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Introduction

With this booklet, men with prostate cancer
have access to information on the way prostate
cancer is treated at the nations leading
cancer centers. Originally developed for cancer
specialists by the National Comprehensive
Cancer Network (NCCN), these treatment
guidelines have now been translated for the lay
public by the American Cancer Society (ACS).

Since 1995, doctors have looked to the
NCCN for guidance on the highest quality,
most effective advice on treating cancer. For
more than 90 years, the public has relied on
the American Cancer Society for information
about cancer. The Society’s books, brochures,
and Web site provide comprehensive, current,
and understandable information to hundreds
of thousands of patients, their families, and
friends. This collaboration between the NCCN
and ACS provides an authoritative and
understandable source of cancer treatment
information for the public.

These patient guidelines will help you
better understand your cancer treatment
and your doctor’s counsel. We urge you to
discuss them with your doctor. You might
begin by asking the following questions:

e How do my age, general health, and
other medical conditions influence my
treatment choices?

¢ What are the chances that my cancer
can be treated successfully?

e What stage is my cancer and how does
it influence my treatment options?

e How do the Gleason score of my cancer
and my blood prostate-specific antigen
(PSA) level predict my outlook for sur-
vival and affect treatment options?

¢ What do you feel my strongest treatment
options are?

e Do you recommend one treatment
over the others? If so, why?

e What are the likely side effects of each
proposed treatment, and how will they
affect my quality of life?

e What can be done to help manage the
side effects of treatment?

e IfI want to consult with other doctors,
who would you recommend?

e How much time do I have before I need
to decide on a particular treatment?

Making Decisions About
Prostate Cancer Treatment

Prostate cancer is the most common cancer
(excluding skin cancer) of American men.
Most prostate cancers develop in older men
and grow very slowly. But some can affect
younger men, especially African Americans.
African-American men are more likely to
develop prostate cancer, and at a younger age,
than other men. In some men, the cancer can
grow quickly and spread to other parts of the
body, causing symptoms and, sometimes,
death. This too is more likely to happen to
African-American men. Treating men with
prostate cancer can help them live longer and
can prevent or relieve symptoms. But treat-
ment is not the right thing for all men with
prostate cancer. One reason prostate cancer
is so confusing to both doctors and patients
is that it is difficult to tell which men will
benefit from treatment and which will have
side effects of treatment that will outweigh
the benefits.



Prostate cancer is a disease that needs a
team of doctors — often your primary physi-
cian, a surgeon (urologist), radiation oncologist,
and medical oncologist — to treat the disease.
But not all men with prostate cancer should
receive the same treatment, and, in some cases,
the best treatment may be no treatment.

This booklet can help you and your doc-
tor decide which choices best meet your
medical and personal needs. You'll find flow
charts that doctors call Decision Trees. These
charts show how you and your doctor can
arrive at the choices you need to make about
your treatment.

To reach an informed decision you need
to understand some of the medical terms your
doctor uses. You may feel youre on familiar
ground already, or perhaps you need to refer
to the various sections listed in the Contents.
Not only will you find background informa-
tion on prostate cancer, but also explanations
of cancer stages, work-up, and treatment.

We've also provided a glossary at the end of
the booklet. Words in the glossary appear in
italics when first mentioned in this booklet.

Inside and Around the
Prostate

The prostate is a gland found only in men. It
is about the size of a walnut and is located in
front of the rectum, internally, just behind
the base of the penis. The prostate surrounds
the internal part of the urethra, the tube that
carries urine and semen out of the penis.

The function of the prostate gland is to
produce some of the seminal fluid (or semen),
which protects and nourishes sperm cells.
The cells that make up the prostate gland
grow and stay healthy because of the influ-
ence of the main male hormone, testosterone.
A general term for all male hormones is
androgens.
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Figure 1. Location of the prostate gland



Prostate cancer develops from cells of the
prostate gland. Almost all prostate cancers
are adenocarcinomas, meaning that they
develop from glandular cells. Prostate cancer
generally grows slowly within the gland, but
as it grows, it can eventually penetrate the
outer rim of the gland. When this happens it
may spread directly to tissues and organs
near the prostate gland. Eventually the cancer
cells may spread (metastasize) to distant parts
of the body, particularly the bones.

If it spreads, prostate cancer tends to first
go through lymphatic vessels to nearby
lymph nodes in the pelvis. Lymph is a clear
fluid that contains tissue waste products and
immune system cells. Lymphatic vessels
carry this fluid to lymph nodes (small, bean-
shaped collections of immune system cells
that are important in fighting infections).
Cancer cells may enter lymphatic vessels and
spread out along these vessels toward the
lymph nodes, where they can continue to
grow. If prostate cancer cells have reached
the pelvic lymph nodes, it is likely they have
spread to other organs of the body, too.

Surrounding the prostate gland are bun-
dles of nerves and blood vessels. The nerves
that run along the outside of the prostate
gland help cause an erection of the penis.
Treatments that destroy or damage these
nerves can cause erectile dysfunction, also
known as impotence.

Detecting Prostate Cancer

Many prostate cancers are found by digital
rectal examination (DRE) and/or prostate-
specific antigen (PSA) testing,.

Prostate-Specific Antigen
Blood Test
Prostate-specific antigen (PSA) is a substance
made by the normal prostate gland. Most of
the PSA is in semen and normally only a small
amount escapes into the blood. Most men
have levels under 4 nanograms per milliliter
(ng/ml) of blood. But when prostate cancer
develops, the PSA level usually goes above 4.
Still, about 15% of men with a PSA below 4
will have prostate cancer when a biopsy is
done. A man with a PSA level in the border-
line range between 4 and 10 has about a 1 in
4 chance of having prostate cancer. If the PSA
level is more than 10, the chance of having
prostate cancer is over 50% and increases
more as the PSA level increases. PSA levels
estimate how likely a man is to have prostate
cancer, but the test does not provide a defi-
nite answer. The diagnosis of prostate cancer
can only be made by removing a sample of
prostate tissue for examination (biopsy).
PSA is used as an early detection test for
prostate cancer. It is also used to follow the
status of the cancer in someone who has
been treated. PSA is also made by the small
intestine, breast, and salivary and parotid
glands, so sensitive tests may detect PSA
levels in very low levels (0.01-0.05). However,
after surgery to remove the entire prostate
the PSA level should drop to near 0 and levels
should remain very low or even undetectable.
If it doesn't completely fall to near 0, cancer
may still be there. Or if it does drop to near 0
and then rises, it is likely the cancer has come
back. After radiation therapy, the cancer usu-
ally falls to a low level but not 0. Once again if
it begins to rise from this low point, then it is
likely the cancer is growing back.



The PSA test can also help predict progno-
sis (outlook for survival). Men with very high
PSA levels are more likely to have cancer that
has spread beyond the prostate and are less
likely to be cured or have long survival.

PSA levels can be used with clinical exam-
ination results and the tumor’s Gleason score
(discussed on page 9) to help determine which
tests are needed for further evaluation and
decide which is the best treatment option.

Digital Rectal Exam

During this examination, also known as DRE,
a doctor inserts a gloved, lubricated finger
into the man’s rectum to feel the prostate for
any irregular or abnormally firm area that
might be a cancer. The prostate gland is
located directly in front of the rectum. Most
prostate cancers begin in the part of the
gland that is nearest the rectum and can be
reached by a rectal exam.

This exam is also used once a man is
known to have prostate cancer in order to help
predict whether the cancer has spread beyond
his prostate gland.

Diagnosing Prostate Cancer

History and Physical Exam

When your doctor “takes a history; he or she
will ask you a series of questions about your
symptoms and risk factors. Most early prostate
cancers cause no symptoms and are found by
early detection testing. Advanced prostate
cancers may be found because of symptoms
such as slowing or weakening of the urinary
stream or the need to urinate more often.

Figure 2. Digital rectal exam

These symptoms can also be caused by
benign prostatic enlargement (BPE). Other
symptoms of advanced prostate cancer may
include blood in the urine, swollen lymph
nodes in the groin area, impotence (difficulty
having an erection), and pain in the pelvis,
spine, hips, or ribs. These symptoms may also
be caused by other diseases and do not
always mean that a man has prostate cancer.
A physical exam to look for prostate cancer
will include a DRE of the prostate. A general
physical exam is also important in helping to
detect or evaluate any other medical problems.

Transrectal Ultrasound and Biopsy

Transrectal ultrasound (TRUS) uses sound
waves to create a picture of the prostate on a
video screen. Sound waves are released from
a small probe placed in the rectum. The same
probe detects the echoes that bounce back
from the prostate tissue, and a computer
translates the pattern of echoes into a picture.



Less Common Types of Prostate Cancer

Most of the time, prostate cancer develops from the glandular tissue. But sometimes
it starts in cells called neuroendocrine cells. This type of cell can have several appear-
ances. One type is referred to as small cell prostate carcinoma (cancer). Otherwise it
is just called neuroendocrine prostate cancer. This distinction is important because
neuroendocrine cancers respond differently to treatment than the more common
glandular prostate cancers do (See Chemotherapy on page 19).

If the doctor suspects prostate cancer
because of the results of early detection tests
or because of certain symptoms (such as
blood in the urine, difficult urination, or
pelvic pain), a biopsy of prostate tissue will
be recommended to determine if the disease
is present. A biopsy is the only way prostate
cancer can be diagnosed.

A core needle biopsy is the main method
used to diagnose prostate cancer. The doctor
will use TRUS for guidance and place a nar-
row needle through the wall of the rectum
into the prostate gland. The needle removes
a cylinder of tissue, usually about one-half
inch long and one-sixteenth inch across. This
tissue is sent to the lab and examined under
a microscope to see if cancer is present. The
procedure is usually done in the doctor’s
office or outpatient clinic and takes less than
half an hour. Though the procedure sounds
painful, it typically causes little discomfort
because a special instrument, called a biopsy
gun, inserts and removes the needle in a frac-
tion of a second. The doctor also may numb
the area with a local anesthetic.

If the TRUS doesn’t show a tumor, biopsy
samples are taken from many different areas
of the prostate. Usually 6 to 12 cores are
removed ( from upper, mid, and lower areas of

the left and right sides) to get a good sample
of the gland and tell how much of the gland
(if any) is affected by the cancer.

If the doctor looking at the biopsy under
the microscope (a pathologist) believes it looks
suspicious, meaning that some cells do not
look normal but are not clearly cancerous,
the biopsy may be repeated and may include
more samples of the prostate.

Cancer Grade or Gleason Score

Ifa cancer is found, it will be graded to estimate
how aggressive it is likely to be. The tissue
samples taken during the prostate biopsy are
examined and graded according to how
closely they look like normal prostate tissue
when viewed under a microscope.

The most commonly used prostate cancer
grading system is called the Gleason system.
This system assigns 2 grades, a primary and
secondary grade. Each grade ranges from 1
through 5 based on the ability of the cancer
cells to form glands. If the cells are arranged
in clusters that look like the glands of normal
prostate tissue, a Gleason grade of 1 is
assigned. If the cancer lacks these features
and its cells seem to spread unevenly through
the prostate, it is a grade 5 tumor. Grades 2
through 4 have intermediate features.
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If you have questions about your biopsy results, the pathology report, or any other
part of the diagnostic process, do not hesitate to ask your doctor. You can get a
pathology review by having your tissue sample (specimen) sent to a consulting
pathologist at an NCCN center or a laboratory recommended by your doctor.

Because prostate cancers often have areas
with different grades, 2 grades are given.
There is a primary (most common pattern)
grade and a secondary (second most common
pattern) grade. These grades are assigned to
the 2 areas that make up most of the cancer.
The Gleason primary and secondary grades
are added (e.g., 3 + 2 = 5) to yield the Gleason
score (range 2-10). The higher the score, the
more likely it is that the cancer will grow and
spread quickly.

Lymph Node Biopsy
The purpose of this test is to find out if cancer
has spread from the prostate to nearby lymph
nodes. This is only done before surgery or
radiation therapy if a computed tomography
(CT) scan or magnetic resonance imaging (MRI)
(see pages 11-12) shows enlarged lymph nodes.
If lymph nodes look enlarged on the imag-
ing study, a specially trained radiologist may
take a sample of cells from a lymph node by
using a technique called fine needle aspiration
(FNA). In this procedure, the doctor uses a CT
scan image to guide a long, thin needle into
the lymph node. A syringe attached to the
needle is used to take a small tissue sample.
If cancer cells are found in the lymph node
biopsy specimen, surgery is usually not
attempted. Instead, other treatment options
are considered because the cancer has proba-
bly spread to other areas too. There are several
other ways lymph node biopsies are done.

During prostate surgery, the surgeon may
remove lymph nodes through an incision in
the lower part of the abdomen (belly). This is
often done in the same operation as the
planned radical prostatectomy (discussed
later). If the lymph nodes contain cancer, the
prostate may not be removed and further
treatment may be given.

In some cases, the surgeon may use a
laparoscope, which is a long, thin, flexible tube
inserted into the abdomen through a very
small incision. Using one or more other small
incisions, the surgeon can remove the lymph
nodes around the prostate gland with special
surgical instruments and send them to the
pathologist. This procedure (laparoscopic
lymphadenectomy) is rarely used.

Blood Tests

A complete blood count (CBC) determines
whether the patient’s blood has the correct
number of various types of blood cells.
Abnormal test results may suggest spread of
cancer to the bone marrow, where blood cells
are made. Doctors repeat this test regularly in
patients treated with chemotherapy because
these drugs temporarily affect the blood-
forming cells of the bone marrow.

If prostate cancer spreads to the bones it
may cause certain chemical abnormalities in
the blood. To detect these changes, doctors look
at blood chemistry tests for certain substances,
such as alkaline phosphatase. Levels of this



enzyme often go up in men whose prostate
cancer has spread to the bones or liver.

Some of the drugs used in hormone therapy
can interfere with liver function. If the cancer
spreads to the liver, that can affect liver func-
tion, too. These changes in liver function can
also be detected by blood tests.

Imaging Tests

These tests use x-rays, magnetic fields, or
radioactive substances to create pictures of
the inside of the body to look at the extent of
spread of the cancer. Several types of imaging
tests may be used to look for cancer that has
spread beyond the prostate gland, but none of
the tests is perfect. Imaging tests are done if
early tests, such as the DRE and PSA, and the
Gleason score from the prostate biopsy indi-
cate that the cancer is likely to have spread.

Radionuclide bone scan

When prostate cancer spreads to distant sites
it often goes to the bone. A bone scan is a test
that shows whether the cancer has spread
from the prostate gland to bones. For this test
you will get an injection of a small amount of
radioactive material called technetium
diphosphonate. The amount of radioactivity
used is very low and causes no long-term
effects. The radioactive substance is attracted
to diseased bone cells throughout the entire
skeleton over the course of a couple of hours.
A special camera then detects the radioactivity
and creates a picture of your skeleton. Any
areas of diseased bone will be seen on the
bone scan image as dense, gray to black areas
called “hot spots.” These areas may suggest the
presence of metastatic cancer, but arthritis,

infection, or other bone diseases can cause
similar patterns.

A bone scan is not routinely done before
prostate cancer treatment unless there are
signs of aggressive disease, such as a signifi-
cantly elevated PSA level, a high Gleason score,
or symptoms that could be caused by cancer.

Computed tomography

Commonly referred to as a CT or CAT scan,
this test uses a rotating x-ray beam to produce
detailed cross-sectional images of your body.
Instead of taking one picture, as does a usual
chest x-ray, a CT scanner takes many pictures
as it rotates around you. A computer then
combines these pictures into an image of a
slice of your body. The machine will take
pictures of multiple slices of the part of your
body that is being studied.

Often after the first set of pictures is taken,
you may be asked to drink 1 or 2 pints of a radio
contrast agent or “dye,” or you may receive an
intravenous injection of a radiocontrast agent
or dye. This helps to better outline structures in
your body. You will also need to drink enough
liquid to have a full bladder. This will keep the
bowel away from the area of the prostate gland.
A second set of pictures is then taken. Some
people feel flushed or get hives or, rarely, more
serious allergic reactions like trouble breathing
and low blood pressure can occur. Be sure to
tell the doctor if you have ever had a reaction
to any contrast material used for x-rays.

The CT scan will give exact information
about the size, shape, and position of a tumor
and may help find enlarged pelvic lymph nodes
that might contain cancer. The CT scan can
also detect cancer that has spread to other
internal organs, such as the liver.

1
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A CT scan is usually not done to evaluate
early stage disease before treatment, unless
there is a 7% or more chance that lymph nodes
are involved. Your doctor can determine this
by checking the information about your
cancer with tables called the Partin tables
(discussed on page 15).

Magnetic resonance imaging
MRI scans take pictures using radio waves and
strong magnets instead of x-rays. The energy
from the radio waves is absorbed and then
released in a pattern formed by the type of
tissue and by certain diseases. A computer
translates the pattern of radio waves given off
by the tissues into very detailed cross-sectional
images of parts of the body. A contrast mate-
rial might be injected, just as with CT scans.
To improve the accuracy of the MRI, many
doctors will place a probe, called an endorectal
coil, inside your rectum. This must stay in place
for 30 to 45 minutes and can be uncomfortable.
MRI pictures can show abnormal lymph
nodes or changes in internal organs that
suggest cancer may have spread. As with the
CT scan, an MRI scan is usually not done to
evaluate early stage disease before treatment
unless there is reason to believe the lymph
nodes may have cancer cells in them.

ProstaScint® scan

The ProstaScint® scan uses low-level radioac-
tive material to find cancer that has spread
beyond the prostate. The radioactive material
for the ProstaScint® scan is attached to a
monoclonal antibody, a type of antibody made
in the lab to recognize and stick to a particular
substance. In this case, the antibody specifi-
cally recognizes prostate-specific membrane

antigen (PSMA), a substance found only in
normal and cancerous prostate cells. After
the material is injected, you will be asked to
lie on a table while a special camera creates
an image of the body. This is usually done
about half an hour after the injection and
again 3 to 5 days later.

The advantage of this test is that it has the
potential to detect prostate cancer that has
spread to bone, lymph nodes, and other
organs and may distinguish prostate cancer
from other cancers and benign disorders.
The disadvantage is the lack of specificity,
meaning that it often suggests spread when
there is none. The ProstaScint’ scan is usually
not used to stage the cancer before initial
treatment. It may prove to be more useful
after treatment in cases where it is thought
that the cancer has come back (recurred).

Prostate Cancer Stages

A prostate cancer’s stage indicates how far it
has spread within the prostate, to nearby
tissues, and to other organs. The stage of a
cancer is one of the most important factors in
selecting treatment options. It is also the most
significant (but not the only) factor in predict-
ing a man’s outlook for survival (prognosis).
A staging system is a standardized way in
which the cancer care team describes the
extent to which a cancer has spread. The most
commonly used system in the United States
is called the TNM System of the American
Joint Committee on Cancer (AJCC). The TNM
System describes the extent of the primary
tumor (T), the absence or presence of spread



to nearby lymph nodes (N), and the absence
or presence of spread to distant organs (M).

The stages described here are based on
the most recent version (2002) of the AJCC
staging manual.

T Categories
There are actually two types of T classifica-
tions for prostate cancer.

e The clinical stage is your doctor’s best
estimate of the extent of the disease
based on digital rectal exam (DRE),
needle biopsy, and any imaging studies
that were done.

e The pathologic stage is based on
surgical removal and examination of
the entire prostate gland, both seminal
vesicles (two small sacs next to the
prostate that store semen) and, in
some cases, nearby lymph nodes.

The clinical stage is used in making treat-
ment decisions, such as whether a patient
might benefit from treating the prostate
cancer with surgery or radiation. However, the
clinical stage may underestimate the extent
of cancer spread, and if surgery is done, the
pathologic stage assigned after surgery is more
accurate. Men who do not have a radical
prostatectomy (surgery to remove the prostate
gland, seminal vesicles, and nearby tissues)
do not have a pathologic T stage determined.
There are 4 categories for describing the
prostate cancer’s T stage.

T1 refers to a tumor that is not felt during
a digital rectal exam, but cancer cells are
found in a prostate biopsy or prostatectomy
specimen (if prostatectomy has been per-
formed for benign prostatic enlargement). T1

prostate cancers can be further subclassified
as Tla, T1b, and T1c.

e Tla describes prostate cancers found
incidentally (by accident) during
transurethral resection of the prostate
(TURP) or open prostate removal (sim-
ple prostatectomy). These are surgical
procedures done to relieve symptoms of
benign prostate hypertrophy (prostate
enlargement that is not caused by
cancer). This operation is usually done
because the enlarged prostate gland
presses on the urethra and makes it
difficult for a man to urinate. When
prostate tissue is removed and checked
under the microscope, cancer may be
found, even though the doctor who
removed the tissue did not expect
cancer to be present. Tla indicates
that less than 5% of the tissue removed
is cancer and more than 95% is benign.

e T1b also describes cancers found
incidentally during TURP or simple
prostatectomy, but more than 5% of
the removed tissue is cancer.

e Tlc cancers are found by biopsy. In
these cases a core needle biopsy is
usually done because the PSA blood
test result was elevated, suggesting
that a cancer might be present.

T2 means that a doctor can feel the
prostate cancer by DRE and that the cancer
is thought to remain within the prostate
gland. This category is subclassified into T2a
and T2b and T2c.

¢ T2a means that the cancer is in only

one side of the prostate, and is in only
half (or less) of that side.

13
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e T2b cancers are in only one side of the
prostate, but are in more than half of
that side.

e In T2c¢ cancer, the cancer is in both
sides of the prostate gland.

T3 cancers have spread beyond the outer
rim (capsule) that surrounds the gland. They
have reached the connective tissue next to the
prostate and/or the seminal vesicles, but have
not spread to any other organs. This group is
divided into T3a and T3b.

e In T3a, the cancer is growing outside
the prostate but has not spread to the
seminal vesicles.

e A T3b cancer has spread to the seminal
vesicles.

T4 means that the cancer has spread to
tissues next to the prostate (other than the
seminal vesicles), such as the bladder neck or
its external sphincter (muscle that helps con-
trol urination), the rectum, the muscles in the
pelvis, or the wall of the pelvis.

N Categories
The N category is determined by whether or
not the cancer has been found in nearby
lymph nodes.

NX means that tests to detect lymph node
spread have not been done.

NO means that the cancer has not spread
to any lymph nodes.

N1 means spread to nearby lymph nodes
in the pelvis

M Categories
The M category stands for metastasis, or
whether or not the cancer has spread to
distant organs.
MX means that tests to detect distant
spread have not been done.
MO means that the cancer has not spread
beyond the nodes in the pelvis.
M1 means the cancer has spread to distant
sites.
e Mla means the cancer has spread to
distant lymph nodes.
e M1b means the cancer has spread to
bone(s).
e Mlc means the cancer has spread to
other organs such as lungs, liver, or brain.

Although in this AJCC staging system, the
T, N, M stages are to be combined into a single
Roman numeral I-1V; this is not often needed
for prostate cancer because the stages follow
the T stage. Stage I = T1, Stage II = T2, Stage
III = T3, and Stage IV includes T4 and spread
to lymph nodes or distant sites.

A special note about bone metastases

Most of the time even though the cancer has spread to the bone, the bone is not
weakened. X-rays often show that the bone appears denser and even harder. These
are called blastic metastases. Sometimes, the cancer will dissolve the bones and
severely weaken them. These are called lytic metastases. Lytic metastases may be
caused by the small cell or neuroendocrine type of prostate cancer.




Partin tables

http://urology.jhu.edu/Partin_tables/.

These tables take the results of the PSA test, the clinical stage (T1 or T2), and the
Gleason score and combine them to predict the chance that the cancer has spread
outside the prostate, to the seminal vesicles, or to nearby lymph nodes. The tables
are used to help estimate a patient’s risk of spread so that appropriate tests, such
as CT scan or MRI, may be done. They also help doctors plan treatment. The tables
have not been included in this booklet but can be found on the Web at

Some of the treatment options listed in the patient Decision Trees are based on the
probability of cancer spread. These probabilities come from Partin Tables.

Types of Treatments for
Prostate Cancer

Depending on the stage of their disease, men
often have more than one treatment option
to consider. Several factors should be taken
into account when choosing between these
options, including both the potential benefits
and risks. The side effects associated with
each of type of prostate cancer treatment are
discussed in the next section.

Radical Prostatectomy
In a radical prostatectomy, the surgeon
removes the entire prostate gland plus some
tissue around it. This operation is used most
often if the cancer appears not to have spread
outside the gland. During the surgery the
patient is either under general anesthesia
(asleep and totally unconscious) or under
spinal or epidural anesthesia (the same type
of anesthesia often given to women during
childbirth to numb the lower half of the
body) with sedation.

There are 2 main types of radical prosta-
tectomy: radical retropubic prostatectomy

and radical perineal prostatectomy. In the
retropubic operation, the surgeon makes a
skin incision in the lower abdomen. The
surgeon may remove lymph nodes during
this operation through the same incision. A
nerve-sparing radical retropubic prostatec-
tomy is a modification of this operation.
During this procedure, the surgeon carefully
examines the small bundles of nerves on
either side of the prostate gland. If it appears
that the cancer has not spread to these nerves,
the surgeon will try to not remove or damage
them. Because these are the nerves that are
needed for erections, leaving them intact
lowers (but does not eliminate) the risk of
impotence (not being able to have an erection)
following surgery.

A newer approach to surgery is laparo-
scopic radical prostatectomy (LRP). The sur-
gery begins with the urologist making several
small incisions in the patient’s abdomen.
(The incisions are one-fourth to one-half inch
long, compared to a single 5- to 6-inch long
incision for traditional surgery.) A laparoscope
- along, thin, lighted video camera - is then
inserted through one of the incisions. Tiny
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surgical instruments are inserted into the
other incisions. The surgeon sometimes uses
a robotic system (called the da Vinci system)
to control the movement of the instruments.
Mini-cameras on the instruments send images
to video monitors. These images are larger
than life, magnified many times, allowing the
surgery to be extremely precise. The magnified
view also helps the surgeon avoid damaging
the delicate structures and nerves surround-
ing the prostate. LRP has been used in the
United States since 1999. Robotic LRP was
developed in the United States in 2000. Both
are more frequently being done in university
centers, are relatively new procedures, and
require skilled and experienced surgeons.

In the radical perineal prostatectomy, the
prostate is removed through an incision in
the skin between the scrotum and anus.
Nerve-sparing operations are more difficult
with this approach, and lymph nodes cannot
be removed through this incision. If men
having a radical perineal prostatectomy need
lymph nodes examined, the surgeon can
remove some nodes through a very small skin
incision in the abdomen or by using a laparo-
scope (discussed earlier).

Open operations are followed by an average
hospital stay of 2—3 days and the average time
away from work is 3 to 6 weeks. A catheter (a
thin, flexible tube) is usually inserted through
the penis and into the bladder after surgery
while the patient is still asleep. The catheter is
kept in place for 7 to 10 days to help patients
urinate easily while they heal. With the
laparoscopic prostatectomy, patients gener-
ally go home the day after surgery.
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Figure 3. Radical prostatectomy

Radiation Therapy

Radiation therapy (RT) uses high-energy rays
(such as x-rays) or particles (such as electrons
or protons) to kill cancer cells. Radiation is
sometimes used to treat prostate cancer that
is still confined to the prostate gland or has
spread to nearby tissue. If the disease is more
advanced, radiation may be used to reduce
the size of the tumor or to provide pain relief
when cancer has spread to the bones. The 2
main types of radiation therapy are external
beam radiation and brachytherapy (internal
radiation).

External beam radiation

External beam radiation is focused from a
source outside the body on the area affected
by the cancer. It is much like getting a diag-
nostic x-ray but for a longer time. Before
treatments start, imaging studies are done to
find the exact location of the cancer. The
radiation team will then make ink marks on
the patient’s skin that they will use later as a
guide for focusing the radiation in the right
area. Patients are usually treated 5 days per
week in an outpatient center over a period of
7 to 9 weeks. Each treatment lasts only a few
minutes and is painless.



Three-dimensional conformal radiation
therapy (3D-CRT) can more accurately target
the prostate. This can reduce side effects,
particularly damage to the rectum. It uses
sophisticated computers to precisely map the
location of the cancer within the prostate.
The patient may be fitted with a plastic mold
resembling a body cast to keep him still and
in one position so that the radiation can be
more accurately aimed. Since the prostate
can move, it may be imaged daily so that the
radiation beam targets it more precisely.
Radiation beams are then aimed from several
directions. Short-term results suggest that by
aiming the radiation more accurately, it is
possible to reduce radiation damage to tissues
near the prostate and improve effectiveness
by increasing the radiation dose to the cancer.
For this reason, 3D-CRT is now the preferred
method when using external beam radiation
for the initial treatment of prostate cancer.

An advanced type of 3D-CRT is called
intensity modulated radiation therapy (IMRT).
IMRT can even more precisely map the loca-
tion of cancer and focus high doses of radiation
on it and not the surrounding normal tissue.

External beam radiation can also be used
at specific sites to relieve bone pain from
prostate cancer metastasis.

Internal radiation therapy
(brachytherapy)

Internal radiation therapy uses small radioac-
tive pellets (each about the size of a grain of
rice) that are placed directly into the prostate.
They can be left in place permanently or
temporarily. Imaging tests such as transrectal
ultrasound, CT scans, or MRI are used to

accurately guide placement of the radioactive
material into the cancer.

The permanent pellets are sometimes
called seeds. The radioactive seeds (made of
isotopes such as iodine-125 or palladium-103)
are placed inside thin needles, which are
inserted through the skin of the perineum
(area between the scrotum and anus) into the
prostate. The seeds are left in place as the
needles are removed and give off low doses of
radiation for weeks or months. Radiation
from the seeds travels a very short distance,
so the seeds can put out a very large amount
of radiation to a very small area. This
decreases the amount of damage done to the
healthy tissues that are close to the prostate.
Usually, anywhere from 40 to 100 seeds are
placed. Because they are so small, their pres-
ence causes little discomfort. They are left in
place after their radioactive material is used
up. This type of radiation therapy requires
spinal anesthesia (where the lower half of
your body is numbed) or general anesthesia
(where you are asleep) and may require 1 day
in the hospital.

Alternatively, more radioactive material can
be placed for less than a day. This approach is
called high-dose rate (HDR) brachytherapy, and
it is usually combined with low-dose external
beam radiation. Hollow needles are placed
through the perineum into the prostate. Soft
nylon tubes (catheters) are placed in these
needles. The needles are then removed but the
catheters stay in place. Radioactive iridium-192
or cesium-137 is then placed in the catheters,
usually for 5 to 15 minutes. Generally, about 3
brief treatments are given, and the radioactive
substance is removed each time. The treat-
ments are usually given over a couple of days.
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After the last treatment the catheters are
removed. For about a week following insertion
of the needles, patients may have some pain
in the perineal area and may have red-brown
discoloration of their urine.

Systemic radiation therapy

Strontium-89 and samarium-153 are radio-
active substances used to treat bone pain
caused by metastatic prostate cancer. They
are injected into a vein and settle in areas of
bone that contain cancer. The radiation given
off kills the cancer cells and relieves some of
the pain caused by bone metastases. The
majority of prostate cancer patients with
painful bone metastases are helped by these
treatments. If prostate cancer has spread to
many bones, this approach is better than try-
ing to aim external beam radiation at each
affected bone.

Hormone Therapy (Androgen
Deprivation Therapy)

Hormone therapy is often used for patients
whose prostate cancer has spread beyond the
prostate or has come back (recurred) after
treatment. It can also be combined with radi-
ation therapy for certain stage T3 cancers.
The goal of hormone therapy is to block the
effect of the male hormones, called androgens,
which is why this treatment is often referred
to as androgen deprivation therapy or ADT. The
main androgens are testosterone and dihydro-
testosterone (DHT). Androgens are produced
mainly in the testicles and cause prostate
cancer cells to grow. Lowering androgen
levels or blocking their action can make
prostate cancers shrink or grow more slowly.

But hormone therapy alone does not cure the
cancer.

Some prostate cancers do not respond to
hormone therapy. These are called androgen-
independent cancers. Often prostate cancers
respond to hormone therapy for a few years
before becoming androgen-independent. Less
often, prostate cancers may be androgen-
independent at the time they are diagnosed.
Prostate cancer that starts off being androgen-
independent may be a different kind of
prostate cancer called small cell or neuroen-
docrine (See box, page 9).

There are several methods used for hor-
mone therapy:

Orchiectomy

Orchiectomy is the removal of the testicles
(male reproductive glands found in the scro-
tum). Although it is a surgical treatment,
orchiectomy is considered hormone therapy
because it works by removing the main
source of male hormones. By lowering
androgen levels, orchiectomy is able to shrink
or slow the growth of most prostate cancers
for a period of time.

Luteinizing hormone-releasing

hormone agonists

These drugs can decrease the amount of
testosterone produced by the testicles as
effectively as surgically removing the testicles.
luteinizing hormone-releasing hormone (LHRH)
agonists are injected or placed as small
implants under the skin either monthly or
every 3, 4, or 12 months. The LHRH agonists
currently available in the United States are
goserelin, leuprolide, and triptorelin. All are



bicalutamide (Casodex®)
carboplatin (Paraplatin®)
cisplatin (Platinol®)
docetaxel (Taxotere®)
Diethylstilbestrol or DES

etoposide (VP-16, VePesid®)

Table 1. Drugs Mentioned in this Guideline: Generic (Brand) Names

flutamide (Eulexin®)

goserelin (Zoladex®)

ketoconazole (Nizoral®)

leuprolide (Lupron®, Viadur®, Eligard®)

triptorelin (Trelstar®)

nilutamide (Nilandron®)
pamidronate (Aredia®)
samarium-153 (Quadramet®)
strontium-89 (Metastron®)

zoledronic acid (Zometa®)

about equally effective. They work by actually
stimulating the pituitary gland to release
hormones that cause testosterone production.
After about 3 weeks, the pituitary gland “runs
out” of these hormones and testosterone
production drops.

Understanding this action is important
because early in the treatment there can be a
surge of testosterone production. This can
cause the cancer to temporarily grow. If the
cancer is in the bones, a patient may feel more
bone pain. This is called a “flare” reaction.
Flare often can be avoided by giving drugs
called anti-androgens for a few weeks when
starting treatment with LHRH agonists.

Anti-androgens

Anti-androgens block the body’s ability to use
androgens. Drugs of this type, such as bicalu-
tamide, flutamide, and nilutamide, are taken
as pills, up to 3 times a day. Anti-androgens
can be used alone, but are often combined with
LHRH agonists. This is called combination
hormone therapy, or total androgen blockade.
Combination hormone therapy probably
offers no advantage over LHRH agonists or

orchiectomy when used alone. These drugs are
also used early in the course of treatment with
LHRH agonists to block the flare reaction.
Finally, anti-androgens may be tried when
hormone therapy for advanced prostate cancer
has failed. In this setting, anti-androgens are
called second-line hormone therapy.

Other hormone drugs

The female hormone estrogen (diethylstil-
besterol or DES) is sometimes effective after
other hormone treatments have stopped
working. Ketoconazole, initially used for
treating fungal infections and later found to
block androgen production, is another drug
for second-line hormone therapy.

Chemotherapy

Chemotherapy or chemo is an option for
patients whose prostate cancer has spread
outside of the prostate gland and for whom
hormone therapy is no longer working. It is
not expected to destroy all of the cancer cells,
but it may shrink the cancer or slow its
growth and reduce pain.
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Table 2. Expectant Management

on life expectancy

A digital rectal exam (DRE) and prostate-specific antigen (PSA) blood test every 6-12 months, depending

A needle biopsy of the prostate gland within 6 months if fewer than 10 cores were taken at the first
biopsy or if the tumor appeared on DRE to be on the side opposite the positive biopsy site

A repeat biopsy may be performed within 18 months if more than 10 biopsy cores were taken when
the diagnosis was made and anytime thereafter if it looks like the cancer is growing

Chemotherapy uses anti-cancer drugs that
are injected into a vein, injected into a muscle,
or taken by mouth. These drugs kill cancer
cells, but they also damage some normal cells.
The doctor must maintain a delicate balance
of chemo doses, making them high enough to
kill the cancer cells, but not high enough to
destroy too many healthy cells.

Docetaxel is a chemo drug that is used to
treat prostate cancer that has returned or
continued to grow and spread after treatment
with hormone therapy. The NCCN experts
state that the first chemo regimen a patient
receives should include docetaxel. Docetaxel
may be combined with other drugs to reduce
the chances of the cancer cells becoming
resistant to chemo.

Small cell prostate carcinoma or neuroen-
docrine cancer is a rare type of prostate cancer
that is more likely to respond to chemotherapy
than to hormone therapy. Small cell carcinoma
develops most often in the lungs. Because small
cell lung cancer often responds to chemo-
therapy with cisplatin and etoposide, these
drugs are recommended for treating small
cell cancers that develop in the prostate.

Expectant Management (Watchful
Waiting or Observation)
One strategy for some patients with prostate
cancer may be to “watch and wait” with no
immediate active treatment. The cancer is reg-
ularly and carefully observed and monitored.
This approach may be recommended if a
prostate cancer is not causing any symptoms
(especially if it is very small and contained to
one area of the prostate), if it is expected to
grow very slowly, or if the patient is older or
has other serious health problems. Because
prostate cancer often grows very slowly, many
older men who have the disease never need
treatment. Some men may decide that the side
effects of active treatment outweigh the ben-
efits they hope to achieve. In these instances,
the man may opt for expectant management
(watchful waiting). Choosing expectant man-
agement does not mean that active treatment
cannot be used if the cancer begins to grow
more quickly or causes symptoms.



Treatment of Pain and
Other Symptoms

Most of this document discusses ways to
remove or destroy prostate cancer cells or to
slow their growth. But it is important to real-
ize that maintaining your quality of life is a
very important goal. Don’t hesitate to discuss
your symptoms or any other quality-of-life
concerns with your cancer care team.

As discussed before, radiation therapy
(either external beam therapy or medicines
such as strontium-89 or samarium-153) can be
used to relieve bone pain caused by prostate
cancer metastasis.

Bisphosphonates are a group of medicines
that can be used to slow the damage caused by
the spread of cancer within bones and prevent
fractures. These drugs may relieve pain caused
by bone metastases and may slow growth of
these metastases. They also may have the
added benefit of strengthening bones in men
who are receiving hormone therapy. The
bisphosphonates most commonly used are
pamidronate and zoledronic acid. Both are
given by intravenous (IV) injection, but the
time of infusion is much shorter for zole-
dronic acid.

There are other effective and safe ways to
treat pain, most other symptoms of prostate
cancer, and most of the side effects caused by
prostate cancer treatments. When properly
prescribed, drugs can effectively relieve pain
without risk of addiction, dependence, or
becoming too drowsy to continue most of your
usual activities. Enduring unnecessary pain
has no benefit whatsoever. Pain medication
does not interfere with anti-cancer treatments.

In fact, getting effective pain relief can help
some patients be more active and may, indi-
rectly, help them live longer.

Complementary and
Alternative Therapies

Complementary and alternative medicines
are a group of different types of health care
practices, systems, and products that are not
part of your usual medical treatment. They may
include Chinese herbs, special supplements,
acupuncture, massage, and a host of other
types of treatment.

The American Cancer Society defines
complementary treatment methods as those
that are used along with your regular medical
care. Some methods that can be used in a
complementary way are meditation to reduce
stress, acupuncture to relieve pain, or pepper-
mint tea to relieve nausea. There are many
others. Some of these methods are known to
help and may add to your comfort and well
being, while others have not been tested.
Some have been proven not to be helpful. A
few have even been found harmful.

Alternative treatments are defined as those
that are used instead of your regular medical
care. These treatments have not been proven
to be safe and effective in clinical trials. Some
may even be dangerous or have life-threaten-
ing side effects. The most common danger is
that you may lose the chance to be helped by
standard treatment. Delays or interruptions
in your standard medical treatment may give
the cancer more time to grow.
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Deciding What to Do: It is easy to see why
people with cancer may consider alternative
treatments. You want to do all you can to fight
the cancer. Sometimes mainstream treatments
such as chemo can be hard to take. And
sometimes they stop working,

At times like this, when people suggest
that their treatment can cure your cancer
without serious side effects, it's normal to
want to believe them. But the truth is that
most non-standard treatments have not been
tested and proven to be effective for treating
cancer. As you consider your options, talk to
your doctor or nurse about any treatment
you are thinking about using. Call the
American Cancer Society at 1-800-ACS-2345
or visit www.cancer.org to learn more about
the specific treatments you are considering.

With reliable information and the support
of your health care team, you may be able to
safely use methods that can help you while
avoiding those that could be harmful.

Side Effects of Prostate
Cancer Treatments

Almost all prostate cancer treatments have
side effects or unwanted effects caused by
the treatment. For some men side effects are
temporary, but they may last a long time for
others. It is important that you discuss any
problems or concerns with your health care
team. They can help you ease, manage, or
even prevent some side effects.

Incontinence
Incontinence is the inability to control the urine
stream, resulting in leakage or dribbling of

urine. It can affect you not only physically, but
emotionally and socially, too.

Incontinence is divided into 3 types: stress
incontinence, overflow incontinence, and
urge incontinence.

e Stress incontinence causes urine leak-
age when coughing, laughing, sneezing,
or exercising. It is usually caused by
problems with the bladder sphincter
(the muscular valve that keeps urine in
the bladder). Prostate cancer treatments
may damage the muscles that form
this valve or the nerves that keep the
muscles working. Stress incontinence is
the most common type of incontinence
after prostate surgery.

e Men with overflow incontinence take a
long time to urinate and have a drib-
bling stream with little force. Overflow
incontinence is usually caused by cancer
or scar tissue blocking or narrowing the
bladder outlet. This makes it difficult
to empty the bladder.

e Men with urge incontinence often have
a sudden need to go to the bathroom
to pass urine (urinary urgency). This
problem occurs when the bladder
becomes overly sensitive to stretching
as urine fills it. Urge incontinence is the
most common type of incontinence
after radiation therapy and may occur
after either external radiation or
brachytherapy (seeds).

Treating incontinence depends on its type,
cause, and severity. Some men feel embar-
rassed about discussing this issue, but it is
important to remember that this is a com-
mon medical problem. Depending on your



situation, there are several ways to improve
this condition, including surgery, medicine,
and Kegel exercises which strengthen the
muscles of the pelvis.

Impotence

Impotence, also known as erectile dysfunction
(ED), is the inability to get an erection of the
penis sufficient for sexual intercourse. The
nerves that allow men to get erections are
often damaged by radical prostatectomy or
radiation therapy. Other treatments may also
damage these nerves or the blood vessels
that supply blood to the penis to cause an
erection.

For men who are impotent, several solu-

tions are available.

 Drugs such as sildenafil (Viagra®),
vardenafil (Levitra®), or tadalafil (Cialis°)
do not cause erections, but can improve
erections by increasing blood flow to
the penis.

e Vacuum devices can create an erection.
These mechanical pumps are placed
around the entire penis before inter-
course.

e Prostaglandin E1 is a substance natu-
rally made in the body that can produce
erections. It can be injected almost
painlessly into the base of the penis 5
to 10 minutes before intercourse or put
into the urethra as a suppository.

 Prostheses (penile implants) can
restore the ability to have erections.

Side Effects of Prostate Surgery
The main side effects of radical prostatectomy
(RP) are incontinence and impotence.

Normal bladder control usually returns
within several weeks or months after RP.
Passing a small amount of urine when cough-
ing, laughing, sneezing, or exercising may
last a long time in up to 35% of men. Some
patients (between 1% and 5%) have more
serious stress incontinence, which may be
permanent.

During the first 3 to 18 months after RP,
most men will have erectile dysfunction and
will need to use medicines or other treatments
if they want to have an erection. The effect of
this operation on a man’s ability to achieve an
erection is related to the patient’s age, his
ability to get an erection before the operation,
and whether nerve-sparing surgery was done.

Nearly all men who have a RP should
expect some permanent decrease in their
ability to have an erection, but younger men
may expect to retain more of their ability. If
the surgeon does not remove the nerves on
either side of the prostate during prostatec-
tomy, the impotence rate is between 25% and
30% for men under 60. But it occurs in 70% to
80% of men over 70, even if nerves on both
sides are not removed.

Incontinence and impotence are reported
less often among men treated at major
cancer centers, where this type of surgery is
performed on a more routine basis.

Side Effects of Radiation Therapy
The main side effects of radiation therapy for
prostate cancer are injury to the bladder and
rectum and impotence (inability to get an
erection).

Both during and after treatment, side
effects may include frequent urination, urge
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incontinence (feeling like you have to urinate
all the time), burning sensation while urinat-
ing, and blood in the urine. Less than 5% of
men report problems with urinary inconti-
nence in the first 5 years after treatment. But
this may increase over time because the
chances of having side effects after radiation
go up each year after treatment. Side effects
of external beam radiation may include diar-
rhea, blood in the stool, and colitis (irritated
intestines). Occasionally, normal bowel func-
tion does not return after treatment is stopped.
The newer conformal radiation techniques
may be less likely to cause bladder and bowel
side effects.

About 30% to 70% of men who receive
external beam radiation develop impotence.
Impotence usually does not occur right after
radiation therapy, but gradually develops
over one or more years. The long term rate of
impotence is similar to that associated with
surgery. As with surgery, the older the man is,
the more likely it is he will become impotent.
Impotence may be helped by treatments
such as those listed earlier, including erectile
dysfunction medicines.

Brachytherapy may also result in impotence,
urinary incontinence, and bowel problems.
Significant rectal problems (burning, pain, and
diarrhea) may occur in approximately 5% of
patients and are difficult to treat once they
develop. While about one-third of men may
have frequent urination, severe incontinence
is not common. But as with external beam
radiation, side effects may worsen several
years after treatment. Impotence may be less
likely to develop after brachytherapy than
external radiation initially, but this problem
also can increase over time.

Radiation therapy may also cause fatigue
(feeling tired), which may persist for a few
months after treatment stops.

Side Effects of Hormone Therapy
After orchiectomy (castration), about 90% of
men have reduced or absent libido (sexual
desire) and impotence. Over half of men have
hot flashes (sudden rushes of body heat) after
surgery, but these may go away with time.

Side effects of luteinizing hormone-
releasing hormone (LHRH) agonists are the
same as with an orchiectomy and include
reduced or absent sexual desire, impotence,
and hot flashes. Some men also have breast
tenderness and growth of breast tissue (called
gynecomastia). Breast growth usually occurs
in men who take estrogen therapy. Using
LHRH agonists over along period of time can
also cause osteoporosis (weakening of bones),
fatigue, muscle wasting, and change in fat
distribution. These side effects occur about
as commonly as after orchiectomy.

A possible short-term side effect of LHRH
agonists is what is known as tumor flare.
When first given, these medicines can cause
a temporary rise in testosterone levels, which
can cause pain at tumor sites, especially if the
cancer has already spread to bone. To prevent
this, a short course of anti-androgens (at least
7 days) may be given when the LHRH agonist
is first started.

Side effects of anti-androgens in patients
already treated by orchiectomy or with LHRH
agonists are usually not serious or common,
but may include nausea, diarrhea, tiredness,
liver disease, and the growth of breast tissue,
especially with prolonged use.



Side Effects of Chemotherapy

The side effects of chemotherapy depend on
the type of drugs, the amount taken, and the
length of treatment. Temporary side effects
might include nausea and vomiting, loss of
appetite, hair loss, and mouth sores. Because
chemo can damage the blood-producing
cells of the bone marrow, patients may have
low blood cell counts. This can result in an
increased chance of infection (due to a short-
age of white blood cells), excessive bleeding
or bruising after minor cuts or injuries (due
to a shortage of blood platelets), and fatigue
(due to low red blood cell counts). Most side
effects disappear once treatment is stopped.
There are treatments for many of the short-
term chemo side effects. For example, anti-
nausea drugs can be given to prevent or reduce
nausea and vomiting. Other drugs can be given
to boost blood cell counts.

Considering Treatment
Options

The stage of a cancer is one of the most
important factors in selecting treatment
options. The following section discusses
treatment guidelines based on the AJCC
(TNM) stage (see Prostate Cancer Stages on
page 12).

Experts in prostate cancer treatment
recommend that men consider treatment
options in the context of their age and gen-
eral health, goals for treatment, and views
regarding side effects. Older men and those
with other serious health problems often find
it useful to think of prostate cancer as a

chronic disease, one which will probably not
kill them, but may cause symptoms they will
wish to avoid. In this view, the goal is to
relieve symptoms and avoid or reduce side
effects of treatment. This view might lead
some men to choose expectant management
or hormone therapy. Radiation therapy is
another good option for some patients. It
provides a 5-year survival rate similar to
radical prostatectomy.

On the other hand, men in their 40s, 50s,
or 60s will also want to know about 10-year
and 15-year survival rates. Postponing or
relieving symptoms may not be their main
goal. Instead, many younger, healthy men
are more interested in a cure or at least in
surviving beyond 10 to 20 years.

Personal feelings about side effects are
another very important factor. Some men
cannot imagine living with side effects such
as incontinence or impotence. Other men are
less concerned about these and more con-
cerned about survival.

These difficult decisions are even harder
for men who try to make them alone. Many
men find that speaking with other men who
have faced or are currently facing the same
issues is helpful. The American Cancer
Society’s Man to Man® program and similar
programs sponsored by cancer centers and
other patient organizations provide a forum
for men to meet and discuss these issues and
concerns. For more information, call the ACS
toll-free at 1-800-ACS-2345 or visit our Web
site at www.cancer.org,.
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Other Things to Consider
During and After Treatment

During and after treatment for your prostate
cancer, you may be able to speed up your
recovery and improve your quality of life by
taking an active role. Learn about the benefits
and disadvantages of each of your treatment
options and ask questions of your cancer care
team if there is anything you do not under-
stand. Learn about and look out for side effects
of treatment and report these promptly to
members of your cancer care team so that
they can take steps to reduce them.

Remember that your body is as unique as
your personality and your fingerprints.
Although understanding your cancer’s stage
and learning about your treatment options
can help predict what health problems you
may face, no one can say precisely how you
will respond to cancer or its treatment.

You may have special strengths such as a
history of excellent nutrition and physical
activity, a strong family support system, or a
deep faith, and these strengths may make a
difference in how you respond to cancer and
its treatment. There are also experienced
professionals in mental health services, social
work services, and pastoral services who may
help you cope with your illness.

You can also help in your own recovery
from cancer by making healthy lifestyle
choices. If you use tobacco, stop now. Quitting
will improve your overall health, and the full
return of your sense of smell may help you
enjoy a healthy diet during recovery. If you
use alcohol, limit how much you drink. Have
no more than 1 or 2 drinks per day. Good

nutrition can help you get better after treat-
ment. Eat a nutritious and balanced diet, with
plenty of fruits, vegetables, and whole grain
foods. If you are having eating problems, ask
your cancer care team if you may benefit
from talking with a dietitian.

If you are being treated for cancer, be
aware of the battle that is going on in your
body. Radiation therapy and chemotherapy
add to the fatigue caused by the disease itself.
To help combat the fatigue, plan your daily
activities around when you feel your best and
get plenty of sleep at night. Ask your cancer
care team about a daily exercise program to
help you feel better.

Concerns about sexuality are often very
worrisome to a man with prostate cancer.
Some treatments for prostate cancer can
diminish sexual interest and/or response.
Partner issues are also important because
these changes affect the partner, as well as
the patient. Partners are usually concerned
about how to express their love physically and
emotionally during and after treatment.

Suggestions that may help a man cope with
these changes in his body include seeking the
support of others, preferably before surgery;
involving his partner as soon as possible after
surgery; and openly communicating feelings,
needs, and wants.

A cancer diagnosis and its treatment are
major life challenges with an impact on you
and everyone who cares for you. Before you
reach the point of feeling overwhelmed, con-
sider attending a meeting of a local support
group. If you need other kinds of help, contact
your hospital’s social service department or
the American Cancer Society.



About Clinical Trials

Studies of promising new or experimental
treatments in patients are known as clinical
trials. You may have heard about clinical tri-
als being done for prostate cancer. Or maybe
someone on your health care team has men-
tioned a clinical trial to you. Clinical trials are
one way to get state-of-the art cancer care.

A clinical trial is only done when there is
some reason to believe that the treatment
being studied may be valuable to the patient.
Treatments used in clinical trials are often
found to have real benefits. Researchers con-
duct studies of new treatments to answer the
following questions:

¢ Is the treatment helpful?

¢ What is the best way to give it?

¢ How does this new type of treatment

work?

¢ Does it work better than other treat-

ments already available?

¢ What side effects does the treatment

cause?

e Are there more or fewer side effects

than the standard treatment used now?
¢ Do the benefits outweigh the side
effects?

¢ In which patients is the treatment

most likely to be helpful?

Phases of Clinical Trials
There are 4 phases of clinical trials, which are
numbered [, IL III, and IV.

Phase I clinical trials
The purpose of a phase I study is to find the
best way to give a new treatment safely to

patients. The cancer care team closely watches
patients for any harmful side effects. Although
doctors are hoping to help patients, the main
purpose of such a phase I study is to test the
safety of the treatment.

If a treatment is found to be reasonably
safe in phase I studies, it can be tested in a
phase II clinical trial.

Phase Il clinical trials
These are designed to see if the treatment
works. Patients are given the treatment as
determined from phase I studies. They are
closely watched for an effect on the cancer.
The cancer care team also looks for side
effects and benefits.

If a drug is found to be effective in phase II
studies, it can be tested in a phase III clinical
trial.

Phase Il clinical trials
Phase III studies involve large numbers of
patients. Some clinical trials may enroll
thousands of patients. Often, these studies
are randomized. This means that patients are
randomly put in one of two (or more) groups.
One group (called the control group) gets the
standard, most accepted treatment. Another
group (or more than one group) will get the
new treatment being studied. All patients in
phase IlI studies are closely watched. The study
will be stopped early if the side effects of the
new treatment are too severe or if one group
has much better results than the others.
Phase III clinical trials are usually needed
before the FDA will approve a treatment for
use by the general public.
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Phase IV clinical trials

Once a treatment has been approved by the
FDA and is available for all patients, it is still
studied in other clinical trials (sometimes
referred to as phase IV studies). This way more
can be learned about short-term and long-
term side effects and safety as the treatment
is used in larger numbers of patients with
many types of diseases. Doctors can also learn
more about how well the treatment works,
and if it might be helpful when used in other
ways (such as in combination with other
treatments).

What It Will Be Like to Be in a
Clinical Trial

If you are in a clinical trial, you will have a
team of experts taking care of you and watch-
ing your progress very carefully. Depending
on the phase of the clinical trial, you may
receive more attention (such as having more
doctor visits and lab tests) than you would if
you were treated outside of a clinical trial.
Clinical trials are especially designed to pay
close attention to you.

However, there are some risks. No one
involved in the study knows in advance
whether the treatment will work or exactly
what side effects will occur. That is what the
study is designed to find out. While most side
effects go away in time, some may be long-
lasting or even life threatening. Keep in mind,
though, that even standard treatments have
side effects. Depending on many factors, you
may decide to enter (enroll in) a clinical trial.

Deciding to Enter a Clinical Trial

If you would like to take part in a clinical
trial, you should begin by asking your doctor
if your clinic or hospital conducts clinical
trials. There are requirements you must meet
to take part in any clinical trial. But whether
or not you enter (enroll in) a clinical trial is
completely up to you.

Your doctors and nurses will explain the
study to you in detail. They will go over the
possible risks and benefits and give you a
form to read and sign. The form says that you
understand the clinical trial and want to take
part in it. This process is known as giving your
informed consent. Even after reading and
signing the form and after the clinical trial
begins, you are free to leave the study at any
time, for any reason.

Taking part in a clinical trial does not keep
you from getting any other medical care you
may need.

To find out more about clinical trials, talk
to your doctor, nurse, or other member of your
cancer care team. Among the questions you
should ask are:

e Is there a clinical trial that I could take

partin?

e What is the purpose of the study?

e What kinds of tests and treatments

does the study involve?

e What does this treatment do? Has it

been used before?

e Will I know which treatment I receive?

e What is likely to happen in my case

with, or without, this new treatment?

e What are my other choices and their

pros and cons?

e How could the study affect my daily life?



e What side effects can I expect from the
study? Can the side effects be controlled?

e Will I have to stay in the hospital? If so,
how often and for how long?

e Will the study cost me anything? Will
any of the treatment be free?

e IfI am harmed as a result of the
research, what treatment would I be
entitled to?

e What type of long-term follow-up care
is part of the study?

e Has the treatment been used to treat
other types of cancers?

How Can | Find Out More About
Clinical Trials That Might Be Right
for Me?

The American Cancer Society offers a clinical
trials matching service for patients, their
family, and friends. You can reach this service
at 1-800-303-5691 or on our Web site at
http://clinicaltrials.cancer.org.

Based on the information you give about
your cancer type, stage, and previous treat-
ments, this service can put together a list of
clinical trials that match your medical needs.
The service will also ask where you live and
whether you are willing to travel so that it
can look for a treatment center that you can
get to.

You can also get a list of current clinical
trials by calling the National Cancer
Institute’s Cancer Information Service toll
free at 1-800-4-CANCER (1-800-422-6237) or
by visiting the NCI clinical trials Web site at
www.cancer.gov/clinicaltrials.

For even more information on clinical
trials, the American Cancer Society has a
document called Clinical Trials: What You
Need to Know. You can read this on the Web
site, www.cancer.org, or have it sent to you by
calling 1-800-ACS-2345.
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Work-up (Evaluation) and

Treatment Guidelines

Decision Trees

The Decision Trees (or flow charts) on the following pages represent different
stages of prostate cancer. Each one shows you step-by-step how you and your
doctor can arrive at the choices you need to make about your treatment.

Keep in mind, this information is not meant to be used without the expertise of
your own doctor who is familiar with your situation, medical history, and per-
sonal preferences.

Participating in a clinical trial is an appropriate option for men at any stage of
prostate cancer. Taking part in the study does not prevent you from getting other
medical care you may need.

The NCCN guidelines are updated as new information becomes available. To
ensure you have the most recent version, consult the Web sites of the ACS
(www.cancer.org) or NCCN (www.nccn.org). You may also call the NCCN at 1-
888-909-NCCN or the ACS at 1-800-ACS-2345 for the most recent information on
these guidelines. If you have questions about your cancer or cancer treatment,
please call the ACS any day at any time at 1-800-ACS-2345.
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Initial Diagnosis Clinical Status

Life expectancy
5 years or less
and no symptoms

e DRE

e PSA blood test
e Biopsy

e Gleason score

Life expectancy of

more than 5 years or

symptoms present

Treatment Guidelines for Patients

Staging Work-up

No tests or treatments.
If symptoms expected within 5

—— > years (T3, T4, or Gleason score of

8 or more), hormonal treatment
or radiation may be given.

Bone scan if T1, T2, and any
of the following:

e PSA above 20, or
e Gleason 8 or higher, or
¢ There are symptoms, or

e Tumor growing out of
prostate gland (T3, T4).

CT or MRI of pelvis if:

e T1, T2, and lymph node
spread is suspected, or

e Tumor is growing out of
prostate gland (T3, T4).

All others:

No additional testing

Prostate Cancer Work-up
(Evaluation)

The NCCN guidelines for prostate cancer
work-up begin by determining the size of the
cancer by digital rectal exam (DRE), measuring
the level of prostate-specific antigen (PSA), and
determining the Gleason score in the biopsy
specimen. The next issue is to estimate the
patient’s life expectancy and find out if the
cancer is causing symptoms. Prostate cancer

is often a chronic disease and men without
symptoms may not benefit from immediate
treatment, especially if they are in otherwise
poor health. Talking about life expectancy, or
how long a person is likely to live, is difficult,
especially when it is your own life expectancy.
But often other diseases are present that may
determine how long a person might live.
Remember that life expectancy is a guess.
Usually the doctor’s best guess is based on a



Prostate Cancer Work-up (Evaluation)

Chance of Cancer Treatment
Coming Back

Cancer confined to
prostate gland:

Low:

T1-T2a and Gleason
2-6 and PSA below 10

Y

See initial
I———>» treatment Decision

Intermediate:*
: Tree on page 36

T2b-T2¢, or,
Gleason 7, or
PSA 10-20

High:*
T3a, or

Gleason 8-10, or
PSA above 20

Y

Cancer growing out
of prostate gland:

Consider biopsy (fine Very High:* See initial
needle aspiration) T3b-T4 —————» treatment Decision
if lymph nodes are Tree on page 40
suspicious Cancer has spread
beyond prostate:
Widespread:
> Any T, and any N (lymph

— node spread found)

Any T, any N, and M1
(distant spread found)

* Patients with multiple risk factors can
be moved into the next highest group.

©2007 by the National Comprehensive Cancer Network (NCCN) and the
American Cancer Society (ACS). All rights reserved. The information herein
may not be reproduced in any form for commercial purposes without the
expressed written permission of the NCCN and the ACS. Single copies of each
page may be reproduced for personal and non-commercial uses by the reader.

combination of estimated life expectancy by If the doctor thinks a man is likely to live 5
your age and what he or she knows about  years or less and he has no symptoms, then
your health. there is no need for any tests or treatment.

The exception to this is if the doctor thinks
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the cancer will cause problems soon. This
can happen if it looks like the cancer may
block the urethra (the tube through which
urine leaves the bladder) or spread rapidly.
The warning sign for this is a cancer that is
growing out of the prostate gland (T3 or T4)
or a Gleason score of 8 or greater.

Additional testing is recommended for
men expected to live 5 or more years or who
have symptoms from the cancer. For example,
ifthe tumoris T1 or T2, abone scan is recom-
mended if the PSA level is greater than 20 or
if the Gleason score is greater than 8. A bone

Treatment Guidelines for Patients

scan is also recommended if the man has any
symptoms, or the cancer is growing outside
the prostate (T3 or T4). A CT or MRI of the
pelvis is recommended when the tumor is T1
or T2 and there is a 7% or greater chance of
lymph node spread based on the Partin tables,
or the tumor is growing outside the prostate
(T3 or T4). A fine needle aspiration biopsy is
considered if the CT or MRI scans show
enlarged pelvic lymph nodes. The biopsy can
confirm that the enlargement is due to spread
of cancer (indicating N1 disease) rather than
an infection or some other condition.



Prostate Cancer Work-up (Evaluation) (continued)

All other stages need no additional testing
as part of the work-up.

The next step is to estimate the risk of
recurrence. This depends on the tumor size,
the Gleason score, and the PSA level, as out-
lined in the Decision Tree. If the risk is low or
intermediate, treatment is given as recom-
mended in the Decision Tree “Initial Treatment
for Prostate Cancer with Low to Intermediate
Recurrence Risk” starting on page 36.

If the risk is high or very high, or the
tumor has already spread to lymph nodes or
distant sites, then treatment is outlined in the
Decision Tree “Initial Treatment for Prostate
Cancer with High to Very High Recurrence
Risk or Spread to Lymph Nodes or Distant
Sites” starting on page 40.

The intermediate and high risk categories
include several risk factors. If a patient has
more than one of these factors, then the risk
level is shifted into the next higher group.
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Treatment Guidelines for Patients

Recurrence Risk Life Initial Treatment
Expectancy
Canc.er appears Observation (close follow-up — no immediate treatment)
confined to prostate Less than
OR
10 years
Radiation (3D-CRT or brachytherapy)
Low:
T1-T2a, and
Gleason 2-6, and Observation (close follow-up — no immediate treatment)
PSA below 10 OR
10 years Radiation (3D-CRT or brachytherapy)
or more OR
Radical prostatectomy with lymph node removal if risk
of spread to lymph nodes is 7% or greater
Observation (close follow-up — no immediate treatment)
OR
Radiation (3D-CRT with or without brachytherapy) with
Less than lymph node removal if risk of spread to lymph nodes is
10 years 7% or greater
OR
Intermediate*: R?dical %rostiatect;)lmy(\j/vith I;/?/wph node removal if risk
T2b-T2¢, or of spread to lymph nodes is 7% or greater
Gleason 7, or
PSA 10-20
Radical prostatectomy with lymph node removal if
risk of spread to lymph nodes is 7% or greater
10 years OR
or more Radiation (3D-CRT with or without brachytherapy)
with lymph node removal if risk of spread to
lymph nodes is 7% or greater
* Patients with multiple risk factors can be
moved into the next highest group.

Initial Treatment for Prostate lobe or less; and the Gleason score is 2 to 6;

Cancer With Low to Intermediate and the prostate-specific antigen (PSA) level

36

Recurrence Risk

Low risk: Low risk is defined as a tumor that
either cannot be felt on digital rectal exam
(DRE) or, if it is felt, it is in one half of one

is below 10.
If the man is expected to survive less than
10 years, observation with close follow-up and



Initial Treatment for Prostate Cancer With Low to

Intermediate Recurrence Risk

Adjuvant (Additional) Treatment

For men who had radical prostatectomy
with cancer remaining after surgery:

® Rigorous observation (careful follow-
up exams)

OR
¢ Radiation therapy

For men who had radical prostatectomy
with spread of cancer to lymph nodes:

® Rigorous observation (careful follow-
up exams)

OR
e Hormone therapy

See follow-up plan
» in the Decision Tree

starting on page 44

©2007 by the National Comprehensive Cancer Network (NCCN) and the
American Cancer Society (ACS). All rights reserved. The information herein
may not be reproduced in any form for commercial purposes without the
expressed written permission of the NCCN and the ACS. Single copies of each
page may be reproduced for personal and non-commercial uses by the reader.

no immediate treatment is one option. Close
follow-up involves:
¢ A DRE and PSA every 6-12 months
depending on life expectancy
¢ A needle biopsy of the prostate gland
may be repeated within 6 months if
fewer than 10 cores were taken at the
first biopsy or if the tumor appeared to
be on the side opposite the positive

biopsy site. The needle biopsy may be
performed within 18 months if more
than 10 cores were taken with the first
biopsy.

¢ A repeat biopsy should be performed
anytime it looks like the cancer is
growing, based either on changes in
DRE or PSA levels.
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Another option would be radiation therapy
- either a special type of external beam radi-
ation called 3D-CRT, or brachytherapy.

If the life expectancy for the low-risk man is
more than 10 years, the options are observa-
tion with close follow-up and no immediate
treatment (close follow-up as described earlier),
radiation therapy, or radical prostatectomy.
Radiation therapy can be either 3D-CRT
external beam radiation or brachytherapy. If
prostatectomy is selected, the lymph nodes in
the pelvis may be removed if the probability
of tumor spread is at least 7%.

Treatment Guidelines for Patients

Intermediate risk: Intermediate risk is
defined as a tumor that can be felt on DRE,
and is in more than half of one lobe or in both
lobes, or the Gleason score is 7, or the PSA is
between 10 and 20.

If the life expectancy is less than 10 years,
observation with close follow-up and no
immediate treatment, radiation therapy with
or without lymph node removal depending on
risk of spread, or radical prostatectomy with
or without lymph node removal are options.



Initial Treatment for Prostate Cancer With Low to

Intermediate Recurrence Risk (continued)

For patients expected to live more than 10
years, the NCCN advocates curative treatment
because the cancer may eventually cause
symptoms or shorten the life of these men.
Radical prostatectomy or radiation are cura-
tive options. While brachytherapy alone is an
option for low-risk patients, for intermediate-
risk patients, 3D-CRT external beam radiation
is recommended with or without additional
brachytherapy. A pelvic lymph node dissection
is also a consideration in all patients who
have at least a 7% risk of tumor spread.

Additional treatment options are available
for men if cancer remains after surgery (i.e.,
cancer is found at the edges [margins] of the
specimen removed at prostatectomy). These
men can either be carefully followed or may
receive radiation therapy. If the cancer was
found to have spread to lymph nodes at the
time of surgery, radiation is not an option.
Instead, close follow-up or hormone therapy
are recommended.

On-going follow-up is discussed in the
Decision Tree starting on page 44.
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Recurrence Risk

High*:
T3a, or

Gleason 8-10, or
PSA above 20

Cancer growing
out of prostate

Very High:

Y

T3b-T4

Cancer has spread
beyond prostate

Widespread:

Any T, and lymph
node spread found

Y

Any T, any N, and

Y

distant spread found

* Patients with multiple risk factors can be
moved into the next highest group.

Treatment Guidelines for Patients

Initial Treatment

Hormone therapy for at least 2 years and
Radiation (3D-CRT) (preferred)

OR

Radiation (3D-CRT) with or without hormone
therapy for a short time for patients with only
one adverse risk factor

OR

Radical prostatectomy with lymph
node removal for patients whose

tumor is small and easily removed

Radiation (3D-CRT) with
hormone therapy (preferred)

OR
Hormone therapy alone

Hormone therapy alone

OR

Radiation (3D-CRT) with
hormone therapy

Hormone therapy alone

Initial Treatment for Prostate Cancer
With High to Very High Recurrence
Risk or Spread to Lymph Nodes or
Distant Sites

High risk: High risk is defined as a cancer
growing outside the prostate but not into
nearby tissues (T3a), or with a Gleason score

of 8 to 10, or a PSA higher than 20. If a patient
has more than one of these risk factors, the
risk may be shifted to “very high risk” which is
discussed below. For high risk, NCCN indi-
cates that the preferred treatment is hormone
therapy for at least 2 years along with 3D-CRT
external beam radiation. For patients with a



Initial Treatment for Prostate Cancer With High to Very High

Recurrence Risk or Spread to Lymph Nodes or Distant Sites

Adjuvant (Additional) Treatment

See follow-up plan

> in the Decision Tree

Results of prostatectomy -
Cancer remaining after surgery:

e Careful follow-up exams,
OR
e Radiation therapy

Cancer spread to lymph nodes:
e Hormone therapy

OR

e Careful follow-up exams

See follow-up plan
in the Decision
Tree starting on

starting on page 44

PSA is

undetectable

in blood

PSA is See follow-up plan
detectable ————— 3 in the Decision Tree
in blood starting on page 48

©2007 by the National Comprehensive Cancer Network (NCCN) and the
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single high risk factor, 3D-CRT external beam
radiation with or without brief hormone
therapy (given to shrink the cancer so radia-
tion can be more effective) can be given. In
patients whose tumor is small and easily
removed, radical prostatectomy and lymph
node removal is another option. After sur-
gery, close follow-up or radiation therapy is

recommended if the edges of the removed
specimen contain cancer. If surgery reveals
that the cancer has spread to the lymph nodes,
either hormone therapy or close follow-up is
recommended.

On-going follow-up or treatment is then
determined by whether or not PSA is found
in blood tests.
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Very High risk: Very high risk is defined
as cancer growing into nearby tissues (T3b to
T4) or more than one of the risk factors
described under high risk above. Surgery is
not recommended. The preferred treatment

is 3D-CRT external beam radiation combined
with hormone therapy. Hormone therapy
alone is another option.

On-going follow-up is discussed in the
Decision Tree starting on page 44.



Initial Treatment for Prostate Cancer With High to
Very High Recurrence Risk or Spread to Lymph Nodes

or Distant Sites (continued)

Widespread: If the cancer has spread to
nearby lymph nodes, hormone therapy is
recommended. 3D-CRT external beam radia-
tion may be added to prevent local problems
with the prostate cancer. If the cancer has

spread to distant sites, only hormone therapy
is recommended.

On-going follow-up is discussed in the
Decision Tree starting on page 44.
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Treatment Guidelines for Patients

Initial Treatment Follow-up
¢ Doctor visits with exam and
discussion of any new symptoms
Life ® PSA blood test as often as every
expectancy B anins
10 years 3
or more ¢ DRE as often as every 6 months
* Repeat prostate biopsy as often
Expectant management as yearly
or watchful waiting
(close follow-up but no
initial active treatment)
:':sec tancy Doctor visits with PSA,
——— > DRE, prostate biopsy
less than done less frequently
10 years

Curative treatment —

Doctor visits with exam and
discussion of any new symptoms and

Y

either surgery or
radiation therapy

Spread to lymph
nodes or distant sites

PSA blood test every 6-12 months for
5 years, DRE to be done yearly.

Doctor visits with exam that includes
digital rectal exam and discussion of

Y

(bone, liver, etc.)

any new symptoms and PSA blood
test every 3-6 months

Follow-up Surveillance and
Management of Recurrence
Follow-up of patients who are being managed
with close observation depends on their life
expectancy. If they are expected to live longer
than 10 years, they should have regular doctor
visits to discuss any new symptoms and have

the following exams: prostate-specific antigen
(PSA) blood tests as often as every 3 months,
digital rectal exam (DRE) as often as every 6
months, and a repeat prostate biopsy may be
done as often as once a year. Iflife expectancy
is less than 10 years then routine doctor visits
with PSA, DRE, and a prostate biopsy may be



Follow-up Surveillance and Management of Recurrence

Recurrence

Cancer appears

Return to initial work-up
Decision Tree for further

to be growing

Initial treatment
—>» Wwas radical
prostatectomy

Initial treatment

.. or DRE finds
was radiation

cancer growth

Cancer is
widespread

Blood PSA doesn’t
— - fall to undetectable, ————
or rises over 2 tests

PSA begins rising

PSA is rising and/or
—  » thereisspread to
bone or other organs

Y

testing and perhaps
treatment (see page 32)

See the Decision Tree for
prostate cancer that comes back
(recurs) after prostatectomy
starting on page 48

See the Decision Tree for
prostate cancer that comes
back (recurs) after radiation
starting on page 50

—>

See the Decision Tree
for systemic treatment
starting on page 52

[EEEE— .
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performed less frequently. If there is evidence
the cancer is growing, patients and physicians
need to reevaluate the extent of the cancer as
outlined in the first Decision Tree on page 32.

If the initial treatment was curative with
either surgery or radiation, patients should see

their doctor every 6 to 12 months for 5 years
and then yearly. A PSA should be done at each
visit and a DRE should be done every year.

If a radical prostatectomy was done, the
PSA should fall to near 0. If this doesn’'t happen,
or the PSA rises on 2 tests in a row, further
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treatment may be needed as outlined in the
Decision Tree “Work-up and Treatment for
Prostate Cancer That Returns After Radical
Prostatectomy” starting on page 48.

If the initial treatment was radiation, the
PSA usually won't fall to 0, but will fall to a

Treatment Guidelines for Patients

low level (usually less than or equal to 0.3
ng/mL). If the PSA increases by 2 ng/mL or
cancer is found by DRE, more treatment will
be needed as outlined in “Work-up and
Treatment for Prostate Cancer that Returns
After Radiation Therapy” starting on page 50.



Follow-up Surveillance and Management of Recurrence

(continued)

If the cancer had spread to lymph nodes
or distant sites at the time of initial diagnosis,
patients should be seen every 3 to 6 months
for a discussion of symptoms, a physical exam-
ination, including DRE, and a PSA blood test.

If the PSA is rising or there is evidence of
further spread, then treatment may be needed
as described in the Decision Tree “Systemic
Treatment for Widespread Prostate Cancer”
which starts on page 52.
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Abnormal Follow-up
Results After Radical

Prostatectomy
Consider:
e Bone scan
PSA levels do )
not fall to zero * Biopsy of the area
from which the
PSA levels —_—

increasing on 2

or more tests e CT or MRI scan of

the pelvis
® ProstaScint® scan

prostate was removed

Treatment Guidelines for Patients

Work-up (Evaluation)

Likely to Benefit from Radiation

Patient has a PSA of 2 or less before
radiation and fits one of the following
categories:

e Gleason score 7 or less, tumor found
at the edge of the prostatectomy

e Gleason score 7 or less, no tumor
after prostatectomy, but PSA level is
rising quickly

e Gleason score 8-10, tumor found at
the edge of prostatectomy, but PSA
level is rising quickly

Less Likely to Benefit from Radiation

Tumor spread to seminal vesicle or
lymph nodes, or does not fall into
one of the categories above

Cancer spread beyond prostate
and adjacent lymph nodes

Work-up and Treatment for
Prostate Cancer That Returns After
Radical Prostatectomy

After a prostatectomy, further tests are rec-
ommended if PSA doesn’t fall to near 0, or if
the PSA is detectable and then rises on 2 or
more tests. These PSA results suggest that
the cancer has returned. The tests that are
recommended are designed to find the site of
recurrence. A bone scan determines whether
the cancer has spread to the bone; a biopsy

can detect recurrence in the area of the
prostate; and a CT, MRI or ProstaScint® scan
can look for spread to lymph nodes or other
organs, such as the liver.

If the cancer has recurred only in the area of
the prostate, external beam radiation therapy
is an option. As noted in the Decision Tree,
there are some patients that are more likely
to benefit from radiation than others based
on the Gleason score, the PSA level, and how
fast the PSA is rising, External beam radiation



————» External beam radiation therapy

—— > OR

Work-up and Treatment for Prostate Cancer That Returns

After Radical Prostatectomy

Treatment

External beam radiation therapy

Y

For more treatment, if
needed, see the Decision
Tree starting on page 52

—

Y

Hormone therapy

Hormone therapy

- OR
Observation (close follow-up — no immediate treatment)
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therapy is offered to patients most likely to
benefit, while hormone therapy is an alterna-
tive option for those less likely to benefit
from radiation, including those with a tumor
involving the lymph nodes or the seminal
vesicles. Patients with metastasis beyond the
prostate and lymph nodes are offered either
hormone therapy, or may be followed with no

immediate treatment. The NCCN recom-
mends participation in clinical trials also be
encouraged.

If more treatment is needed, then sys-
temic treatment should be given as outlined
in the Decision Tree “Systemic Treatment for
Widespread Prostate Cancer” which starts
on page 52.
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Abnormal
Follow-up Results

Treatment Guidelines for Patients

Work-up (Evaluation)

Possible candidate for
local treatment such as

radical prostatectomy
surgery because:

e Cancer was early

e Biopsy of prostate area
e Bone scan

stage (T1-T2) with no — > e Consider CT or MRI scan of

evidence of lymph
node spread

After radiation therapy:

e Life expectancy
greater than 10 years

e PSA levels increase by
2 ng/ml

the abdomen and pelvis
e Consider ProstaScint® scan

® PSA now less than 10

OR
e Positive DRE

Not a candidate for local

treatment such as radical

prostatectomy surgery

Work-up and Treatment for
Prostate Cancer That Returns After
Radiation Therapy

After radiation therapy, if the prostate-specific
antigen (PSA) rises by 2 points or more or
there is a positive result on a digital rectal
exam (DRE), it is very likely the cancer is
coming back. The first step is to determine
whether or not the patient is a candidate for
a prostatectomy or other local therapies, such
as cryosurgery. Potential candidates include
men who had alocalized cancer (T1-T2) with

no evidence of lymph node spread or distant
spread, who are expected to live 10 or more
years, and have PSA levels less than 10. First
the prostate area is biopsied, along with a
bone scan to rule out spread to the bones. A
CT scan or MRI of the abdomen and pelvis
and ProstaScint® scan may also be done. If
the biopsy shows cancer and there is no sign
that the cancer has spread, radical prostatec-
tomy or other local therapies, preferrably in a
clinical trial, are options. If the cancer has
spread to lymph nodes or other sites, then



Work-up and Treatment for Prostate Cancer That Returns

After Radiation Therapy

Treatment

Biopsy shows cancer;

or elsewhere

Hormone therapy

OR

Y

Observation (close follow-up
— no immediate treatment)

Surgery or clinical trial

Zg:\ll?:e?: cancer of other local therapy
Hormone therapy
Cancer has spread
OR
L > to lymph nodes —— >

Observation (close follow-up
— no immediate treatment)

For more treatment,
if needed, see the
Decision Tree
starting on page 52
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hormone therapy, close observation without
immediate treatment, or participation in a
clinical trial are appropriate options.

If the patient is not a candidate for radical
prostatectomy because the original tumor
was larger than T1 or T2; or the PSA level is
above 10; or for other reasons, such as ill
health, expected short survival, or personal

preference, then hormone therapy, close
observation without immediate treatment, or
participation in a clinical trial are appropriate
options.

If more treatment is needed, it should be
given according to the “Systemic Treatment for
Widespread Prostate Cancer” Decision Tree
which starts on page 52.
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Site(s) of Cancer
Spread/PSA

Spread elsewhere
and/or to bone that is
blastic (bone remains
hard) and a rising PSA

Spread to internal
organs or bone that
is lytic (bone is
destroyed and liable
to break) and PSA is
low, or there are
rapidly growing
tumors in muscles
and other tissues,
but not in organs
(i.e., liver)

Biopsy

(R .
of tumor

Treatment Guidelines for Patients

Systemic Treatment

Remove testicles (orchiectomy)
OR

LHRH agonist alone with or without short-
term anti-androgen for at least 7 days

OR

LHRH agonist with anti-androgen

Treat as
outlined above

Looks like typical

_—
prostate cancer

Has appearance of
neuroendocrine

tumor (a different ——
kind of prostate

cancer)

Chemotherapy
with etoposide
and either cisplatin
or carboplatin

Systemic Treatment for Widespread
Prostate Cancer

If the cancer has spread to bone and the x-rays
of bone show a typical appearance of denser
(harder) bone, or there is spread to other
organs, and the PSA is rising, the first treat-
ment should be hormone therapy. One option
is orchiectomy. Another option is to use a

luteinizing hormone-releasing hormone
(LHRH) agonist. This may be used with at least
7 days of an anti-androgen to prevent tumor
flare. If there is relapse after orchiectomy or
LHRH agonist therapy, then anti-androgens;
other hormone therapy, such as ketoconazole
with or without cortisone-like drugs; or
estrogen could be used.



———————>» Relapse —>

————>» Relapse —> | Stop anti-androgens

Systemic Treatment for Widespread Prostate Cancer

Further Treatment If Cancer Returns

Anti-androgen or
other hormone
therapy such as
ketoconazole,
cortisone drugs,
or estrogens

If bone metastases,
bisphosphonates are
recommended along with
any of the following:
Chemotherapy that
includes docetaxel if in
otherwise good health
OR

Injection of radioactive
strontium or samarium

OR
Supportive care

If these are no
longer working
and testosterone
level is very low
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If an anti-androgen has been used along
with the LHRH agonist when the relapse
occurs, the anti-androgen must be stopped.
This is because sometimes anti-androgens
begin stimulating the cancer to grow.

If these treatments stop working and the
testosterone level remains low, there are
other treatment options. Chemotherapy that
includes docetaxel along with other agents is
an option for men in fairly good health. If the
cancer is confined to bones, the radioactive
drugs samarium or strontium can be helpful.
Bisphosphonates should be given to men with
bone metastases. These drugs can help pre-

vent bone fracture and may prevent further
bone spread.

Sometimes the cancer causes bones to
soften (lytic metastases). A biopsy of the site
should be done, along with a biopsy of any
isolated spread to an organ or rapidly growing
tumors in soft tissues like muscle. If the biopsy
shows typical prostate cancer, the treatment
outlined above should be given. If the biopsy
shows small cell or neuroendocrine cancer
then chemotherapy with etoposide and either
cisplatin or carboplatin is recommended.
Hormone therapy isn't usually successful and
is not recommended in this situation.
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For men who decide they do not want
further anti-cancer treatment, supportive care
with only treatment of symptoms is an option.
Supportive care includes treatments that don’t
affect the cancer’s growth but are given to
relieve symptoms, for example pain medica-

Treatment Guidelines for Patients

tions. It is important to remember, especially
in this situation, that the goal of prostate
cancer treatment is to make the patient feel
as well as possible. Removing or destroying
all of the cancer cells is one way to accomplish
that goal. But even when that is no longer



Systemic Treatment for Widespread Prostate Cancer

(continued)

possible, patients still have other options for
relieving symptoms. There is no reason to
endure pain or other symptoms when sup-
portive care treatments are available. Some
patients assume that symptoms of advanced
prostate cancer cannot be effectively treated.

This is not the case. Discuss any symptoms
you may have with your cancer care team. If
you do not do this you may miss out on
opportunities to maintain your best quality
of life for as long as possible.
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Glossary

Adjuvant treatment

Treatment used in addition to the main treat-
ment. It usually refers to hormone therapy,
chemotherapy, or radiation added after sur-
gery to increase the chances of destroying all
of the cancer or keeping it in check.

Alkaline phosphatase

An enzyme made by cells in the bones and
liver. Levels of alkaline phosphatase in the
blood often go up in men whose prostate
cancer has spread to the bones or liver.

Androgen
Any male sex hormone. The major androgen
is testosterone. See testosterone.

Androgen deprivation therapy

The use of drugs to block the actions of
androgens (male hormones). See hormone
therapy.

Androgen-independent cancers

These are prostate cancers that do not
respond to hormone therapy. Often prostate
cancers respond to hormone therapy for a few
years before becoming androgen-independent.
Less often, prostate cancers may be androgen-
independent when they are diagnosed.
Prostate cancer that starts off being androgen-
independent may be a different kind of prostate
cancer called small cell or neuroendocrine.
See neuroendocrine prostate cancer and small
cell prostate carcinoma.

Anti-androgens

Drugs that block the body’s ability to use
androgens. Several drugs of this type are
currently available. Anti-androgens are usu-
ally combined with orchiectomy or LHRH
agonists. See androgen, orchiectomy, and
LHRH agonists.

Benign prostatic enlargement

This is non-cancerous enlargement of the
prostate that may cause problems with uri-
nation, such as trouble starting and stopping
the flow. These symptoms are called “lower
urinary tract symptoms” or LUT’s. They are
usually due to benign prostate enlargement
(BPE). BPE is usually caused by benign pro-
static hyperplasia (BPH) that is a histological
diagnosis (a pathologist makes this diagnosis
by looking at the removed prostate tissue).

Biopsy

The removal of a sample of tissue to see if
cancer cells are present. There are several
kinds of biopsies. See fine needle aspiration
and core needle biopsy.

Bisphosphonates

A group of medicines that can slow the dam-
age caused by cancer spread within bones,
reduce the risk of bone fractures, and may
relieve pain caused by bone metastases. The
bisphosphonates most commonly used are
pamidronate and zoledronic acid.



Blastic

Bone metastases that make the bone appear
denser and harder. This term is taken from
osteoblastic (osteoblasts are cells that make
bone). Compare to lytic.

Brachytherapy

Internal radiation treatment given by placing
radioactive material directly into the tumor or
very close to it. May also be called interstitial
radiation therapy or seed implantation.
Compare to external beam radiation.

Capsule
The rim of tissue surrounding the prostate or
other organs.

Castration
Surgery to remove the testicles; the medical
term is orchiectomy.

Catheter

A thin, flexible tube through which fluids
enter or leave the body; in prostate cancer
most commonly a tube threaded through the
penis into the bladder to drain urine.

Chemotherapy

Treatment with drugs to destroy cancer cells.
Chemotherapy is often used with surgery or
radiation to treat cancer when it has spread,
when it has come back (recurred), or when
there is a strong chance that it could recur.

Clinical stage

Describes the extent of cancer present based
on results of diagnostic tests and the physical
examination. Compare to pathologic stage.

Clinical trial
A study of promising new or experimental
treatments in patients

Combination hormone therapy
Complete blockage of androgen action that
may include orchiectomy (castration) or
luteinizing hormone-releasing hormone
agonists, plus the use of anti-androgens. Also
called combined androgen blockade, total
hormonal ablation, total androgen blockade,
or total androgen ablation.

CT or CAT scan (computed tomography)
An imaging test in which many x-ray images
are taken from different angles of a part of the
body. These images are combined by a com-
puter to produce cross-sectional pictures of
internal organs.

Core needle biopsy

A procedure in which the doctor uses a nar-
row needle to remove a cylinder of tissue,
usually about %4-inch long and %ie-inch across,
which is sent to the laboratory and examined
under a microscope to see if cancer is present.

Cryosurgery
The use of extreme cold to freeze and destroy
cancer cells. Also called cryoablation.

Digital rectal examination

Also called DRE, it is an exam in which the
doctor inserts a gloved finger into the rectum
to feel for anything not normal. Some tumors
of the rectum and prostate gland can be felt
during a DRE.

Early detection

Finding the disease at an early stage, before it
has grown large or spread to other sites. Many
forms of cancer can reach an advanced stage
without causing symptoms. Mammography can
help to find breast cancer early, and the PSA
blood test can help to find early prostate cancer.

57



58

Expectant management
See watchful waiting.

External beam radiation

A form of treatment in which radiation is
focused from a source outside the body on
the area affected by the cancer. It is much like
getting a diagnostic x-ray, but for a longer
time. Compare to brachytherapy.

Fatigue

This is a common symptom during cancer
treatment, described as a bone-weary
exhaustion that doesn’t get better with rest.
For some, this can last for some time after
treatment.

Fine needle aspiration

In this procedure, a thin needle is used to draw
up (aspirate) samples for examination under
a microscope. Fine needle aspiration is some-
times used to determine if prostate cancer
has spread to lymph nodes inside the pelvis.

Gland

A group of cells that produce and release sub-
stances used nearby or in another part of the
body. The prostate is a gland.

Gleason score

A method of classifying prostate cancer cells
on a scale of 2 to 10. The higher the Gleason
score (also called Gleason sum), the faster
the cancer is likely to grow and the more
likely it is to spread beyond the prostate. See
Gleason system.

Gleason system

The most often used prostate cancer grading
system. This system assigns a Gleason grade
ranging from 1 through 5 based on how much
the arrangement of the cancer cells look the

way normal prostate cells are arranged in the
prostate gland. Because prostate cancers
often have areas with different grades, a
grade is assigned to the 2 areas that make up
most of the cancer. These 2 grades are added
to give a Gleason score between 2 and 10. See
Gleason score.

Hormone

A chemical substance released into the body
by the endocrine glands such as the thyroid,
adrenals, testicles, or ovaries. The substance
travels through the bloodstream and sets in
motion various body functions. Testosterone
and estrogen are examples of male and
female hormones.

Hormone therapy

Treatment with hormones, drugs that inter-
fere with hormone production or hormone
action, or the surgical removal of hormone-
producing glands. Hormone therapy may kill
cancer cells or slow their growth. In prostate
cancer treatment, hormone therapy is some-
times called androgen deprivation. See
androgen deprivation therapy.

Hot flash

Sudden rush of body heat causing reddening
and sweating; a common side effect of some
types of hormone therapy.

Impotence
Also called erectile dysfunction (ED), it is the
inability to get an erection of the penis.

Incontinence, urinary

The inability to control the urine stream,
resulting in leakage or dribbling of urine.
Incontinence is divided into 3 types: stress
incontinence, overflow incontinence, and
urge incontinence. See also urinary urgency.



Laparoscope

A long, slender tube inserted into the
abdomen through a very small incision. The
laparoscope allows the surgeon to view organs
and lymph nodes within the body. The lymph
nodes, or even the prostate gland itself, can
be removed using special surgical instruments
operated through the laparoscope.

Libido

Sex drive.

Luteinizing hormone

Pituitary hormone that stimulates the testi-
cles to produce testosterone. See luteinizing
hormone-releasing hormone.

Luteinizing hormone-releasing hormone
A hormone produced by the hypothalamus, a
tiny gland in the brain, which indirectly
affects testosterone levels. See luteinizing
hormone.

Luteinizing hormone-releasing hormone
agonists

These are synthetically made hormones,
chemically similar to LHRH. They block the
production of the male hormone testosterone
and are sometimes used to treat prostate
cancer. Also called LHRH analogs.

Lymph nodes

Small, bean-shaped collections of immune
system cells that help fight infections and
also have a role in fighting cancer. Also called
lymph glands.

Lytic
Bone metastases that appear to dissolve the
bone. Compare to blastic.

Metastasis

The spread of cancer cells to distant areas of
the body by way of the lymph system or
bloodstream.

Neuroendocrine prostate cancer

An uncommon cancer that arises from a spe-
cialized neuroendocrine cell in the prostate
gland. Some of these cancers are called small
cell cancers. A similar cancer develops in the
lungs and in other organs in the body. See
small cell prostate carcinoma.

Observation
See watchful waiting,

Orchiectomy
Surgery to remove the testicles; castration.

Partin tables

Tables based on a large group of previous
cases, used to predict the likelihood that
prostate cancer has spread to the lymph
nodes or other organs. The tables take into
account the clinical stage and Gleason score
of a man’s cancer, as well as his PSA level.

Pathologic stage

Describes the extent of cancer present based
on surgical removal and examination of tissue.
Compare to clinical stage.

Pathologist

A doctor who specializes in diagnosis and
classification of diseases by laboratory tests
such as examination of tissue and cells under
a microscope. The pathologist determines
whether a tumor is benign or cancerous, and,
if cancerous, the exact cell type and grade.
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Prognosis
A prediction of the course of disease; the out-
look for the chances of survival.

Prostate-specific antigen

A protein made in large quantities by the
prostate gland but also made by many other
tissues including small intestines, breasts,
and salivary and parotid glands. Levels of
prostate-specific antigen (PSA) in the blood
often go up in men with prostate cancer but
may increase because of some noncancerous
conditions too. The PSA test is used to help
find prostate cancer, as well as to monitor the
results of treatment.

Radical prostatectomy
Surgery to remove the entire prostate gland,
the seminal vesicles, and nearby tissue.

Seminal vesicles
Two small sacs next to the prostate that store
semen.

Small cell prostate carcinoma
An uncommon form of prostate cancer. See
also neuroendocrine prostate cancer.

Stage

Describes how much cancer is present.
Determining the stage is essential for choosing
the best treatment. The stage is often described
using the TNM classification system, where T
stands for tumor (size and how far it has
spread to nearby organs), N stands for spread
to lymph nodes, and M is for metastasis.

Letters or numbers after the T, N, and M pro-
vide more details about each of these factors.
See clinical stage and pathologic stage.

Supportive care

Measures taken to relieve symptoms and
improve quality of life, but not expected to
destroy the cancer. Pain medicine is an exam-
ple of supportive care.

Surveillance
See watchful waiting.

Testicles

The male reproductive glands found in the
scrotum. The testes (or testicles) produce
sperm and the male hormone testosterone.

Testosterone

The main male hormone, made primarily in
the testes. It stimulates blood flow, growth of
certain tissues, and the secondary sexual
characteristics. In men with prostate cancer,
it can also encourage growth of the tumor.
See androgen.

Three-dimensional conformal

radiation therapy

This treatment uses sophisticated computers
to map very precisely the location of the
cancer within the prostate. The patient may
be fitted with a plastic mold resembling a
body cast to keep him still so that the radia-
tion can be more accurately aimed. Radiation
beams are then aimed from several directions.



Transurethral resection of the prostate
Also called TURP, this operation removes
part of the prostate gland that surrounds the
urethra (the tube through which urine exits
the bladder). TURP can be used to relieve
symptoms caused by a tumor before other
treatments begin, but it is not expected to
cure disease or remove all of the cancer. It is
used even more often to relieve symptoms of
noncancerous prostate enlargement.

Tumor flare

Temporary growth of a prostate tumor,
sometimes seen in men who are treated with
a luteinizing hormone-releasing hormone
agonist alone. The growth is due to the brief
rise in testosterone levels after starting treat-
ment. It can cause pain, especially if cancer
has already spread to the bones. It often takes
a few weeks before testosterone levels begin
to fall. Tumor flare can be prevented by taking
an anti-androgen for the first few weeks of
hormone therapy.

Urinary urgency
Feeling that you need to urinate right away.

Urologist

A doctor who specializes in treating prob-
lems of the urinary tract in men and women,
and of the genital area in men. Urologists often
perform surgery.

Watchful waiting

Instead of active treatment for prostate
cancer, the doctor may suggest close moni-
toring. This may be a reasonable choice for
older men with small tumors that might
grow very slowly. If the situation changes,
active treatment can be started. Also called
expectant management, watchful expectancy,
observation, or surveillance.

For a more comprehensive glossary, you may
access the American Cancer Society Web site
at www.cancer.org.
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Current Cancer Treatment Guidelines for Patients

Advanced Cancer and Palliative Care Treatment Guidelines for Patients
(English and Spanish)

Bladder Cancer Treatment Guidelines for Patients (English and Spanish)
Breast Cancer Treatment Guidelines for Patients (English and Spanish)
Cancer Pain Treatment Guidelines for Patients (English and Spanish)

Cancer-Related Fatigue and Anemia Treatment Guidelines for Patients
(English and Spanish)

Colon and Rectal Cancer Treatment Guidelines for Patients (English and Spanish)
Distress Treatment Guidelines for Patients (English and Spanish)

Fever and Neutropenia Treatment Guidelines for Patients with Cancer
(English and Spanish)

Lung Cancer Treatment Guidelines for Patients (English and Spanish)
Melanoma Cancer Treatment Guidelines for Patients (English and Spanish)

Nausea and Vomiting Treatment Guidelines for Patients with Cancer
(English and Spanish)

Non-Hodgkin's Lymphoma Treatment Guidelines for Patients (English and Spanish)
Ovarian Cancer Treatment Guidelines for Patients (English and Spanish)

Prostate Cancer Treatment Guidelines for Patients (English and Spanish)
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