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Did They Die of Prostate Cancer?

An audit of death certificates from Norway has found that one
third of all deaths attributed to PCa were actually caused by
something else. However, there was also an under-reporting of
prostate deaths in the study — wherein some men who were
reported to have died of other causes were considered by the
researchers to have actually died of PCa.

Overall, the correlation between the registered (on death cer-
tificates) and observed (upon review by the investigators) PCa
deaths was 81%. The study was published online 01/11/2018 in
the Scandinavian Journal of Urology. The authors, led by Sven
Loffeler, MD, a urologist at the Vestfold Hospital Trust in Tons-
berg, Norway, say their investigation is important because
“official cancer mortality statistics strongly influence the per-
ception of different cancers.”

Investigators reviewed the records of all deceased men from
2009 to 2014 in Vestfold County, one of the 18 counties in Nor-
way. Vestfold is small (only 230,000 residents), but is represen-
tative of the socioeconomics of Norway’s population. The
study’s review committee consisted of three urologists and one
oncologist, all of whom treat patients with PCa. They did a
careful, three-part review of patient history, checking death
certificates against medical records to determine the likelihood
of a PCa-related death.

The team identified 328 men who had PCa as the immediate
cause of death (part | of the death certificate) and 126 who had
PCa as another significant condition (part Il of the death certifi-

(Continued on page 5)
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“Selection of patients, as well
as follow-up protocols for
early recognition of disease
recurrences, is being studied.”

At least six focal therapy op-
tions for primary prostate
cancer management cur-
rently exist: cryotherapy,
high-intensity focused ultra-
sound (HIFU), irreversible
electroporation (IRE), laser
ablation, photodynamic ther-
apy, and brachytherapy. Dr.
van der Poel and colleagues
on the EAU Prostate Cancer
Guidelines panel review the
evidence on the use of these

Focal Therapy for Primary Localized Prostate Cancer Remains Investigational

modalities in their online
report in European Urology.

They agree that focal therapy
can ablate cancer cells, but
they note that current imag-
ing methods cannot reliably
identify all high-risk cancer
clones within the prostate.
Moreover, the oncologic ef-
fectiveness of focal therapy
remains unproven due to the
lack of reliable data compar-
ing it with the current stan-
dard of care, including active
surveillance (AS).

(Continued on page 4)

Low PSA on Androgen Deprivation Therapy is Still
Prognostic in New Treatment Era

A low PSA value continues to
be a helpful prognostic
marker in the setting of hor-
mone-sensitive metastatic
prostate cancer, even as
standard treatment evolves.
The finding comes from a
retrospective analysis pub-
lished online December 20,
2017, in the Journal of Clini-
cal Oncology.

Among oncologists and
urologists, it is well known
that a PSA level <0.2 ng/mL
in these men at seven
months after the initiation of
androgen deprivation ther-
apy (ADT) portends a signifi-
cantly longer survival than
seen in men with PSA values
above this cutoff point. But
that insight comes from a
study published more than
10 years ago - the Southwest
Oncology Group 9346 trial (J
Clin Oncol 24: 3984-3990,

2006). At that time, ADT
alone was the mainstay of
treatment. However, over
time, treatment options
change.

Now, thanks to findings from
the more recent CHAARTED
and STAMPEDE trials, many
of these patients receive
chemotherapy with do-
cetaxel in addition to ADT,
especially if they have high-
volume metastatic disease.
Both major trials showed
significantly improved overall
survival when chemotherapy
was added to ADT in ad-
vanced prostate cancer.

But it has not been known in
the current treatment era
whether the PSA biomarker
remained prognostic when
docetaxel was added to ADT.
So the CHAARTED investiga-

(Continued on page 6)
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Effect of Starting Penile Rehabilitation with Sildenafil Immediately After
Robot-Assisted Laparoscopic Radical Prostatectomy on Erectile Function
Recovery: A Prospective Randomized Trial

Jo JK, Jeong SJ, Oh JJ, et al.
J Urology Article in Press

Purpose: It has not been
clearly proven in real practice
whether early rehabilitation
with phosphodiesterase type
five (PDE-5) inhibitors start-
ing immediately after radical
prostatectomy (RP) improves
erectile function recovery
more effectively compared
with delayed treatment with
the same regimen. We per-
formed a prospective ran-
domised trial to identify this.

Patients and Methods:

Men with prostate cancer
and pre-operative Interna-
tional Index of Erectile Func-
tion (IIEF)-5 score 217 were
randomly assigned to regu-
larly receive sildenafil
(Viagra) 100mg twice a week

for three months immedi-
ately after urethral catheter
removal (early group) or only
at three months after nerve-
sparing robot-assisted
laparoscopic RP (delayed
group). The primary endpoint
was full erectile function
recovery rates (defined as
IIEF-5 217) over the 12
months.

Results: In the 120 random-
ised patients, the proportion
of men achieving full recov-
ery was significantly higher
over the 12 months in the
early group than in the de-
layed group (B :
<0.001, generalized estimat-
ing equation). After 9 months
following surgery, the pro-

Op 356,

portion of patients achieving
full recovery had steadily
increased, resulting in 41.4%
at 12 months in the early
group, while patients in the
delayed group had not
shown further improvement,
thus achieving full recovery
onlyin 17.7% of men at 12
months. Only early sildenafil
treatment (hazard ratio
2.943, p = 0.034) independ-
ently improved full recovery
at 12 months.

Conclusions: Our trial pro-
vides clinical data to suggest
that the earlier rehabilitation
with PDE-5 inhibitors can
contribute more to the re-
covery of erectile function
after RP in the clinical set-
ting.

Long-Term Antitumor Activity and Safety of Enzalutamide Monotherapy in
Hormone Naive Prostate Cancer: Three-Year Open Label Followup Results
Tombal B, Borre M, Rathenborg P, et al.

J Urol 199: 459-464, 2018

Purpose: A phase 2 study of
enzalutamide (Xtandi) mono-
therapy in men with hor-
mone naive prostate cancer
demonstrated high PSA re-
sponse rates at 25 weeks,
one year and two years of
treatment with minimal ef-
fects on total body bone min-
eral density and favorable
safety. In this followup analy-
sis, we evaluated enzalu-
tamide antitumor activity
and safety at three years.

Materials and Methods:

In a single arm analysis 67
patients with hormone naive
prostate cancer and noncas-
trate testosterone (230 ng/
dL or greater) received en-
zalutamide 160 mg per day
orally until disease progres-
sion or unacceptable toxicity.
The primary end point was
PSA response (280% decline
from baseline).

Results: No patients discon-
tinued treatment during year
three. Of 42 patients with PSA
assessments at three years,
38 (90.5%, 95% Confidence
Interval [CI] 77.4-97.3%)
maintained a PSA response.
Of 26 patients with metasta-
ses at baseline, 17 (65.4%)
had a complete or partial re-
sponse as the best overall
response during three years.

In patients who completed
the three-year visit, minimal
mean changes from baseline
were observed in total body
bone mineral density (BMD)
or BMD of the femoral neck
(hip), trochanter (either of
two knobs at the top of the
femur), spine (L1-L4) or fore-
arm (range -2.7% to -0.1%). At
three years, total body fat had
increased a mean of 16.5%,
total lean body mass had de-
creased a mean of -6.5% and
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global health status had mini-
mally decreased from base-
line. Common adverse events
were gynecomastia (breast
enlargement), fatigue, hot
flush and nipple pain.

Conclusions: Enzalutamide
antitumor activity was main-
tained in patients with hor-
mone naive prostate cancer
at three years. Overall BMD,
global health status and
safety results were similar to
those at two years.

Find Your Clinical Trial at the

Us TOO Prostate Cancer
Clinical Trial Finder

Free. Confidential. Quick.
Easy.

www.ustoo.org/HCP-Clinical-Trials
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Doc Moyad'’s What Works & What is Worthless or Physician Trust Tied to PSA Testing

“No Bogus Science” Column
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[ KAy 3t The level of trust a man has 8 ; trust in cancer information
in his physician is “strongly from a participant’s physi-

Mark A. Moyad, MD, MPH, University of Michigan Medical

Center, Department of Urology

9 RA (i 2 NXBXOOhngités SeMain physicians and others to provide
information and commentary for the Hot SHEET to enrich its content
to empower the reader. This column contains the opinions and
thoughts of its author and are not necessarily those of Us TOO

International.

Recently, | wrote in my Us
TOO column about the im-
portance of making sure that
your adult vaccinations are
up-to-date because they can
provide ancillary and unad-
vertised benefits that are
potentially incredible! |
talked (preached) previously
about some adult vaccina-
tions that were being studied
with cancer drugs in order to
boost the response of the
immune system. | also dis-
cussed the theory (that | fully
support by the way) that by
reducing chronic inflamma-
tion from an infection such
as the flu or shingles you
could reduce your risk of a
heart attack or stroke.

Okay, fast forward about a
year or so later and BAM!
Moyad hits a grand slam
baby! Researchers in Canada
looked at 364 hospitaliza-
tions for a heart attack that
occurred one year before or
after a positive test result for
influenza was reported. Re-
searchers found that the risk
of being admitted to the hos-
pital for a heart attack was
SIX time higher the week
after a diagnosis of the flu
compared to other times of
the year. The risk was higher
with increased age (greater
than 65 years) but was also
higher in younger male and
female patients and it ap-
peared higher for those that
had never had a heart attack
before and for those that
were not vaccinated against
the disease (but this was not
the purpose of the study).

This research supports sev-
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eral other studies that dem-
onstrate higher risk of car-
diac events with respiratory
infections. And, now that the
new shingles vaccine is avail-
able known as “Shingrix,”
you need to get that ASAP
because there is a belief that
shingles increases the risk of
stroke and possibly heart
attacks (which | agree with).
It is easy to look at some-
thing like missing your adult
vaccine as “no big deal.” Peo-
ple argue constantly about
whether or not there are
personal benefits to an adult
vaccine. However, people
miss the forest for the trees.
Adult vaccines are heart
healthy and it is the reason |
get them. Also, the research
on adult vaccines providing
additional immune surveil-
lance benefits against cancer
are preliminary but are in-
credibly fascinating.

The number one killer of
prostate cancer patients is
cardiovascular disease (CVD)
in many circles of the world.
But what if there was an-
other cheap way to reduce
the risk of this major killer?
Well, it seems that now there
is, and | think it is worth a
SHOT. (Did you see what | did
there? Threw in an intended
pun ... shot and vaccine ...
man how does Moyad INJECT
this kind of humor in his col-
umn? Ah, | did it again!).
References:

1. Kwong JC, Schwartz KL, Cam-
pitelli MA, et al. Acute myo-
cardial infarction after labo-
ratory-confirmed influenza
infection. N Engl J Med 378:
345-353, 2018.

associated” with the decision
of whether to undergo PSA
screening, according to a
new study of US attitudes
and behaviors presented at
the Genitourinary Cancers
Symposium (GUCS) 2018.
Interestingly, a man’s degree
of trust in cancer information
found on the Internet was
not significantly associated
with getting the test, when
multiple variables were con-
sidered.

“If you trust your physician a
lot, you are more likely to
discuss PSA screening as well
as receive it,” said Zachary
Klaassen, MD, a urologist at
the University of Toronto,
Ontario, Canada. Dr. Klaas-
sen is a member of the
famed urology group in To-
ronto, which is led by active
surveillance pioneer and PSA
screening champion Laur-
ence Klotz, MD. They see
patients at the Princess Mar-
garet Hospital.

“The PSA test triggers a lot of
feelings in men,” said Dr.
Klaassen. “I have a colleague
who says that PSA stands for
‘prostate- or patient-specific
anxiety.’

“We wanted to assess factors
that may lead patients to get
PSA screening or not,” he
continued. They especially
wanted to address the vari-
able of physician trust be-
cause shared decision mak-
ing is becoming “more and
more important.” To do so,
the team had to use US data.
“Physician trust is not in
many databases,” Dr. Klaas-
sen explained.

But it is in the Health Infor-
mation National Trends Sur-
vey (HINTS), a survey of peo-
ple living in the US. So the
team performed a cross-
sectional study using data
from 2011 to 2014. The pri-
mary exposure was degree of

cian. The secondary exposure
was the same thing, but for
cancer information obtained
from the Internet. The pri-
mary outcome was patient-
reported receipt of PSA
screening.

There were 5,069 eligible
men in HINTS. Trust in their
doctors was “a lot” in 3,606
(71.1%) men and “some” in
1,186 (23.4%) men. Only
small fractions trusted “a
little” (N=219, 4.3%; ) or “not
at all” (N=58, 1.1%; ).

About half of the total group
was PSA screened (52.4%;
N=2,655). The degree of trust
in cancer information from
the physician was strongly
associated with the likeli-
hood of being screened.
Among the men who re-
ported “a lot” of trust, 54.9%
underwent screening, as did
48.6% of the “some” trust
group, 38.4% of the “little”
trust group, and 27.6% of the
“not at all” trust group (trend
P <0.0001).

Sumanta K. Pal, MD, urologic
oncologist at City of Hope
Cancer Center in Duarte Cali-
fornia, and an American Soci-
ety of Clinical Oncology ex-
pert, suggested the findings
make sense. “It's somewhat
implicit: the more a patient
trusts a physician, the
greater the likelihood that
they will follow recommen-
dations, which may include
PSA screening,” Dr. Pal told
Medscape Medical News.
The relationship between
physician trust and the pres-
ence of PSA screening (or
not) “should probably go
hand in hand,” he added.

However, Cara Litvin, MD, an
internist at the Medical Uni-
versity of South Carolina in
Charleston, found the results
hard to interpret without
(Continued on page 8)



Obese Men May Have Higher Risk for Biochemical
Recurrence Following Radical Prostatectomy

Among men with prostate
cancer (PCa) who underwent
radical prostatectomy (RP),
those who were obese had a
higher risk of biochemical
recurrence (BCR), according
to data presented at the
American Association for
Cancer Research (AACR) Spe-
cial Conference on Obesity
and Cancer. BCR was defined
as two consecutive PSA lev-
els 0.2 ng/mL after RP,
which is indicative of recur-
rent PCa.

“Obesity and metabolic syn-
drome have become increas-
ingly widespread in our soci-
ety,” said Arash Samiei, MD,
a basic scientist and clinical
researcher in the Depart-
ment of Urology at the Alle-
gheny Health Network in
Pittsburgh, PA. “PCa is the
most common cancer in
men, and up to 30% will de-
velop recurrence after RP.
We investigated the associa-
tion between obesity and
metabolic syndrome with the
oncologic outcome post-RP.”

Previous studies linking high
body mass index (BMI) and
metabolic syndrome to in-
creased risk of post-RP recur-
rence showed mixed results.
To build upon previous re-
search, Dr. Samiei and col-
leagues performed a large
study with long-term follow-
up to conduct a more com-
prehensive analysis.

Researchers conducted a
retrospective study of all RPs
(1,100 surgeries) performed
by two surgeons at Allegheny
General Hospital between
2003 and 2013. They ana-
lyzed Gleason score; patho-
logic stage; preoperative PSA;
BCR time; surgical margin
status; and metabolic factors,
such as fasting glucose,
triglycerides, cholesterol lev-
els (including high-density
lipoprotein [HDL]), preopera-

tive BMI, and blood pressure.

Men were categorized as
having low-, intermediate-, or
high-risk PCa based on patho-
logic staging and grading of
the disease. Metabolic syn-
drome positivity was deter-
mined using the World Health
Organization (WHO) classifi-
cation, where at least three of
the following five factors are
simultaneously present in an
individual: insulin resistance
or type 2 diabetes, obesity,
high total cholesterol or low
HDL (good cholesterol) levels,
high triglycerides, and hyper-
tension.

The mean age of the men at
diagnosis was 60 years, and
the mean follow-up time was
48 months. Among the men
studied, 34% were obese as
defined by BMI, and 19% had
metabolic syndrome.

Study results showed a higher
percentage of obese men in
the high-risk group (41.2%)
vs. obese men in the low- and
intermediate-risk groups
(32%). Additionally, BCR was
higher in men with BMI 230
(32.4%) compared to those
with BMI <30 (16.9%). Men
with metabolic syndrome had
more than a fourfold in-
creased risk of BCR compared
to those without metabolic
syndrome.

“Our study indicates that PCa
patients who are obese or
have metabolic syndrome
undergoing RP may have a
higher chance for recurrence
of the disease, and these indi-
viduals should have more
focused follow-up care,” said
Dr. Samiei. “By preventing
metabolic syndrome, men
with PCa may have a higher
chance of a favorable on-
cologic outcome post-RP.”
Dr. Samiei noted that future
work is needed in large, mul-
ticenter prospective studies.

The ASCO Post
31 January 2018
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Focal Therapy (Continued from page 1)

To date, there has been in-
sufficient long-term follow-
up regarding toxicity and
cancer progression after fo-
cal therapy, as well as the
toxicity of secondary treat-
ments and retreatments af-
ter focal therapy. Given
these considerations, the
panel concludes that “focal
therapy should be consid-
ered an investigational mo-
dality only.”

“Focal therapy for prostate
cancer is extremely interest-
ing, but further study, includ-
ing the risk of (longer-term)
recurrences, is needed,” Dr.
van der Poel said.

Dr. Ryan P. Werntz from the
University of Chicago, who
recently reviewed focal ther-
apy treatment options for
prostate cancer, stated “AS
and more minimally invasive
treatments, such as focal
therapy, in theory aim to
minimize treatment-related
side effects while maintaining
therapeutic efficacy. We have
good data now to support AS
in men with very low-risk can-
cers (as defined by National
Comprehensive Cancer Net-
work), but in general low vol-
ume Gleason 3+3 disease.”

“In my mind, focal therapy
really is for men with a clini-
cally significant (Gleason 3+4,
debatably 4+3) MRI visible
solitary lesions (maybe 2)
who want to avoid radical
therapy (radical prostatec-
tomy, radiation) to minimize
treatment-related side ef-
fects,” he said. “Multiple
energy platforms and phase
1 and 2 trials have been per-
formed, as mentioned in this
review, with mixed short-
term oncologic results.

“There are no cancer-specific
survival data,” Dr. Werntz
said. “In the low-risk (main
AS) cohorts that are being
treated in these studies, 15-
20 years are needed to ade-
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quately determine if the
treatment impacts either
metastasis-free or cancer-
specific survival.”

“Surveillance is still required
after focal therapy and is
difficult to do,” he added.
“There are no defined PSA
guidelines to hint at a cancer
recurrence. Patients who
wish to pursue this treat-
ment option should do so
only in the setting of a clini-
cal trial,” Dr. Werntz agreed.

Reuters Health
2 February 2018

New Resources Address
Anxiety, Depression and
Prostate Cancer

Many men who are
diagnosed with prostate
cancer, or are managing the
disease, experience some
level of anxiety and/or
depression. Caregivers may
also be affected. The
psychosocial challenges
surrounding treatment
choices and side effect
management can have a
negative impact on the
prostate cancer journey.
Anxiety and depression
aren’t always effectively
treated, in part because the
symptoms may not be
recognized.

We encourage you to visit
the new Us TOO web page
for information on
recognizing and managing
anxiety, depression and
prostate cancer.

www.ustoo.org/anxiety-
and-depression
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The Role of Lymph Node Dissection for Patients with Prostate Cancer
Fossati N, Gandaglia G, Montorsi F, Briganti A

2018 Genitourinary Cancer Symposium, 1 February 2018

Pelvic lymph node dissection
(PLND) for men with prostate
cancer (PCa) may be one of
the most intriguing and de-
bated topics in urologic on-
cology. Nowadays, three
relevant discussions may be
highlighted from the avail-
able literature: diagnostic
effectiveness, morbidity, and
therapeutic effectiveness.

PLND is the most accurate
staging procedure for nodal
assessment in PCa. It outper-
forms any imaging approach,
and is superior to CT scan,
PET/CT scan, and diffusion-
weighted MRI in both sensi-
tivity and specificity. Further-
more, the extent of PLND is
highly associated with its

diagnostic accuracy; a more
extended PLND provides a
more accurate assessment of
lymph node invasion with a
higher rate of nodal metasta-
ses, whereas a limited PLND
is associated with a high rate
of false-negative findings.

PLND extension is also asso-
ciated with worse intraop-
erative and postoperative
outcomes, which translates
into increased operative
time, intraoperative compli-
cations, bleeding, hospital
stay, and risk of lymphocele.
As such, the better diagnostic
accuracy of extended PLND
has to be balanced with its
higher morbidity. Extended
PLND should be avoided

Did They Die of PCa? (Continued from page 1)

cate). An additional group of
310 men died but did not
have a diagnosis of PCa on
their death certificate; how-
ever, a crosscheck using the
Norwegian Cancer Registry
and the Norwegian Institute
of Public Health revealed an
earlier PCa diagnosis.

“In the first group, 105/328
men (32%) died of another
cause. In the second group,
the investigators determined
that 23/126 men (18%), had
actually died of PCa. In the
third group, the team deter-
mined that 16/310 men (5%)
had actually died of PCa. In
general, the likelihood of
mis-attribution increased
significantly with increasing
age and decreasing Gleason
score,” the investigators
note.

The authors emphasized the
importance of advancing age
in their results. PCa mortality
statistics in Norway are rela-
tively accurate for men aged
<75 years at death. However,
overall accuracy of cause of
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death assignment is signifi-
cantly reduced by mis-
attribution among older pa-
tients (>75 years), who rep-
resent the large majority of
PCa deaths.

Dr. Loffeler observed that
the medical literature rou-
tinely reinforces such per-
ceptions. “Virtually every
article that is published on
PCa starts with something
like, ‘Every year in the US so-
and-so many men die of
PCa,” suggesting that reduc-
ing this number is what we
are aiming at,” he said. “But
what if these numbers are
unreliable?”

The authors stress that their
design is one of the study’s
strengths. Other studies of
PCa deaths using death cer-
tificates in Finland, Sweden,
and the United Kingdom
showed “high accuracy” of
those certificates. But the
authors point out that those
studies were based on data
from large clinical trials
known for enrolling men with

when the harms are ex-
pected to exceed the possi-
ble benefits. Predictive mod-
els assessing the risk of
lymph node metastasis rep-
resent the best available tool
to facilitate decision-making.

The therapeutic benefits of
PLND and its extent during
radical prostatectomy (RP)
remain unproven: the major-
ity of the studies comparing
different extents of PLND are
affected by high risk of bias,
providing low quality of evi-
dence. However, two impor-
tant factors must be consid-
ered. First, PLND may be
curative for selected men
with limited nodal involve-
ment (pN1) that is entirely

PCa who are “significantly
younger at death.”

On the other hand, in a gen-
eral population, such as in this
Norwegian study, most PCa
deaths are among older men,
who have more competing
causes of death and thus are
more likely to have a mis-
attributed cause. “You have to
remember that in Western
societies literally no one dies
officially of old age. You have
to put a diagnosis on the
death certificate; this can be
very tricky and the potential
for misrepresentation is
huge,” said Dr. Loffeler.

Due to the challenges of de-
termining a PCa death, Dr.
Loffeler suggests using an-
other metric: an account of
castrate-resistant and metas-
tatic disease. “It is the end-
stage of PCa and it is certainly
something we would want to
avoid in most patients. But it
could, in theory, be easily and
reliably reported and followed
over time.”

Medscape Oncology,
29 January 2018
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removed at the time of sur-
gery (i.e., direct effect). A
recent retrospective study
showed that a considerable
subset of men with low-
volume lymph node metasta-
sis remained disease free 10
years after RP and bilateral
extended PLND without addi-
tional therapy. Second, PLND
may represent a stratifica-
tion tool for identification of
men who benefit from adju-
vant treatments, which may
improve survival outcomes
(i.e., indirect effect).

As an example, a recent ret-
rospective analysis identified
specific categories of men
with pN1 disease who bene-
fited from combined adju-
vant radiotherapy and hor-
monal therapy. Thus, more
comprehensive and accurate
nodal staging via extended
PLND may indirectly improve
the prognosis for selected
men with pN1 disease.

However, the potential bene-
fit of extended PLND ob-
served in retrospective stud-
ies should always be bal-
anced by the so-called “Will
Rogers phenomenon.” When
more extensive lym-
phadenectomy is performed,
the rate of pN1 disease in-
creases. An increased num-
ber of harvested lymph
nodes improves the progno-
sis of all groups since the
pNO group (unknown lymph
node status before RP) be-
comes less contaminated
with cases harboring micro-
metastases, and the pN1
group is enriched with those
with a low metastatic tumor
burden.

The current poor quality of
evidence indicates the need
for robust and adequately
powered clinical trials with
appropriate controls, stan-

(Continued on page 8)



Routine Office Urine Culture Before Prostate Biopsy is Unnecessary

In a single center study, as-
ymptomatic bacteriuria
(bacteria in the urine) re-
solved before prostate bi-
opsy, without additional
treatment. Pre-biopsy bacte-
riuria does not appear to
increase the risk for infec-
tious complications following
prostate needle biopsy
(PNB), a new study suggests.

“Routine office urine culture
in the asymptomatic male
prior to PNB is unnecessary,”
Jay D. Raman, MD, of Penn-
sylvania State University and
colleagues concluded in Inter-
national Urology and Ne-
phrology (Vol. 50, pp. 21-24,
2018). Of 150 men who had
urine cultures 14 days before
PNB, just six (4%) had asymp-
tomatic bacteriuria of
>10,000 colony forming units
(CFU) per mL. Two men were
infected with Escherichia coli
of >100,000 CFU/mL; one
with Klebsiella of >100,000
CFU/mL; one with E. coli of
10,000 CFU/mL; and two with
mixed flora of >10,000 CFU/
mL. None of the infected men
received dedicated treat-
ment, per the study protocol.

All men then received usual
antibiotic prophylaxis, includ-
ing 500 mg ciprofloxacin the
night before and the morning
of the biopsy. Repeat urine
cultures immediately before
biopsy yielded an overall

Check out information on
16 prostate cancer topics
and add your post to the
Us TOO Prostate Cancer
Online Support &
Discussion Community
on Inspire at:

www.inspire.com/groups/us-
too-prostate-cancer/

mean bacterial count of 55
CFU/mL. The six men with
pre-biopsy infection each
had <100 CFU/mL, indicating
their infections had resolved.

Post-biopsy infection devel-
oped in four men (2.7%),
including two with sepsis and
two with confirmed urinary
tract infections. Quinolone
(ciprofloxacin)-resistant E.
coli was responsible for all
cases. Post-biopsy infection

did not develop in any of the
six patients who had a posi-
tive office urine culture two
weeks prior to biopsy.

The American Urological As-
sociation recommends
fluoroquinolones for antibi-
otic prophylaxis prior to bi-
opsy. “This class of antibiotic
has great efficacy in urine
and prostate tissue, with
broad coverage of both gram
-positive and gram-negative
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organisms,” the authors
wrote. “It is possible that the
single dose received by pa-
tients in this study was suffi-
cient for eradication of uri-
nary bacteria.” They added
that skipping treatment of
asymptomatic men might
help prevent post-biopsy
infection by drug-resistant
organisms.

Renal & Urology News
18 January 2018

Low PSA on ADT Is Still Prognostic in New Treatment Era (Continued from page 1)

tors performed a retrospec-
tive “landmark survival analy-
sis” at seven months using
the database from their trial.
They conclude that “PSA <0.2
ng/dL at seven months is
prognostic for longer overall
survival with ADT for metas-
tatic hormone-sensitive pros-
tate cancer irrespective of
docetaxel administration.”

For clinicians, the new find-
ings provide both “optimism
at the bedside and perhaps
also guidance on how close to
follow patients,” said investi-
gators Lauren Harshman, MD,
and Christopher Sweeney,
MD, from the Dana-Farber
Cancer Institute in Boston,
MA. The suggestion here is
that for clinicians working
with men whose PSA levels
are below the cutpoint, there
is positive news to share,
while for men with PSA levels
above that cutoff point, there
is possible guidance for closer
monitoring.

In the study, 719 of the origi-
nal 790 patients were eligible
for the new subanalysis; 358
were treated with ADT plus
docetaxel and 361 with ADT
alone. The team used the
three prognostic classifiers
identified from the earlier
SWOG 9346 trial: PSA <0.2
ng/dL, >0.2 to 4.0 ng/dL, and
>4.0 ng/dL. The median fol-
low-up was 23.1 months.

Across all patients, median
overall survival was signifi-
cantly longer if the PSA at
seven months reached <0.2
ng/dL vs. survival seen with
levels >4.0 ng/dL (median
survival, 60.4 months vs. 22.2
months, respectively;
P<0.001). On multivariable
analysis, a seven-month PSA
level <0.2 ng/dL and low-
volume disease were prog-
nostic of longer overall sur-
vival (all P <0.01).

Also, achieving a seven-
month PSA level <0.2 ng/dL
was more likely with do-
cetaxel, low-volume disease,
prior local therapy, and lower
baseline PSA levels (all
P<0.01). The addition of do-
cetaxel increased the likeli-
hood of achieving a PSA level
<0.2 ng/dL at seven months
(45.3% vs. 28.8% of men re-
ceiving ADT alone).

However, the patients who
had the best median overall
survival in the study (72.8
months) were those receiving
ADT alone who achieved a
seven-month PSA level 0.2
ng/dL (these men were also
more likely to have low-
volume disease, at 56.7%).

Drs. Harshman and Sweeney
pointed out that the timing of
docetaxel was variable in the
study. Notably, they also ob-
served that “getting do-
cetaxel around the time of

US TOO INTERNATIONAL PROSTATE CANCER EDUCATION & SUPPORT

ADT initiation increased the
chances of achieving this
good prognostic feature, and
there was evidence patients
may have been more likely to
achieve this endpoint, the
closer the docetaxel was
given to the ADT start.”

However, the pair cautioned
clinicians not to make too
much of the new findings in
terms of making upfront
treatment decisions. “While
intriguing, given the study’s
retrospective nature, clini-
cians should not make treat-
ment decisions based on the
PSA level at seven months
(e.g., defer adding docetaxel
based on the seven-month
PSA level),” they said.

“Our results are prompting
many questions about
whether these patients would
benefit from therapy intensi-
fication prior to PSA or ra-
diologic progression with
newer androgen-receptor
targeted agents,” they said.
These newer agents include
abiraterone acetate (Zytiga)
and enzalutamide (Xtandi).

All study authors have finan-
cial ties to industry, including
to Sanofi (maker of docetaxel)
and other companies with
drug treatments for prostate
cancer.

Medscape Medical News
23 January 2018
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Doctor Chodak’s Bottom Line
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Gerald Chodak, MD, Author, Winning the Battle Against Prostate Cancer, Second Edition http://www.prostatevideos.com/

9 RA ( 2 NXsXOOha iiived certain physicians and others to provide information and commentary for the Hot SHEET to enrich its content to
empower the reader. This column contains the opinions and thoughts of its author and are not necessarily those of Us TOO International.

t mZ
therapy a reasonable option
for treating localized prostate
cancer (PCa)? A number of
approaches are being used by
different investigators, but so
far, no randomized studies
are being conducted to evalu-
ate this approach and no sur-
vival data are available. As a
group in Europe has pointed
out, there is insufficient valid
data to prove it is equivalent
to whole gland therapy.
Given the current lack of in-
formation, is it ethical for any
clinician to even offer the
therapy without being part of
a properly designed random-
ized protocol? Unless that is
occurring, the information
obtained cannot prove this
approach is appropriate.

The Bottom Line: Focal ther-
apy of localized PCa is an
interesting concept but it is
unethical to offer to men
unless it is part of a properly
designed prospective trial.

t MZ A5AR CEEB @
year, the American Cancer
Society puts out an estimate
of the incidence and death
rates from different cancers
and the changes are viewed
over time. These statistics are
often used to plan policy and
identify health needs. In
some cases, these statistics
are used to evaluate the ef-
fects of PCa screening or not
screening or changes in man-
agement. It is important to
recognize that we do not
have in place a way of vali-
dating the accuracy of these
statistics. There is no central
review process taking place
of the cause(s) of death as-
signed on all death certifi-
cates. Over the years, some
studies have reported the
accuracy by reviewing health
records death certificates. A

PROSTATE CANCER HELPLINE: 1-800-808-7866 WWW.USTOO.ORG

a C2 Ol fsfoddlK S study by Liffeler, et al. did

such a review in Norway and
found that the inaccuracy
rate is about 20%. US statis-
tics have found higher accu-
racy but it may still be inaccu-
rate 5-10% of the time. This
points out the need to be
careful as PCa mortality rates
are viewed each year since
the changed recommenda-
tion about screening was
made in 2012. It is possible
that small changes may be
due to the accuracy of report-
ing rather than actual
changes in the incidence of
deaths due to PCa.

The Bottom Line: Care is
needed in comparing PCa
cancer mortality rates since
the policy changed regarding
screening for this disease.
tmMZ da[ 26 t {an
a PSA level of 0.2 ng/mL or
lower at seven months after
ADT be a predictor of long-
term survival? That is the
finding of a prospective ran-
domized trial comparing ADT
alone to ADT plus docetaxel
by Harshman, et al. Improved
survival was seen in the men
getting ADT alone as well as
those men getting combina-
tion therapy. In both situa-
tions, the survival rate was
significantly greater in the
men whose PSA dropped to
that level. This could be im-
portant for future trials, if an
early marker could be used
as a surrogate for long-term
survival because it would
permit more rapid assess-
ment of therapies.

The Bottom Line: Data from
a randomized trial suggests
that a PSA level of 0.2 ng/mL
or lower after seven months
of ADT could be a possible
surrogate predictor of long-
term survival, but more as-
sessment is still needed.

t HY S[SANYI ! y i A (some biascould have been

Will Enzalutamide become a
better choice for managing
hormone naive PCa than cas-
tration? One reason to ask
this question is because the
long-term side effects of cas-
tration are well known and
include a decline in bone
mineral density (BMD).
Tombal, et al. are now re-
porting on the three-year
findings in a small group of
men managed with this drug
and so far they are not seeing
much change in the BMD. Of
course, only a prospective
randomized trial comparing
safety and efficacy can deter-
mine if this drug can be sub-
stituted for castration.

The Bottom Line: After three
years, enzalutamide is show-
ing promise in avoiding
changes in BMD, but only a
randomized study can deter-
mine if this drug can be used
in place of castration.

tHZ Ga9FFSOU
Recovering erectile function
(EF) remains a major concern
for men undergoing radical
prostatectomy (RP). Various
approaches have been sug-
gested to increase the likeli-
hood erections will return,
but results from randomized
studies using PDE-5 inhibitors
have only just now been re-
ported. Jo, et al. randomized
120 men to sildenafil (Viagra)
immediately after urinary
catheter removal or delayed
until three months post-RP.
They found a significantly
greater IIEF recovery in the
men receiving immediate
treatment. This is a very en-
couraging finding, although it
will be important to carefully
review their data since they
judged complete recovery as
having an IIEF score greater
than 16. It is possible that

introduced by using this cri-
teria, given that some men
may have had a much higher
IIEF score before RP. The
maximum value is 25, so a
drop from 25 to 17 is very
significant. What is really
needed is a comparison of
the absolute change in IIEF
scores determined for the
men achieving benefit.

The Bottom Line: Early use
of a PDE-5 inhibitor may aid
in men achieving full EF re-
covery after RP.

tn ahoSaSisaSy
obesity a risk factor for post-
RP biochemical recurrence
(BCR)? Samiel, et al. retro-
spectively reviewed 10-year
outcomes of men undergoing
RP at a single hospital during
a ten-year period. Results
showed that men catego-
rized as obese by BMI or with
metabolic syndrome were
more likely to develop post-

2 T RP BCR than non-obese men.

As the authors acknowledge,
this is an observational study
and a prospective study is
needed to validate their find-
ings. Furthermore, it is un-
clear whether this higher
BCR rate will translate into a
higher mortality rate.

The Bottom Line: It appears
from this study that obese
men and those with meta-
bolic syndrome MAY have a
greater risk for post-RP BCR.
However, prospectively col-
lected data are needed to
validate the accuracy of this
observation. Validation is
required before a different
follow-up protocol can be
recommended vs. the proto-
col used for the general
population of men treated by
RP.
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Physician Trust
(Continued from page 3)

knowing how the risks and
benefits are being conveyed
to patients. Dr. Litvin has also
researched the PSA decision
process. She stated that she
has found that physicians’
“inherent biases” are re-
flected in how they describe
PSA. Doctors who believe in
the value of PSA “tend to
have more patients who un-
dergo screening, perhaps
because they trust their phy-
sicians’ recommendations.”

In the new study, the degree
to which men trusted the
Internet was also tied to hav-
ing received PSA screening

(P =0.005), but with an insig-
nificant trend (P = 0.07).
However, the findings about
the Internet did not hold up
when multiple variables were
considered.

Reference:

GUCS 2018, Abstract 13, pre-
sented February 8, 2018.

Medscape Medical News
09 February 2018

The Role of Lymph Node Dissection (Continued from page 5)

dardized definitions of surgi-
cal templates, standard pro-
tocols for pathologic workup,
and adequate duration of
follow-up to determine the
therapeutic effectiveness of
PLND. Results from two on-
going prospective studies
(NCT01812902 and
NCT01555086) are currently
awaited. However, when
evaluating a randomized
controlled trial in this field,
three factors — patient selec-
tion, PLND procedure, and
pathologic examination —
must be considered.

Patient Selection: Risk as-
sessment is a fundamental
step in study design, and
populations with higher risks
of lymph node disease
should be investigated. For
example, PLND is unlikely to
have a significant effect on
patients with low-risk PCa.
Therefore, accurate patient
selection is mandatory.

PLND Procedure: The defini-
tion and extent of PLND rep-
resent other important fac-

tors to be considered. Al-
though extended PLND has
shown superior diagnostic
accuracy compared with lim-
ited PLND, it is unlikely to
detect all positive lymph
nodes. Furthermore, several
surgeon-related factors may
have an important influence
on the final results. As an
example, in the SEAL/
Association of Urogenital
Oncology (AUO) AP 55/09
trial, rates of pN1 disease
observed in the extended
and limited groups were 15%
and 12%, respectively. These
findings suggest a surgeon-
related bias toward more
meticulous PLND in the lim-
ited PLND group. Therefore,
predefined templates should
be well defined in any ongo-
ing and future studies.

Pathologic Examination:

Pathologic evaluation of pel-
vic lymph nodes remains
controversial, with a lack of
consensus on specimen proc-
essing and node identifica-
tion. There is evidence that
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surgeons and pathologists
may influence the number of
lymph nodes removed and
the number of positive nodes
retrieved. Therefore, stan-
dard operating procedures
for pathologic workup should
be predefined in any studies.

Conclusion

PLND remains the most accu-
rate and reliable approach
for detecting the presence of
lymph node metastases in
prostate cancer. PLND and its
extent are associated with
less favorable intraoperative
and perioperative outcomes,
whereas a direct therapeutic
effect is still not evident from
the available literature. The
current poor quality of evi-
dence indicates the need for
robust and adequately pow-
ered clinical trials. Mean-
while, because of its recog-
nized staging benefits, ex-
tended PLND should be un-
dertaken whenever it is indi-
cated in selected men at high
risk for lymph node invasion.
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