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Two Recent Studies
Question Effectiveness of
PSA Testing at

Reducing Mortality from
Prostate Cancer

The recent publication in
the New England Journal

of Medicine of two major
studies about PSA testing has created much
confusion among patients and debate in the
medical community. Clinical practice guidelines
for prostate cancer screening are controversial
because the benefits of screening have not
been proven to outweigh the potential risks of
biopsies and treatments with surgery and/or
radiation. The hope was that the publication of
these two large studies would put the controver-
sy to rest once and for all. But if anything it has
heated up, with each study coming to differing
conclusions and various advocacy groups taking
opposing positions about the potential benefits
of PSA screening.

The US study, which randomized 76,000 men

to either receive annual PSA screening with a
digital rectal exam (DRE test) or “usual care,”
meaning that some in this control group sought
to get tested, found no statistical benefit to
regular screening over a period of 7 to 10 years
in terms of reducing mortality. However, in the
eyes of many experts, including myself, this
study is centrally flawed, since at least 50 per-
cent of the men in the so-called “non-screened”
group actually did choose to undergo PSA
testing during the study period. This is further
evidenced by the fact that there was no differ-
ence in the number of cases of prostate cancer
diagnosed between the two groups, which is not
what one would expect from such a study. As
designed, | do not think this study will ever be
able to definitely answer the question whether or
not regular PSA screening can prevent prostate
cancer deaths.

The European study, which involved 182,000
men from various countries who were random-
ized to receive PSA testing once every four
years vs. a control group that received no
screening, saw a reduction of prostate cancer
mortality in the screened group of 20 percent.
However, for every man who was helped by
PSA screening, it was estimated that at least
47 received unnecessary treatment. This study
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TESTOSTERONE THERAPY
AFTER RADICAL PROSTATECTOMY

Dr. Natan Bar-Chama Offers His Perspective

The prescribing of testosterone replacement
therapy (TRT) following treatment for prostate
cancer with radical prostatectomy is extremely
controversial, according to the Deane Center’s
Dr. Natan Bar-Chama, who specializes in the
treatment of male sexual dysfunction and infer-
tility. In fact, the package insert for AndroGel®,
a topical testosterone replacement product,
clearly states “AndroGel must not be used by
men with known or suspected prostate cancer.”

Since testosterone levels tend to decrease as a man ages, many men diagnosed with
prostate cancer also suffer from hypogonadism, the medical term for low testoster-
one. Until fairly recently, these men were not regarded as potential candidates for
testosterone replacement therapy. This attitude is slowly changing, however, as the
medical community has begun acknowledging just how devastating the condition
can be, in terms of depression, decreased libido, reduction in muscle mass and bone
density, as well as the impact on overall quality of life.

“The notion of treating men who have had prostate cancer with TRT... which can
potentially stimulate the growth of prostate cancer cells... is very problematic,
because how can we know for sure that the prostate cancer has been completely
removed?” notes Dr. Bar-Chama. “It is only in the past two or three years that urolo-
gists have even started to entertain the possibility of TRT for men who have been
successfully treated for prostate cancer with surgery and who are experiencing the
symptoms associated with hypogonadism.

“There have been several small retrospective studies based on limited experience that
would suggest TRT is safe following radical prostatectomy for certain men,” contin-
ues Dr. Bar-Chama. “The most recent one, based on a study of 57 men by Dr. Mohit
Khera, a professor of urology at Baylor College of Medicine, was presented at the
Sexual Medicine Society of North America annual meeting in February. All the men

in the study had undetectable PSA for a mean of 36 months following radical pros-
tatectomy and negative surgical margins. After an average follow-up of 13 months,

there were no significant changes

in PSA values before and after “There have been several small
initiating TRT. The studyisthe  refrospective studies based on limited
experience that would suggest TRT is

largest to date looking at TRT
safe following radical prostatectomy

following radical prostatectomy.”
As more and more prostate can- for certain men.”

cers are being discovered at an
early stage when the disease is
still confined to the prostate and can be successfully removed surgically, some
urologists are reasoning that TRT can be safely administered... at least to a very
well-defined subset of men. According to Dr. Bar-Chama, these men will have such
favorable prognostic indicators as
a pathology report demonstrating
that the tumor is confined to the
prostate with no extension to the

Continued on page 2
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seminal vesicles, a low Gleason score indicating a relatively non-aggressive tumor, and undetectable PSA for a significant period of time.
It is also important for men diagnosed with prostate cancer to understand that having had a prostate removed surgically is very different
than being treated with radiation. With brachytherapy or external beam radiation, the prostate remains so the reluctance to administer
TRT is much higher. How one defines “significant period of time” post-surgery is also controversial, Dr. Bar-Chama explains. “In my
practice, | would not administer TRT until there had been an undetectable PSA for at least 24 months following surgery. Even then, |
need to be sure the possible risk is clearly understood by the patient. Informed consent in this population is essential, with clear docu-
mentation that the patient understands he is using a drug that is contraindicated and with unknown risk. And these patients are monitored
very closely. Their PSA levels and testosterone are checked every three months as long as they are on therapy.

Dr. Bar-Chama concludes, “TRT is not like taking a magic pill. If the nerves were injured or severed during a radical prostatectomy, TRT
will not help a man to regain erectile function. Interventions, such as injections or

“In my practice, | would not administer 2 penile implant, will still be needed in these cases. Or if a man is very over-

TRT until there had been an undetect-
able PSA for at least 24 months
following surgery. Even then, | need
to be sure the possible risk is clearly
understood by the patient.”

weight, smokes, or has diabetes and heart disease, giving him TRT is not going
to suddenly turn him into a healthy specimen. But for certain men, | believe TRT
can be safely administered to improve erectile function and quality of life post
prostatectomy. At the end of the day, this is still relatively unexplored territory.
It's a risk-benefit ratio and the risk is not totally understood. But if the quality of
life impact of low testosterone is severe, and the patient falls into a very distinct
category where all evidence suggests that the prostate cancer has been com-

pletely removed, then the discussion can begin.”

Understanding The Causes Of Male Urinary Symptoms:
The Role Of The Bladder And The Prostate

In the first part of a two-part article, the Deane Center’s Neil H. Grafstein,
MD, Director of Reconstructive Urology, Female Urology and Voiding
Dysfunction, discusses causes of male urinary symptoms. He will discuss
treatment options in more detail in the next issue.

As men age, bothersome urinary
symptoms become more fre-
quent. Usually, the symptoms do
not represent serious underlying
pathology or life-threatening dis-
ease, such as cancer. But they
can negatively impact quality of
life. Rarely, the symptoms may
be a manifestation of bladder or
advanced prostate cancer, par-
ticularly if associated with blood
in the urine or other risk factors.
The purpose of this article is to
review the normal anatomy and
function of the male urinary system and to highlight our new understanding
of male urinary symptoms and their relationship to overall male health.

Storage and Voiding: The Functions of the Bladder

The normal bladder in both men and women serves the dual role of stor-
ing, or collecting urine, and voiding, or expelling urine. When either the
storage function or the voiding function is compromised for any reason, an
individual will experience symptoms of urinary dysfunction. If the bladder
is unable to store urine adequately, symptoms of urinary frequency, ur-
gency, and nocturia (getting up at night to urinate) will occur. If the voiding
function is compromised, straining to void, difficulty in initiating urination,
a decrease of the force of the urine stream, and a feeling of incomplete
emptying are typical.

The Role of the Prostate in Male Urinary Symptoms

The prostate is a walnut-shaped organ or gland that sits below the bladder
and surrounds the urethra, the tube that exits from the bladder through the
penis. The prostate’s normal function is to secrete ejaculatory fluid, which
constitutes up to 30 percent of semen volume. As men age, the prostate
enlarges, resulting in a condition known as benign prostatic hyperplasia, or
BPH. Traditionally, whenever a man experienced urinary symptoms,
physicians tended to attribute the problem to BPH.

The enlarging prostate puts pressure on the urethra, obstructing urine flow.
Voiding symptoms, such as straining, a decrease in the force of the stream,
difficulty in starting the urine stream, and incomplete emptying, can result.
Over time, the muscles of the bladder may be forced to work harder in
order to expel urine, eventually resulting in a thickening of the bladder mus-
cles and bladder irritability. This irritability negatively impacts the storage
function of the bladder, leading to symptoms such as urinary frequency,
urgency, and waking at night to urinate.

To relieve this condition, the traditional and still best approach has been for
urologists to perform a surgical procedure known as a transurethral resec-
tion of the prostate (TURP), which involves hollowing out the prostate to
relieve pressure on the urethra. Today, the procedure can be performed on
an outpatient basis with minimally invasive laser and microwave therapies.
The use of drug therapies for men with mild to moderate BPH is also an
option. However, these products may not prevent further worsening of the
condition over time and can cause undesirable side effects.

When the Prostate Is Not the Main Culprit

Interestingly, an equal number of men and women experience urinary
symptoms such as frequency and urgency, both of which are associated
with the storage function of the bladder. When women, who do not have
prostates, experience these symptoms, the problem is typically attrib-
uted to a dysfunctional bladder, a condition referred to as an overactive
bladder. Until fairly recently, when men experienced the same symptoms,
it was assumed that an enlarged prostate was to blame rather than the
bladder. However, we now know that at least in some cases, eliminating
the prostatic obstruction fails to solve the problem . . . suggesting that the
underlying cause of the problem may not in fact be an obstructing prostate,
but an overactive bladder that can be treated with behavioral and medical
approaches.

We are also just now beginning to understand that it is possible for both
an overactive bladder and prostatic enlargement to be causing urinary
symptoms. In such cases, maximum benefit could then be achieved by
treating both underlying conditions. In fact, this theory was put to the test
in a large multi-institutional study recently published in the Journal of the
American Medical Association (JAMA). In this trial, male patients with both
storage and voiding symptoms were randomized to four different treatment
groups: 1) The first group received an anticholinergic medication, Detrol®,
which treats overactive bladder symptoms; 2) The second group received
an alpha blocker, Flomax®, which targets an obstructive prostate; 3) The

Continued on page 3
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third group was treated with a combination of both drugs, and; 4) The
fourth group received a placebo, or “sugar pill.” This landmark study
demonstrated that, in fact, the combination of the two drugs was more
effective at relieving male urinary symptoms than either drug used alone.

Urinary Frequency Not Related to the Bladder or the Prostate

In some cases, urinary frequency is not related to problems with the
bladder or the prostate but is due to the body producing excessive
urine. This can simply be the result of excessive fluid intake or the use
of a diuretic (“water pill”) for a medical condition such as high blood
pressure. Keeping a diary of fluid intake and urine output during the
course of a day can help to determine if excessive urination is related to
one or the other rather than associated with a bladder/prostate problem.
Urinary frequency can also be a sign of diabetes. Typically, this will be
associated with large-volume voids (as opposed to frequent small-vol-
ume voids associated with a prostate/bladder problem) and excessive
thirst. A urine analysis and blood glucose test can rule this out.

Importance of Ruling Out Prostate or Bladder Cancer

The majority of the time the reason for male urinary symptoms is indeed
prostatic obstruction. Although men should be screened regularly for
prostate cancer, it is rare for a cancerous prostate to be the cause of
prostatic obstruction. In the absence of blood in the urine, the pos-
sibility of bladder cancer is also highly unlikely. Even if blood is present
in the urine, it can be the result of stone disease or an infection, which
can also compromise the storage function of the bladder. A simple
urine culture will determine whether or not an infection is present. In
some cases, the physician may also wish to perform a cystoscopy to
look inside the bladder and perhaps remove a small piece of tissue for
a biopsy.

Diagnostic Testing for Urinary Symptoms

When an enlarged prostate is initially suspected as the cause of urinary
symptoms, treatment with medication is usually first-line therapy. If the
patient does not experience relief of symptoms, urodynamic testing to
measure pressure within the bladder and the speed of urine flow can
determine if there is any kind of obstruction or if the bladder is not func-
tioning properly. Urodynamic testing involves placing a small catheter
into the bladder and one in the rectum. A topical anesthetic is used
and the entire procedure, which can be performed at the Deane Center,
takes approximately 20 minutes. If an enlarged prostate is causing an
obstruction, surgical treatment is usually recommended. However,

if the bladder is not obstructed by the prostate, treatment can be
directed toward management of an overactive bladder.

Male Pelvic Health

There is strong epidemiological evidence associating male urinary
symptoms with obesity, diabetes or prediabetic states, and hyperten-
sion, suggesting that male urinary symptoms should not be discussed in
isolation but in relation to male pelvic health. In fact, we know that male
urinary symptoms can also be associated with erectile dysfunction. This
is not surprising, in that both have been shown to be markers for poor
overall health. For the same reason that obesity is a cardiovascular
disease risk factor associated with fat-clogged arteries and decreased
blood flow to the heart, bladder and erectile function may also be
compromised by reduced blood flow. If that is the case, then exercising
more and paying more attention to a healthy diet can improve urinary
symptoms by improving overall pelvic health.

e Dr. Simon J. Hall was interviewed by the New York Daily
News for the weekly “The Daily Checkup” column in the
March 25th issue for an article entitled “Prostate Cancer:

A New Look.” In addition to presenting an overview of
prostate cancer diagnosis, treatment options, and research
developments, the article quoted Dr. Hall commenting about
the publication in the Journal of the American Medical Asso-
ciation (JAMA) of two studies questioning the effectiveness
of PSA screening. Noted Dr. Hall, “With longer follow-up,
the benefits of screening may be more apparent, and these
studies only looked at death from cancer, not the pain and
suffering of more advanced disease that will occur with
delayed diagnosis and treatment.”

Quoting from an item that ran on the health Web feed
HealthDay, the Website of US News & World Report on May
4th featured Dr. Hall’'s comment about a study presented at
the recent annual meeting of the American Urological Asso-
ciation (AUA) on the effectiveness of drinking pomegranate
juice to prevent prostate cancer. He noted, “When patients
ask me if they should take vitamin E, selenium, wheat grass
juice, I'll say nobody’s studied any of this stuff. At least with
pomegranate, somebody did and it appeared to have some
efficacy.”

The same day’s edition of the US News & World Report
Website also quoted Dr. Michael A. Palese, Director of
Laparoscopy and Endourology, commenting about another
study announced at the AUA meeting, this one reporting
that drinking diet sodas, especially those with citrus flavor,
might help ward off kidney stones. Said Dr. Palese, “I think
it would be farfetched to think everyone should drink diet
soda for kidney stones. Your can argue that other things in
the soda, like caffeine, would be detrimental because it will
dehydrate you. Water is one of the better ways to go.”

News From The Deane Center

¢ Dr. David B. Samadi, Chief, Division of Robotics and
Minimally Invasive Surgery, appeared on “Fox & Friends”
on the Fox News cable channel on April 19th discussing
the importance of PSA screening, his work as a pioneering
robotic surgeon, and results of a Phase lll trial of Dendreon
Corporation’s vaccine for advanced prostate cancer.

Dr. Natan Bar-Chama, Director of Male Reproductive Medi-
cine, moderated a symposium at the AUA Annual Meeting
entitled “Assessing Cardiac Risk in the ED Patient.” Mount
Sinai Urology Resident Dr. Boback Berookhim made a
podium presentation at the meeting on the same topic,
based on an ongoing study at Mount Sinai of 186 men to
determine the relationship between low testosterone and
cardiovascular disease.

A paper presented by Deane Center behavioral health
psychologist Michael A. Diefenbach, PhD, and Nihal E.
Mohamed, PhD, at the annual meeting of the Society of
Behavioral Medicine on April 23rd, entitled “Psychologi-
cal Distress, lliness Perception, and Worries About Cancer
Recurrence Among Couples Coping with Prostate Cancer,”
has generated considerable media coverage. An in-depth
piece and interview with Dr. Diefenbach ran in the May 11
online edition of Reuters Health. According to his research,
men diagnosed with prostate cancer worry less than their
spouses do about the prospect that the illness might recur
after treatment. Dr. Diefenbach was also interviewed by the
MSNBC Website and other health-related online sites.

Urologic Robotic Surgery, a textbook on robotics in the
practice of urology edited by Department of Urology
pediatric urologist Dr. Jeffrey A. Stock, was very favorably
reviewed in the February 25th issue of JAMA. The book was
described as “comprehensive and authoritative.”

For information abhout Deane Center programs and clinical trials: 212-241-0045.
For a consultation with one of our physicians: 212-241-4812.
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brought into focus that some men diagnosed with prostate cancer do not
need treatment, because either they have small well-differentiated cancers
which likely will never become life threatening in the absence of treatment and
are therefore appropriate candidates for surveillance, or they may not live long
enough to enjoy the benefits of treatment, estimated to be between 10-15
years. The difficulty we have now is in accurately determining on an individual
basis who should not be treated in these two populations of men. That said,
the investigators expect the enhancement of survival to increase as the study

matures, especially for younger men.

The bottom line is that men who are concerned about prostate cancer and
now are questioning whether or not they should be screened with the PSA
test should talk with their urologists about their particular risk profile. While
these are important studies, | think it is premature to recommend that we stop
screening annually for prostate cancer . . . beginning at age 50 for men of
average risk, and between 40 and 45 for African American men and individu-

als with a strong family history.

Il conclude with these thoughts: As a clinician counseling a patient, how do

| know if this is the one guy who will benefit from getting tested? And for the
man whose life was saved because his cancer was discovered at the earliest,
most curable stage thanks to a PSA test, statistics are ultimately meaningless.
The PSA test is certainly not perfect. But since its widespread use, the overall
mortality rate from prostate cancer has decreased, as has the number of men
diagnosed with incurable disease. We need to dedicate substantial resources
to developing a blood or urine test that is more definitive. But for now, annual

screening with the PSA and DRE test is the best we’ve got.

Simon J. Hall, MD

Kyung Hyun Kim, MD Chair in Urology

Chairman, Department of Urology

Director, Deane Prostate Health and Research Center
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MAN TO MAN
Prostate Cancer Education and Support Meetings
For Survivors and Families

Tuesday, July 21, 6-8 pm
Speaker: Natan Bar-Chama, MD

Wednesday, September 16, 6-8 pm
Couples Panel Moderated by David B. Samadi, MD
Topic: Experiencing Prostate Cancer—The Partner’s Perspective

Tuesday, December 8, 6-8 pm
Speaker: Jean Claude Noel
Topic: lliness and Professional Identity: Ways to Shape Your Future

Presentations followed by support group meetings at 7 pm

For more information call:

Alison Snow, LCSW/Mount Sinai Ruttenberg
Treatment Center, 212-241-7805, or

David Pulli, LMSW/American Cancer Society,
212-237-3843

Man To Man meetings take place at

Mount Sinai School of Medicine

1468 Madison Avenue

Hatch Auditorium, Guggenheim Pavilion, 2nd floor

Topic: Restoration of Sexual Function after Treatment for Prostate Cancer

CONTACT US If you have a comment about an article, or would like to see a particular topic featured in The Deane Center Quarterly, we’d love to hear from you.
We welcome your feedback. Moving? Let us know your new address so you don’t miss an issue.

Contact: Linda Rosenbaum, Director, External Relations, 212-241-0985, or linda.rosenbaum@mountsinai.org

The medical information in this newsletter is provided as an information resource only, and is not to be used or relied on for any diagnostic or treatment purposes or as a substitute for professional diagnosis and treatment. Please consult your health care
provider, or contact The Barbara and Maurice Deane Prostate Health and Research Center for an appointment before making any healthcare decisions, or for guidance about a specific medical condition. The Barbara and Maurice Deane Prostate Health and
Research Center and The Mount Sinai Medical Center expressly disclaim responsibility, and shall have no liability, for any damages, loss, injury, or liability whatsoever suffered as a result of your reliance on the information contained in this newsletter. The

Barbara and Maurice Deane Prostate Health and Research Center and The Mount Sinai Medical Center do not endorse specifically any test, treatment, or procedure mentioned in this publication.



