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Controversiesin Prostate Cancer Treatments.

Canadian Urological Association
conference - June 2013

Death from prostate cancer has
plummeted dramaticaly in the U.S.
since the introduction of prostatic
specific antigen (PSA) testing,
suggesting that early diagnosis and
treatment does save lives. On the other
hand, widespread PSA testing
throughout the U.S. hasled to
overdiagnosis and overtreatment, Dr.
Patrick Walsh, Professor of Urology,
Johns Hopkins University, Baltimore,

Maryland told delegates here. In an
effort to correct this excess, the
American Urological Association
(AUA) recently released new
guidelines curtailing the use of PSA
testing. But as Dr. Walsh argued, the
new AUA recommendations may, if
anything, overcorrect excesses in
diagnosis and treatment and leave
individua groups of men not

“The strongest evidence supporting
PSA testing isin men aged 55 to 69,
which makes sense,” Dr. Walsh said.
However, as the guidelines indicate,
screening should only occur after
physicians and their patients weigh the
benefit of preventing asingle death
from prostate cancer for every 1 000
men screened over 10 years against the
known potential harm associated with

benefitting from being tested or screening and treatment. "This
treated, and subsequently dying from (recommendation) is based on mortality
lethal disease. a 10 years," as Dr. Walsh emphasized.

(Continued on page 2)
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(Continued from page 1)

"But men who die from prostate
cancer within 10 years of diagnosis
did not have curable disease from the
outset anyway so these men would not
have been helped by PSA screening,”
he added. Conversely, most men with
curable disease who are |eft untreated
do not die of prostate cancer within 10
years of diagnosis. “So 10-year
mortality rates are absolutely
meaningless,” Dr. Walsh said.

Similarly, the AUA guidelines do not
recommend routine screening in men
between the ages of 40 and 54 at
average risk. In contrast to men
between 55 and 69 years of age, “there
is absolutely no evidence for or
againg testing in men under the age of
55,” Dr. Wdsh noted. More
importantly, a baseline PSA in men in
their late 40s can be highly predictive
of their risk of developing metastases
over alifetime, he added. If aman
between 45 and 49 years of age hasa
PSA of = 0.7 ng/mL, hislifetime risk
of developing metastatic disease from
prostate cancer is extremely low. On
the other hand, if aman in the same
age bracket has a PSA = 1.6 mg/mL,
his lifetime risk of developing
metastatic disease is dramatically
higher - suggesting that PSA testing in
men under the age of 55 can be helpful
in select patients, as Dr. Walsh
indicated.

The AUA panel aso do not
recommend routine PSA screening in
men over the age of 70, or in any man

with less than a 10- to 15-year life
expectancy. “This needs to be
rethought,” Dr. Walsh said. Inthe U.S,,
studies indicate that 50% of the men
who die from prostate cancer are
diagnosed after the age of 75.
Furthermore, 9 years after stopping PSA
testing, recent data indicate that the
incidence of potentialy letha cancers
equals that in an unscreened group of
men. “We need to think more about
healthy older men,” Dr. Walsh
observed. n

In hisown !
approach to
PSA testing, Dr.
Walsh feels that
any man with a
10to 15 year
lifespan who
doesn’t want to
die from
prostate cancer
should be
screened.

Urologists
should also
avoid screening
in men with alimited lifespan and avoid
treatment in men who do not need it.

He also suggests urologists refer men
who need treatment to high-volume
centers so that the risk of treatment-
related complications can be minimized.

“There is abundant evidence that early
diagnosis and treatment of prostate
cancer inthe U.S. hasresulted in a

dramatic decline in deaths to the point
where rather than having 60,000
people ayear dying from the disease,
it's now 30,000,” Dr. Walsh said.
“The bad newsisthat as aresult of
overdiagnosis and overtreatment,
many patients have received
treatments that they didn’t benefit
from, and actualy were harmed by,
because of side effects. | believe that
the AUA guiddines will benefit from
better clarification.”

Presented by Laurence Klotz, MD,
FRCSC and Patrick Walsh, MD at the
68th Canadian Urological Association
(CUA) Annual Meeting - June 22 - 25,
2013 - Niagara Falls, Ontario
Canada.

Written by Pam Harrison, medical
writer for UroToday.com

Erectile dysfunction (ED) iswhen a
man has trouble getting or keeping an
erection. ED becomes more common
as you get older. But male sexua
dysfunction is not a natural part of

aging.

Some people have trouble speaking
with their doctors about sex. But if

Erectile Dysfunction

you have ED, you should tell your
doctor. ED can be asign of health
problems. It may mean your blood
vessels are clogged. It may mean you
have nerve damage from diabetes. If you
don't see your doctor, these problems
will go untreated.

Y our doctor can offer severd new

treatments for ED. For many men, the
answer isas smple as taking a pill.
Getting more exercise, losing weight
or stopping smoking may also help.

Medline Plus Weekly Digest
Bulletin - June 2013
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Final Intergroup Analysis Supports ADT plusRT as
Standard of Carein Locally Advanced Prostate Cancer

Canadian Urological Association
conference - June 2013
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The combination of androgen
deprivation therapy (ADT) plus
radiation therapy (RT) improves both
overal and disease-specific surviva in
patients with locally advanced prostate
cancer, compared with ADT aone, and
should be considered standard of care
for this group of patients. Padraig
Warde, MD, staff radiation oncologist.
Princess Margaret Hospital, University
of Toronto and multi-center colleagues
found that 55% of patients who received
ADT plus RT in the Intergroup
randomized phase 111 study were still
alive at 10 years compared with 49% of
those who received ADT alone. At a
median follow-up of 8 years, only 32%
of patients in the combination arm
(n=603) had died of their disease
compared with 52% of those who
received ADT done (n=602)—a 54%
disease -specific survival advantage in
favor of the combination arm as Dr.
Warde pointed out.

“We knew at the time that early
introduction of hormonal therapy was
actually valuable in patients with locally
advanced disease, and what people
wondered at the time was whether
hormone therapy was actually sufficient
in itself for these patients,” Dr. Warde
said. “So that was the thrust of the
study—did the addition of RT improve

survival and at what cost in terms of side
effects’? The final analysis of the
Intergroup study was presented here
during the 68th annua meeting of the
CUA.

Intergroup Trial

The intergroup tria was initiated in
1995. Petients were randomized to
continuous ADT aone or to ADT plus
RT. Approximately 90% of patientsin
both arms had T3 or T4 prostate cancer.

ADT was achieved either through
bilateral orchiectomy or through the use
of an LHRH agonist. Radiotherapy was
administered at a dose of 45 Gy/25 F/5
weeks to the pelvis and at a dose of 20-
24 Gy/10-12 F/2-2.5 weeks to the
prostate. If the treating physician felt the
patient was not a suitable candidate for
whole pelvis RT, RT was given to the
prostate alone.

As Dr. Warde pointed out, the overall
and disease-specific survival advantage
obtained with the addition of RT to ADT
did not come at a significant cost in
terms of an excess of side effects, with
additional RT, at least with longer-term
follow-up. At 6 months, the mean
change in the quality of life assessment
score was -8.90 in the combination arm
vs -1.74 in the hormona arm, which was
significant. However, by 36 months,
between-group differences in quality-of-
life measures were no longer significant,
he added.

In the bowe domain, the combination
ADT plusHT showed a moderate
worsening of bowel symptoms at 6
months, which was consistent with
clinical expectations, Dr. Padraig noted.
Again, however, scores improved in the
ADT plus RT arm by 12 months and
there were no between-group differences
that persisted at 24 months or theresfter.

As Dr. Warde observed, when the
study was initiated in the mid-90s,
standard of care was to use life-
long ADT. “We now know that
lifelong hormones aren't necessary
and that we probably only need 2
to 3 years of hormones, which is
standard now-a-days.” Similarly,
the doses of RT used in the
Intergroup trial reflected the doses
generally used for prostate cancer
at that time, suggesting that the
benefit of RT as now used may be
even greater with dose escalation.

“The key hereisthat local
treatment improves survival,” Dr.
Woarde said. “And we now know
that local treatment with RT
should be offered to patients with
locally advanced disease, in
addition to ADT, and that this
should be the standard of care.”

Presented by Padraig Warde,
Wendy Parulekar, Michael
Brundage, Peter Kirkbride, Mary
Gospodarowicz, Gregory
Swanson, Bingshu Chen, Matthew
Sydes, and Malcolm Mason at the
68th CUA Annual Meeting - June
22 - 25, 2013 - Niagara Falls,
Ontario Canada.

Written by Pam Harrison, medical
writer for UroToday.com
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An interesting look at the PROS and CONS of Active Surveillance— Part 1

(Thisisa 2 part article on treating
prostate cancer using active
surveillance. Our August newsletter
will feature Dr. Laurence Klotz talking
about the PRO approach. Dr. Oliver
Sartor will use the CON argument in
the September issue.)

Active Surveillance Not Only
ReducesMorbidity, It SavesLives.

By Laurence Klotz, MD, FRCSC
June 11, 2013

Sunnybrook Health Sciences Centre,
Toronto, Ontario, Canada

The concept of active surveillanceis
based on the observation that Gleason
6 prostate cancer is an indolent
condition that poses little or no threat
to the patient’s life. Thisview is
supported by the molecular
characteristics and clinical behavior of
the disease. Conservative management
is thus appropriate for these patients.
Close and ongoing monitoring is
required for two reasons:. (1) to
identify those patients initially
diagnosed with Gleason 6 disease who
harbor higher-grade cancer, and (2) to
find the small proportion of patients
who have true biologica progression
over time. Despite these two concerns,
the mgjority of patients will remain
unaffected and untreated, thereby
avoiding the significant quality-of-life
effects of radical intervention for
prostate cancer. Those patients who
are eventually reclassified as higher
risk and who are subsequently treated
have an extremely small likelihood of
dying of prostate cancer.

Interest in, and support for, the
concept of active surveillance has
increased substantialy in recent years.
This is due to a number of factors. The
problem of overtreatment of prostate
cancer has been widely recognized. In
particular, the US Preventive Services

Task Force (USPSTF) recommendation
against prostate cancer screening was
based to alarge degree on evidence that

rates of overdiagnosis and overtreatment

were unacceptably high. For the
USPSTF, the risks associated with
overdiagnosis and overtreatment
outweighed the evidence that screening
was beneficial because of reduced
prostate cancer mortality.

A second factor has been anincreased
acceptance of surveillance asan
antidote to overtreatment. Selective
therapy confined to patients with
potentially aggressive disease will
reduce the number needed to screen and
treat to the point where the risk-benefit
ratio of screening is palatable.

R EEIEE]

A third factor is the mounting molecular

and clinical evidence that Gleason 6
disease lacks the hallmarks of cancer.
The aberrant genes and pathway's that
induce the features typical of cancer
have been characterized. With
remarkable consistency, wherea
specific gene or protein ateration is
linked to one of these aberrant
pathways, the alteration associated with
malignancy is absent in Gleason 3
pattern disease and present in Gleason 4
and 5 patterns.

A confounder in determining the
clinical outcome of Gleason 6 cancer
has been the known rate of
undergrading, which has been well
documented as a feature of systematic

biopsies. The rate of progression and
metastases from pathologically
confirmed Gleason 6 disease testifies
to this. One would expect, if Gleason
6 cancer had even dight metastatic
potential, that afew patients treated
surgically would eventualy fail—due
to occult metastasis prior to surgery,
or dueto local failure from an
incompl ete resection with progression
to metastasis—and that these patients
would eventually die of the disease. In
fact, patients with surgically
confirmed Gleason 6 disease do not
die of prostate cancer. This has been
confirmed in severa large series
involving more than 10,000 patients.

Our understanding of the nature of
occult high-grade disease in patients
who had been classified as “low-
grade’ has improved since
surveillance was introduced. 25% of
patients initialy diagnosed with low-
risk PCa (Gleason 6, PSA < 10) harbor
higher-grade disease. In 90% of cases,
this higher-grade disease is Gleason
3+4—ie, at the low end of
intermediate risk, it is often indolent
aswell. A few men with only Gleason
3+3 cancer will dedifferentiate over
time to higher-grade disease (just as
some patients without prostate cancer
will develop high-grade disease over
time). We estimate that this occurs at a
rate of 1% per year, based on the
relationship between the time since the
diagnostic biopsy and the likelihood of
upgrading in our cohort. Thus, patients
require long-term follow-up.

Finaly, the increasing use of
multiparametric MRI is enhancing our
ability to identify patients with large
occult cancers early, and to reassure
the remainder. Absence of an
abnormality on multiparametric MRI
has recently been reported to have a
96% to 100% negative predictive

value for the presence of higher-grade
(Continued on page5)

| —

www.manpros.org

—




The Manitoba Prostate Cancer Support Group Newsletter

August 2013 5

(Continued from page4)

disease in a surveillance cohort.

The urologist is the sole physician
contact for many men on
surveillance. Thisrepresents an
opportunity to counsel these patients
on other aspects of men's hedlth,
including smoking cessation, dietary
modification, weight reduction, and
exercise. These recommendations, if
followed, may have as much of a
beneficia health impact as prostate
cancer monitoring, or perhaps more.

A compelling case can be made that
active surveillance not only reduces
morbidity, but saves lives. PSA
screening reduces mortality from
prostate cancer. However, screening
has been rejected—because of
concerns about overtreatment—by
policy makers, primary care
physicians, and patients. This
rejection will result in an increase in
prostate cancer mortality. Reducing
overtreatment by active
surveillance, which consequently
reduces the number needed to
screen and treat for each degth
avoided, will make screening more
palatable, acceptable, and prevalent.
This will result in the earlier
diagnosis of life-threatening prostate
cancer, and an improvement in
prostate cancer mortality.

The real debate in 2013 is not active
surveillance pro or con, but the
nuances of how to optimize this
gpproach. Which favorable-risk
patients (high-volume disease at a
young age, for example) should be
treated; which intermediate-risk
patients are candidates for
surveillance; how to use MRI and
biomarkers to better risk-stratify;
how often to biopsy; targeted vs
template strategies; and when to
intervene—there are an abundance
of challenging research questions to
addressin thisfield.

Erectile Dysfunction Patient Information Fact Sheet

What iserectile dysfunction?

Erectile dysfunction, often referred to as
impotence, is the inability to have or
maintain an erection sufficient for sexua
activity. It isacommon problem
affecting around one in every 10 men at
some timein their lives and tendsto
affect men increasingly as they get older.
Erectile dysfunction used to be regarded
as an entirely psychological prdolem, but
it is now known that in about 70% of
sufferers there is a physical cause.

What causes er ectile dysfunction?

Most menwill suffer occasiona
episodes of erectile dysfunction at some
timein their lives, which may be caused
by factors such as excess acohol or
stress and anxiety. Previous erectile
failure for one of these reasons may
cause anxiety and so the problem can
repeat itsdf. If you can achieve an
erection on some occasions and not
others, the causeis likely to be
psychological. There are many possible
psychologica causes, including
depression or sexua boredom or
conflicts with a partner, which may lead
to temporary sexua dysfunction with
that partner. In addition, uncertainty
about sexua orientation (i.e., whether
heterosexual or homosexual), can cause
problems. Excessive stress and anxiety at
work may cause atemporary or long-
term problem depending on whether the
stress is short-term or permanent.

If erectile dysfunction is the result of a
physical problem, the decline in sexual
function is usualy gradua. A number of
physical conditions may result in erectile
dysfunction. For example, if the arteries
supplying the penis become blocked
(atherosclerosis) the blood supply to the
penis may not be sufficient to sustain an
erection. The arteries can become
blocked in the same way that arteries to
the heart become blocked, as a result of

smoking or high cholesterol levels.

Neurological diseases or disorders of
the nerves that go to the penis, eg, in
spinal cord injury, can also affect
sexua function, as can astroke. There
are severa other conditions that can
cause erectile dysfunction, including
diabetes, kidney failure, liver failure,
hypogonadism (low levels of mae
hormone testosterone), high blood
pressure and acoholism.

Ol

Erectile dysfunction may also occur as
aside effect of some drug trestments,
for example, some treatments for high
blood pressure. If you are taking
medicine for high blood pressure and
are experiencing erection difficulties,
do not stop taking the tablets without
consulting your GP. High blood
pressure must be controlled and
stopping the medication can put you at
risk of other problems. Alternative
treatments for high blood pressure are
available and the problem may be
resolved by a change in medication.
Some drugs, particularly
antidepressants, can cause lethargy or
weight gain and may affect libido
(sexua interest). Some medications
given for serious mentd illness may
aso affect the ability to achieve
orgasm, while some medicines for
anxiety or high blood pressure may
delay or prevent orgasm. Use of
certain illega drugs may also cause
sexual problems.
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Saskatchewan I mproves Prostate Cancer Wait Times

Saskatchewan men now face a far
shorter path to diagnosisand
treatment for prostate cancer.

For 10 patients over the past month,
that took just 35 days, compared to a
previous high of 112 days. Those are
the early results of the Saskatchewan
Prostate Assessment Pathway, which
the province rolled out last month.

"The biggest benefit I've seen is
patient satisfaction,” said Nicole Baba,
one of three new, part-time nurse
navigators.

She has been involved with trials over
the past severa months putting the
pieces of the program in place.

"We have about a 70 per cent return
rate of a mailed-out satisfaction survey
with phenomena results,” she said.

Prostate cancer is the most common
cancer in Canada, with 900
Saskatchewan men diagnosed
annually. The new pathway
streamlines and centralizes the
workload that would normally be
spread between aman's doctor and
urologist to the nurse navigators.

Two navigators are stationed at St.
Paul's Hospital in Saskatoon and the
other is a Pasgua Hospital in Regina.

"We've taken over some of the duties
the urologist was doing that a nurse
could provide, which isalot of the
patient teaching,” Baba said. "The
pathway itself is what provided us
with the infrastructure to determine
who can safely have a biopsy through
this pathway."

However, it's hard to determine the
pathway's impact on patients health
outcomes, she said.

"Because prostate cancer isn't the kind

of cancer we need to diagnose this
absolute second. It is more about, first,
the patient's experience, having that
diagnosis quickly. It's also about the
standard practice ... we provide the
same, consistent message to patients so
that decreased variation will improve
the outcomes."

Health Minister Dustin Duncan said the
volume of diagnoses made prostate
cancer treatment a natural place to
implement anew pathway. However,
the pathway team didn't set hard targets
for reductions, he said

"We're obvioudy thrilled to see times
have been reduced by that much and |
think it really shows the benefits of the
pathway,” he said.

Hea so couldn't say how much money
the streamlining might save the hedlth-
care system.

"At this point we're going to have to see
over the next year what the savings will
be. More important than any cost
savings, though, we talk alot about
putting the patient first and thisrealy
looks at the process more clearly
through the eyes of the patient.

"While there may be some savings
down the road, where there will be
benefitsis just being able to provide
services in amore timely fashion.”

The province has aready implemented
pathways for hip and knee replacement
surgery and for pelvic organ prolapse.
Pathways for strokes and lower-
extremity wounds are aso in the works.

The Regina Leader -Post June 2013

Editor’ snote: In 2011 a Manitoba program
called Cancer Patient Journey Initiative was
launched. It aimsto reduceto 60 days or less
the time from suspicion of cancer to first
treatment.

Prostate Cancer Statistics

Prostate cancer is the most common
cancer among Canadian men
(excluding non-melanoma skin can-
cers). It isthe 3rd leading cause of
death from cancer in men in Canada.

Percentage of All Estimated New Cancer
Cases in Men in 2013

Prostate cancer
s CAses, 25%

All ather
G@ancers, 754

Percentage of All Estimated Cancer
Deaths in Men in 2013

Prostate ancer
deaths, 10

Trendsin prostate cancer

Since 1980, the incidence rate for
prostate cancer has generaly in-
creased. Part of the increase in inci-
denceis likely due to the more wide-
spread use of the prostate specific an-
tigen (PSA) test for the early detection
of prostate cancer.

The death rate rose much more slowly
during the same period and started to
decline in the mid-1990s.

Based on 2007 estimates, about 1 in 7
Canadian men is expected to develop

prostate cancer during his lifetime and
1in 28 will die from it.

Source: Canadian Cancer Society
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Manitoba Prostate Cancer presents

SUPPORT GROUP [REZEL™

PROSTATE HEALTH
Awareness Evening

Tuesday, September 17, 2013 | 7:00pm to 9:00pm
Cabhoto Centre - 1055 Wilkes Ave. Winnipeg

FREE ADMISSION

Dr. Jeff Sisler Dr. Jeff Saranchuk Brian Sprott
Family Physician Urologist Chair,
Director of Primary Care Medical Director - MPCSG
Oncology CCMB Manitoba Prostate Centre

Thanks to our sponsors: ,ﬂ_
- AMGEN

janssen J 4 ey

WINNIPEG
FOUNDATION

AstraZeneca abbvie g

SANOFI
‘% g werCare Manitoba
KUEMITOEL COMWENITY IR'HT.'ES COUMCIL IHC,

PFOUNDATION

WWW.manpros.org Phone 204-989-3433
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Return undeliverable Canadian addresses to
Manitoba Prostate Cancer Support Group
# 315-971 Corydon Ave.,
Winnipeg R3M 3S7
P ublications Agreement
# 40037332

The Manitoba Prostate Cancer Support Group has been providing services for 20 years.
Newdetter —Website - Monthly Meetings - Hospital visits- Presentations

Your DONATIONS make it all possible. We Thank You.
Donor’s Name:

Address: Postal code:
This gift isin memory/honour of Please send notification to:
Name:
Address: Postal code:
$25 $50 $75 $100 $250 other Make payment to:

Manitoba Prostate Cancer Support Group 315 —-971 Corydon Ave. Winnipeg, MB R3M 357
*A tax deductible receipt will beissued.  Charity number: 88907 1882 RR001

g Special Thanks to Sanofi h

The Board of the Manitoba Prostate Cancer Support Group would like to thank

Sanofi for their kind donation. Backed by decades of service to Canadian

healthcare professionals and patients, Sanofi has partnered with their ' J
customers in the search for solutions to Canada’s healthcare challenges. These

include innovative initiatives to promote the appropriate use of medicines, make

healthcare more efficient and cost-effective, and help people better manage SA N O F |
their health. Eligard, Taxotere and Jevtana are 3 drugs produced by Sanofi.

We appreciate their efforts in advancing the treatment of prostate cancer.

Email - manpros@mts.net ALL MEMBER INFORMATION ISKEPT CONFIDENTIAL
Answering Machine - (204) 989-3433 Help us lower our costs:
Receive this newdletter by email ~ Please notify us and we'll make the changes. Thank-you
MEETINGS MPCSG BOARD
September 17, 2013 (Tuesday) Brian Sprott - Chair ...............ocovviiiin, (204) 668-6160
Prostate Health Awareness Evening
Caboto Centre, 1055 Wilkes Ave. Al Petkau - Treasurer............oooovvnninnns (204) 736-4398
Presenters: Dr. Jeff Sisler, FP & Medical Lead,
Primary Care Onco|ogy Program. Len Bueckert - Presentations........................ (204) 782-4086
Dr. Jeff Saranchuk, Urologist & Medical
Director — CancerCare Manitoba. June Sprott - Secretary / Newsletter............ (204) 668-6160
Note: No meeting at Seven Oaks Darl Hav - M hi 204 76742
Hospital on Sept. 19, 2013 arlene Hay embership ... (204) 837-6
October 17, 2013 ... TBA Kirby Hay - Information Kits ........................ (204) 837-6742
November 21, 2013 Liz & Pat Feschuk - Special Projects............ (204) 654-3898
Dr. Harvey Quon, Radiation Oncologist .
Intimate Fire-side chat on Radiation Options Jim Leddy - OUErEach ......cooovriiesiivsssn (204) 326-1477
and Fractionation in Winnipeg Mike Talgoy - Member At Large ..................... (204) 774-0141

All meetings are held at A
Seven Oaks General Hospital Auditorium Bottom Line Computer Services
7-9 p.m. publication

Eve ryone Welcome Bottom Line Computer Services is not responsible for content
WWW. miSterpete.CO m
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