.

« Vasectomy: Having a vasectomy was originally thought to increase a man’s risk,
but this has since been disproven.

« Medications: Several recent studies have shown a link between aspirin intake
and a reduced risk of prostate cancer by 10-15%. This may result from different
screening practices, through a reduction of inflammation, or other unknown

factors. r? ﬂ ﬂ



Natural History

Initially, small clumps of cancer cells remain confined to prostate
glands, a condition known as carcinoma in situ (CIS) or prostatic
Intraepithelial neoplasia (PIN).

Over time, these cancer cells multiply and spread to the surrounding
prostate tissue forming a tumor.

Eventually, the tumor may grow large enough to invade nearby organs
such as the seminal vesicles, rectum the nearby lymph nodes — Locally
Advanced Pca,

or
spread to bones, Lungs, liver & other distant organs — Metaﬁﬂ ﬂ



Natural History

* It can spread by mainly three routes:
1. Direct extension

2. Through the lymph system

3. Through blood stream.
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Clinical Presentation

« Prostate cancer in its early stages is usually
asymptotic.

 Locally advanced Pca may present with LUTS

1.Difficulty and frequency of urination

2. Urinary retention
. Decrease size and force of urine stream
. Blood in semen (Hematospermia)

3
4
5. Pain ful sperm ejaculation
6. Hematuria (Blood in urine)
.

. Dysuria (Pain or burning during urination) and

Nocturia

8. Dribbling of urine and Urgency

— Matastatic Pca

— Most commonly to bone presents with
the Symptoms including:

— Backache

— Can cause severe and unremitting
bone pains

Bone metastasis
« Can result in pathologic fractures
» Spinal cord compression

others

— Anemia,

— Weight loss
— Weakness,

— Nausea ?
— Renal failure rTH ﬂ



Assessment and diagnosis

 History collection
* Physical examination

* The two primary diagnostic tools are:

1. DRE (Digital rectal examination)

— Prostate can felt through the wall of the rectum, hard nodule may be
felt.

2. PSA (prostatic specific antigen)

R ML



Assessment and diagnosis cont....

* Diagnosis Is confirmed with a biopsy
 Biopy of prostate tissue is taken off for histology purposes

* Transrectal ultrasound (TRUS)

* Other Imaging tools can beused to determine If the

cancer has spread
R ML



Other diagnostic tools (Imaging)

3. TRUS (Transrectal ultrasound scan) also called
prostate sonogram or endorectal ultrasound. It is
used to look at the prostate and tissues around it.

4. Lumboscral X-ray

5. A Pelvic CT (Computer Tomography)

6. A Pelvic MRI ( Magnetic Resonance Imaging)

/. Bone scan




PSA Test

Prostate-specific antigen(PSA) is a Other terms
protein produced by the prostate and _
found mostly in semen, with small  PSA velocity

amounts released into the bloodstream. _ the rate of rise PSA over time

Helps predict the risk of Pca — the faster increase the more risk for

A single elevated PSA value should not PCa

prompt a prostatic biopsy

Other causes of elevated Psa * PSA denSIty'

_ GU Infection — the PSA per volume of prostate

— Ejaculation — the higher density the more risk for
— Prostatic trauma ( instrumentation, PCa

p,. massage, P. biopsy, cycling) ? | w
e Free PSA r ! ! HI



Digital Rectal Exam (DRE)

Digital rectal exam (DRE) is an exam of
the rectum.

,Rectum

) #

The doctor inserts a lubricated, gloved Drpaer
finger into the lower part of the rectum \ 4
to feel the prostate for nodules, |
abnormal consistency or anything else (
that seems unusual.

use PSA and DRE together for prostate ;
cancer detection. / \ &

PSA testing improves the positive ;-
predictive value (PPV) of DRE for | \
cancer \ |




Prostate Cancer Staging

« Staging is a way of describing a cancer, such as the depth of
the tumor and the extent of its spread

« Staging is used to determine a patient’s prognosis

« Staging the TNM system:
— the size of the Tumor (T)
— whether spread to nearby lymph Nodes (N),
— whether the cancer has spread to other distant organs as the liver,

lungs, bones (metastasis) -(M) | . b
R K NLA



TNM Staging

 TO- No eveidence of
primary Tumor

* T1- Clinically inapparent
Tumor

 T2-Tumor palpable &
confined to the prostate.




Nodes

NX - Metastasis
NO - No positive regional * MO - No distant metastasis
LNS

* M1- Distant metastasis
N1 - Invasion into regional
LNS

R K& MY



The Gleason’s score

Gleason's Pattern Scale

Wl ISUP/WHO (Gleason Pattern
1. Small, uniform glands. l Gra de Group Gleﬂson SCOl'e Requil' ement

<6 No pattern 4 or 5
34
443
Any pattern
9-10 Any pattern

Hm

2. More space (stroma)
between glands.

Moderately

3. Distinctly Infiltration of differentiated

cells from glands at margins.

Poorly differentiated
Anaplastic

4. Irregular masses of neoplastic
celis with few glands.

N 5 2] B e




Treatment Categorisation

* Localised Pca - T. Present in the immediate region of the
prostate ( stage < T3, NOMO). Have a high potential for
cure

* Regional metastasis - Cancer has spread into the regional
LNs (stage N1)

* Metastatic Pca - Cancer has spread to areas beyond the

regional LNs ( stage M1). this is not curable Mﬂ ﬂ



Risk stratification -D'Amico Risk groups

Low risk Intermediate risk High risk
T1-T2a T2b >T2c
Gleason 2-6 Gleason 7 Gleason =8
PSA <10 PSA 10-20 PSA >20

! |ﬂﬂ



Prognostic factors

Gleason Score
Tumor Stage
Baseline PSA

% Involvement of a biopsy core
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Treatment Modalities

 Lifesyle modification

Other therapies

o Deferred treatment « Thermal ablation

— Active surveillance * Cryotherapy

— Watchful waiting
* HIFU
» Radical Prostatectomy

* LASER ablation
- Radiation therapy SER ab
(EBRT, Brachytherapy)

« Androgen deprivation

» Focal therapy rTﬂ ﬂ



Treatment Modalities cont...

Diet

changes in your daily eating habits to help
support healthier living as you recover from Pca
giving a better chance to maximize longevity
through lifestyle.

1. Vegetables.

Incorporate cooked vegetables into most of your
weekly meals. Certain fruits and vegetables
contain large amounts of antioxidants.
Antioxidants benefit the body by removing free
radicals. permanently disrupt their operation.

2. Fat and Protein.

Try to keep the amount of fat from red meat and
dairy products to a minimum

3. Vitamins.

Try to get vitamins from food sources, ie eating a
diet rich in brightly-colored vegetables & fruits

Exercise
— Exercise is essential for a healthy lifestyle.

Smoking
— Quitting smoking may reduce the risk of dying from
PCa, any other cause
Weight Loss

High BMI is associated with increased risk of
developing lethal prostate cancer, and evidence
suggests that obesity (either before or at
thetime of diagnosis) is associated with
increased risk for prostate cancer recurrence,
progression and mortality

T




Treatment cont...

Watchful waiting (Observation)

* monitoring the patient until he develops symptoms that require palliative treatment.
« For patients:

— Life expectancy < 10 years

— Low grade (Gleason score 2-6)

Active surveillance
« delayed primary treatment till there is histologic evidence of cancer progression.

 Itinvolves routine follow up & testing with intent to provide curative treatment if the risk
Increases

« Strategy to delay treatment that might not be immediately necessary.
« For patients
— Low volume

— Low/ intermediate grade (Up to Gleason score 3+4=7) | -
— suitable for curative treatment but witl low risk Pca r?ﬂ ﬂ



Treatment cont... AS Vs WW

Active surveillance

Watchful waiting

Treatment intent

Curative

Palliative

Follow-up

Predefined schedule

Patient-specific

Assessment/markers used

DRE, PSA, re-biopsy, mpMRI

Not predefined

Life expectancy

> 10 years

< 10 years

Aim Minimise treatment-related Minimise treatment-related
toxicity without toxicity
compromising survival

Comments Low-risk patients Can apply to patients with all

stages

T Y



Treatment cont..

Radical Prostatectomy:
« Surgical removal of the entire prostate gland and the seminal vesicles.

 |tis the gold standard for treatment of Localied Prostate cancer

* For patients

— Healthy and free of comorbidities that might make the operation unacceptable
— Life expectancy of at least 10 years

— Tumor should be deemed completely resectable

— Accepted upper age limit -76 years [1 | ‘ : ‘



Treatment cont..

- Advantage of RP: » Disadvantages of RP :

— Possibility of cure — Long hospitalization and

— Minimum collateral damage
when done skillfully

— More accurate pathological — Possibility of incomplete tumour
staging of cancer

— Treatment failure i1s more

readily identified — Complications

— Potentially curative RT can be
started at the earliest.

recovery period

resection

Bleeding
Erectile Disfunction (20-100%)
Urinary incontinence(4-70%)

Stricture (0-12%) ‘ A
Motality (<1%) r? H



Treatment cont.. Hormonal Therapy

Male sex hormones (testosterone,

androgens) are critical to growth Ablation of Inhibition of Inhibition of androgen Antiandrogens
of prostate cancer androgensource  LHRH or LH synthesis
Indicated for: Orchiectomy DES Aminogluthemide Cyprotene acetate
— Clinical Stage T1-T3b and selected Leuprolide
T4 Goserelin Ketoconazole Flutamide
_ Gleason score 2-10 Triptorelin Biclutamide
Histrelin Nilutamide
— PSA No upper limit, but in almost all Cetrorelix
cases, patient does not have _
documented distant metastasis Abarelix

MMM



Treatment cont.. Hormonal Therapy..Side

effects
Castration Oestrogens
* Loss of libido — Cardiovascular toxic effects
 Erectile dysfunction (AMI, CHF, CVA, DVT, PE)

* Hot flashes (55—80% during ADT)
* Gynaecomastia and breast pain

Increase in body fat LHRH agonists
* Decrease in bone mineral density — Flare phenomenon due to
* Osteoporosis initial rise of testosterone

" Muscle wasting — Might worsen symptoms
« Anaemia (severe in 13% CAB) _g i
— It Is costl

« Cognitive decline '\T | | ‘



End

“BE VIGILANT, LIVE HEALTHY, AND
DON’T GIVE UP. THIS DISEASE CAN BE
CONQUERED.”
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