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Surgery Rates Doubled for High-Risk PCa
Use of Prostatectomy Nearly Equaled Radiotherapy in 2016

As the rates of high-risk prostate cancer (PCa) in the U.S. in-
creased in recent years, use of radical prostatectomy (RP) near-
ly doubled while radiotherapy (RT) declined, new research
from the National Cancer Database (NCDB) found.

“From 2004 to 2016, the proportion of PCa cases classified as
high risk increased from 11.8 to 20.4%, and use of RP in this
population rose from 22.8 to 40.5% during this time (P <0.001
for both, a statistically significant difference),” according to
Himanshu Nagar, MD, a radiation oncologist at Weill Cornell
Medicine in New York City, and colleagues.

“This increase in surgery was met with declines in RT use for
high-risk patients, which fell from 59.7 to 43.3% over this
stretch of time (P <0.001),” the group reported online in JAMA
Network Open. “These shifts in treatment patterns have taken
place without guideline evidence suggesting superiority of RP,”
Nagar’s group noted.

“The increasing use of robotic approaches suggests urologists
and patients may regard RPs safer than previous techniques,”
the authors wrote. “Conversely, a decrease in RT may reflect
reluctance by men toward recommended androgen depriva-
tion therapy (ACT) with RT.”

From 2004 to 2013, the likelihood that a man would receive RP
increased, and then held steady through 2016 (Odds Ratio [OR]
2.34, 95% Confidence Interval [CI] 2.12-2.48, P <0.001). This
increase was observed regardless of race, though Black men
were still less likely to undergo surgery across the study period

(Continued on page 4)
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ADT Not Needed in Favorable Intermediate-Risk Prostate Cancer
High-Quality Data Support Recent NCCN Guideline Changes

those who did not, in terms
of distant metastases
(Hazard Ratio [HR] 1.55, 95%
Confidence Interval [CI] 0.64-
3.74), prostate-specific mor-
tality (PSM, HR 0.63, 95% ClI
0.35-1.15), and all-cause
mortality (HR 1.02, 95% Cl
0.80-1.30),” reported Zacha-
ry Zumsteg, MD, of Cedars-
Sinai Medical Center in Los
Angeles, and colleagues.

“Notably, given Gleason
score inflation, improve-
ments in RT delivery, and
advances in imaging over the
last 25 years, it is likely that
ADT would have even less

benefit to contemporary
men with FIR than those en-
rolled in RTOG 9408,” the
group wrote online in JAMA
Network Open.

In over 500 men with unfa-
vorable intermediate-risk
(UIR) PCa, however, a signifi-
cant improvement was seen
with the addition of ADT for
both distant metastases (HR
0.48, 95% Cl1 0.28-0.83,
P=0.008, a statistically sig-
nificant difference) and PSM
(HR 0.40, 95% Cl 0.26-0.60,
P <0.001, a statistically

(Continued on page 4)

Less AS is Feasible with Some Prostate Cancers
Seven Factors Predicted Risk of Worsening Disease

For low-risk prostate cancer
(PCa) patients, seven clinical
characteristics significantly
predicted risk of disease pro-
gression and could be used
to identify those men who
may benefit from scaled-
back active surveillance (AS),
researchers reported.

“Multivariable analysis of
two cohorts totaling nearly
1,400 men on AS showed
that several factors inde-
pendently predicted risk for
disease reclassification, in-
cluding organ size, time since
initial cancer diagnosis, ex-
tent of biopsy core involve-
ment, and certain measures
of PSA,” according to the
study led by Matthew
Cooperberg, MD, MPH, of
the Helen Diller Family Com-
prehensive Cancer Center at
University of California San
Francisco (UCSF) published

online in JAMA Oncology.

Factors that ultimately went
into the predictive model
included PSA levels at diag-
nosis (HR 1.51, 95% Cl 1.15-
1.98, P=0.003), PSA kinetics
(Hazard Ratio [HR] 1.46, 95%
Cl 1.23-1.73, P<0.001), time
since the initial PCa diagnosis
(HR 1.62,95% Cl 1.28-2.05,
P<0.001), maximum percent
of positive cores on biopsy
(HR 1.30, 95% CI 1.09-1.56,
P=0.004), size of the prostate
(HR 0.40, 95% CI1 0.25-0.62,
P<0.001), and patients’ body
mass index (HR 1.08, 95% ClI
1.05-1.12, P<0.001).

Any history of a negative
biopsy after initial PCa diag-
nosis also predicted a lower
risk of disease change
(P<0.001 for both):

“Where we're trying to go
(Continued on page 5)
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Racial Disparities in Mortality for Patients with Prostate Cancer After

Radical Prostatectomy

Wen W, Luckenbaugh AN, Bayley CE, Pension DF, Shu X-O
Cancer 08 September 2020, published online

Background: Although racial
disparities in prostate cancer
(PCa) survival are well docu-
mented, the relative im-
portance of contributing fac-
tors remains unclear. Few
studies have examined the
disparity between Whites
and Hispanics or between
Whites and Asian Americans
and Pacific Islanders (AAPIs).

Methods: Using data from
the National Cancer Data-
base for 526,690 men with
PCa who underwent radical
prostatectomy (RP) between
2004 and 2014, this study
systematically evaluated the
impact of clinical characteris-
tics and factors related to
access to care on survival by

race. Included in the analysis
were 432,640 White men
(82.1%), 63,602 Black men
(12.1%), 8,990 AAPI men
(1.7%), and 21,458 Hispanic
men (4.1%). Multivariable
Cox proportional hazards
models were used to esti-
mate hazard ratios and 95%
confidence intervals to meas-
ure racial survival disparities.
Inverse probability weighting
was used to adjust for imbal-
ances of prognostic factors.

Results: When adjustments
were made for age and year
of diagnosis only, Blacks had
51% higher mortality, AAPIs
had 22% lower mortality, and
Hispanics had 6% lower mor-
tality than Whites. Overall,

with adjustments for all clini-
cal factors and nonclinical
factors, the Black-White sur-
vival disparity narrowed to
20%, whereas the AAPI-
White disparity increased to
35%. Among the controlled-
for factors, education, medi-
an household income, and
insurance status contributed
most to the racial disparity.

Conclusions: The overall sur-
vival disparity among men
undergoing RP was signifi-
cantly decreased, but not
eliminated, for Blacks and
significantly increased for
AAPIs vs. Whites after adjust-
ments for a number of clini-
cal factors and factors relat-
ed to access to care.

Rucaparib in Men with Metastatic Castration-Resistant Prostate Cancer
Harboring a BRCA1 or BRCA2 Gene Alteration

Abida W, Patnaik A, Campbell D, et al.
J Clin Oncol 14 August 2020; published online ahead of print

Purpose: BRCA1 or BRCA2
(BRCA) alterations are com-
mon in men with metastatic
castration-resistant prostate
cancer (mCRPC) and may
confer sensitivity to poly(ADP
-ribose) polymerase inhibi-
tors. We present results from
patients with mCRPC associ-
ated with a BRCA alteration
treated with rucaparib 600
mg twice daily in the phase ll
TRITON2 study.

Methods: We enrolled pa-
tients who progressed after
one to two lines of next-
generation androgen recep-
tor—directed therapy and one
taxane-based chemotherapy
for mCRPC. Efficacy and safe-
ty populations included pa-
tients with a deleterious
BRCA alteration who re-
ceived > 1 dose of rucaparib.
Key efficacy end points were
objective response rate
(ORR; per RECIST/Prostate
Cancer Clinical Trials Working

Group 3 in men with measur-
able disease as assessed by
blinded, independent radiolo-
gy review and by investiga-
tors) and locally assessed
prostate-specific antigen
(PSA) response (= 50% de-
crease from baseline) rate.

Results: Efficacy and safety
populations included 115
men with a BRCA alteration
with or without measurable
disease. Confirmed ORRs per
independent radiology review
and investigator assessment
were 43.5% (95% Cl, 31.0% to
56.7%; 27 of 62 patients) and
50.8% (95% Cl, 38.1% to
63.4%; 33 of 65 patients),
respectively. The confirmed
PSA response rate was 54.8%
(95% Cl, 45.2% to 64.1%; 63
of 115 patients). ORRs were
similar for men with a
germline or somatic BRCA
alteration and for men with a
BRCA1 or BRCA?2 alteration,
while a higher PSA response
rate was observed in patients
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with a BRCA2 alteration. The
most frequent grade > 3
treatment-emergent adverse
event was anemia (25.2%; 29
of 115 patients).

Conclusion: Rucaparib has
antitumor activity in men
with mCRPC and a deleterious
BRCA alteration, but with a
manageable safety profile
consistent with that reported
in other solid tumor types.

Get the Latest on
COVID-19 and
Prostate Cancer

Including resources, tips on
holding virtual meetings, and
an ongoing series of
informational articles with
some important
comments regarding the
coronavirus, cancer
patients, and safety from
Dr. Mark A. Moyad at

www.ustoo.org/covid
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Doc Moyad'’s What Works & What is Worthless Column — Also Known as “No Bogus Science” Column

“A Supplement & CIPN = Yikes?!”

Mark A. Moyad, MD, MPH, University of Michigan Medical Center, Department of Urology

Editor’s Note: Us TOO invites 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.

Gosh darn it (sorry about the
bad language) | love supple-
ments! | just love to talk
about them because after
30+ years of experience with
them | have come to the re-
alization that there is dire
need (sounds serious Mark)
for objective and ongoing
education in the area of sup-
plements. The days of being
an “expert” by generalizing
about supplements are in-
deed over. Some supple-
ments do fabulous things,
some do next to nothing, and
others can be very harmful if
used in the wrong specific
situation. Hey, just like some
drugs! Yup! The difference
between a drug and a sup-
plement is simply spelling or
vernacular (aka perception)
in many situations.

So, when ASCO (American
Society of Clinical Oncology)
put out a recent clinical
guideline update and it did
not seem to get much atten-
tion in the prostate or cancer
world, | was disappointed

Under Treatment of Prostate Cancer in Rural Locations

because the publication was
awesome!® It is a wonderful
summary of the recent data
on preventing and treating
CIPN, short for Chemothera-
py-Induced Peripheral Neu-
ropathy, which can occur
with various chemotherapy
drugs such as docetaxel and
other Taxanes. What caught
my eye was in the abstract of
the publication, these ex-
perts called out a dietary
supplement known as
“acetyl-L-carnitine” (or ALC)
by saying “The use of
acetyl-L-carnitine for the
prevention of CIPN in pa-
tients with cancer should be
discouraged.”

YIKES! Why did they do
that?! They did it because
some MAJOR clinical studies
have suggested a problem
here.” It’s for this reason the
recommendation to discour-
age the use of this supple-
ment in this situation was
listed as “strong” and the
quality of the evidence
“high.” And, | believe they

Maganty A, Sabik LM, Sun Z, Eom KY, Li J, Davies BJ, Jacobs BL

J Urol 203: 108-1145, 2020

Purpose: Compared to urban
populations, rural popula-
tions rank poorly on numer-
ous health indicators, includ-
ing cancer outcomes. We
examined the relationship of
rural residence with stage
and treatment among pa-
tients with prostate cancer,
(PCa) the second most com-
mon malignancy in men.

Materials and methods: Us-
ing the Pennsylvania Cancer
Registry we identified all
men diagnosed with PCa
between 2009 and 2015.
Patients were classified as
residing in a rural area, a

PROSTATE CANCER HELPLINE

large town or an urban area
using the Rural-Urban Com-
muting Area classification.
Our primary outcomes in-
cluded indicators of PCa and
treatment types, but we also
examined disease stage and
mortality. We used the chi-
square tests to assess differ-
ences between groups and
estimated multivariable lo-
gistic regression models to
assess the potential associa-
tion between rural residence
and treatment.

Results: We identified 51,024
men diagnosed with localized
or metastatic PCa between

: 1-800-808-7866 WWW.USTOO.0ORG

were absolutely correct!
There are enough prelimi-
nary data to discourage com-
bining this supplement with
chemotherapy drugs that can
cause CIPN because “first do
no harm” (I just made up
that saying... LOL). People
love to ask me what supple-
ments work for this and that,
and that and this, but the
question | like to hear is
“what supplements are also
concerning in my specific
situation.”

ALC could have enormous
potential value in other plac-
es in medicine, but in the
area of CIPN, right now it is
better to be safe than sorry
and not utilize it. | love sup-
plements for what they can
do and cannot do, just like |
like drugs for what they can
and cannot do. However, we
need to focus on the harms
as much as the benefits! In
reality, | love lifestyle chang-
es more than any pill, unless
of course you absolutely
need a pill to allow lifestyle

2009 and 2015. The overall
incidence of PCa decreased
during the study period from
416 to 304/100,000 men
while the incidence of meta-
static disease increased from
336 to 538/100,000. Rural
residents were less likely to
undergo treatment than ur-
ban residents even when
stratified by low-, intermedi-
ate- and high-risk disease
(absolute Odds Ratio [aOR]
0.77, 95% Confidence Inter-
val [CI] 0.64-0.91; aOR 0.71,
95% Cl 0.58-0.89; and aOR
0.68, 95% Cl 0.53-0.89, re-
spectively). Rural status did

changes to maximize the
efficacy of that pill! It is inter-
esting that one of the major
studies suggesting a supple-
ment can be problematic
with CIPN is also observing
worse CIPN in some of the
patients carrying more body
weight.’

Where is that headline?! |
will now get off my supple-
ment soapbox, reduce my
caffeine intake, and just give
kudos to the writers of this
recent ASCO update on CIPN
prevention and manage-
ment. It was awesome!

PS: A moment of digression...
Big Ten Football is back
baby... | think! Stay tuned!

References:

1. Loprinzi CL, Lachetti C,
Bleeker J, et al. J Clin Oncol
17 July 2020; published
online ahead of print.

2. Hershman DL, Unger JM,
Crew KD, et al. J Nat/ Can-
cer Inst 110: 669-676,
2018.

not affect the receipt of radi-
ation therapy compared to
other treatment types.

Conclusions: PCa treatment
differs between urban and
rural residents. Rural resi-
dents are less likely to re-
ceive treatment even when
stratified by disease risk.

Check Out the Us TOO
Advanced Prostate

Cancer Brochure at:
www.ustoo.org/AdvancedBrochure




ADT Not Needed in Favorable Intermediate-Risk PCa (Continued from page 1)

significant difference). A
trend toward improved all-
cause mortality was also
seen among those receiving
ADT (HR 0.84, 95% Cl 0.68-
1.03, P=0.09).

“[To] our knowledge, these
results are the highest quali-
ty to date supporting a di-
chotomization of intermedi-
ate-risk PCa into favorable
and unfavorable subgroups,
and support National Com-
prehensive Cancer Network
recommendations to limit
ADT use for men with UIR
disease,” concluded Zumsteg
and coauthors.

Overall, men with UIR fared
(statistically) worse than
those with FIR disease:

= Distant metastases: HR
2.36 (95% Cl 1.44-3.89,
P=0.001)

= Prostate cancer-specific:
HR 1.84 (95% Cl 1.29-2.62,
P=0.001)

= All-cause mortality: HR
1.19 (95% Cl 1.02-1.40,
P=0.03)

“Although previous studies
have shown differences in
PCa-specific outcomes with
FIR and UIR disease, to our
knowledge, this study is the
first to demonstrate an (all-
cause mortality) difference,”
Zumsteg'’s group wrote.

In the UIR group, the 15-year
restricted mean survival time
was 10.5 years with ADT and
9.8 years without, for a sig-
nificant difference of 0.7
years (P=0.0497). In the FIR
group, the slimmer margin
favoring ADT was not statisti-
cally different (11.0 vs. 10.7
years; P=0.50).

RTOG 9408 included 1,068
men with intermediate-risk
PCa who, from 1994 to 2001,
were randomized 1:1 to RT
with or without 4 months of
ADT. The original analysis
showed a 10-year survival
benefit favoring the short
course of ADT added to RT
among the full subgroup of
intermediate-risk patients
(62% vs. 57%).

For the current analysis, 890
men (average age 70) who
could be classified as either
UIR (n=513) or FIR (n=377)
were included, with the de-
gree of risk based on the
percentage of positive pros-
tate biopsy cores, Gleason
score, and the number of
intermediate-risk factors.
Median follow-up for the
analysis was 17.8 years.

The study authors called out
several potential limitations
to their findings, including
the fact that this was an un-
planned secondary analysis
and that 16% of the interme-
diate-risk men could not be
included due to insufficient
biopsy core information.
They also noted that modern
RT techniques and Gleason
score migration since the
trial was conducted to fur-
ther limit the generalizability
of the findings for a contem-
porary population.

MedPage Today
9 September 2020

Surgery Rates Doubled for High-Risk Prostate Cancer (Continued from page 1)

(OR 0.57,95% Cl 0.55-0.59, P
<0.001, a statistically signifi-
cant difference).

Several factors increased the
odds of RP, including higher

income and education, treat-
ment at an academic center,

and having private insurance.

Conversely, higher Gleason
score, disease stage, PSA
levels, and age, as well as
living in a rural area all re-
duced the odds of undergo-
ing surgery.

RT and RP are both standard
options for men with high-
risk PCa — defined as clinical
stage T3-T4, high Gleason
scores (8-10), or PSA levels
over 20 ng/mL. Comparisons
of the two approaches have
shown conflicting results in
single-center studies, though
some population-based anal-
yses have favored surgery.

A study in Gleason 9-10 tu-
mors showed improved PCa-
specific mortality with exter-
nal-beam RT (EBRT) plus a
brachytherapy (BT) boost vs.
surgery or EBRT alone, but
no difference between sur-
gery and EBRT alone. In the
current analysis, few men
received a BT boost.

“Randomized data compar-
ing modalities do not and
likely will not exist in the
foreseeable future to deter-
mine optimal treatment,”
the authors wrote. “The Pro-
tecT trial compared RP vs. RT
and showed no difference in
PCa-specific mortality, but
did not include a significant
number of men with high-
risk PCa.” Similarly, the ongo-
ing PACE (Prostate Advances
in Comparative Evidence)
trial is restricted to low- or

intermediate-risk PCa.

For their study, Nagar’s
group examined the treat-
ment for 214,972 men in the
NCDB diagnosed with high-
risk PCa from 2004 to 2016.
More than three-fourths
(78%) of the cohort were
diagnosed after age 60, with
79.2% white and 16.1%
black. Most men were treat-
ed with RP (n=104,635) or RT
(n=75,847), with 12.6% re-
ceiving EBRT. Gleason score
of 4+4=8 was most common
(35%), followed by 4+5=9
(21.1%), 3+4=7 (12.2%), and
<6 (11.2%).

Limitations of the study in-
cluded its retrospective de-
sign.

MedPage Today

31 August 2020
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NCI Grant to Probe Link
Between Prostate
Cancer and Fatty Cells
in Bone Marrow

A five-year grant of more
than $2 million from the Na-
tional Cancer Institute (NCI)
will support research investi-
gating the link between pros-
tate cancer (PCa) cells —and
the fatty cells, adipocytes —
found in bone marrow.

Izabela Podgorski, PhD, asso-
ciate professor of pharmacol-
ogy at Wayne State Universi-
ty School of Medicine will
lead the NCI-funded project.
She also is co-leader of the
Prostate Cancer Research
Team at the Barbara Ann
Karmanos Cancer Institute.

Podgorski was the first re-
searcher to suggest, in 2010,
there could be a link be-
tween both cell types.

“In the past few years our
studies, and others, revealed
tumor cells in the bone mar-
row trigger some changes in
the metabolism of adipo-
cytes, which ultimately help
the tumor cells to survive
and escape therapy,” Pod-
gorski said in a press release.
If not detected early, PCa can
spread rapidly to other tis-
sues and organs, including
the bone, lymph nodes, liver,
and other vital organs

According to Podgorski,
when cancer cells spread to
bones, the 5-year survival
rates plummet to <30%.
Migration to other vital or-
gans reduces patient survival
even more.

Based on earlier studies,
Podgorski hypothesized that
adipocytes living in the bone
marrow provide cancer cells
with fatty acids which serve
as a source of energy. Over
time, cancer cells drive great-
er production and release of
fatty acids to sustain metab-
olism and eventually result in
cancer progression.

(Continued on page 5)

Hot SHEET— OCTOBER 2020



Magnetic Resonance Imaging for the Detection of
High-Grade Cancer in the Canary Prostate Active

Surveillance Study

Liss MA, Newcomb LF, Zheng Y, et al.

J Urol 204: 701-706, 2020

Purpose: We investigated
the ability of prostate mag-
netic resonance imaging
(MRI) to detect Gleason
Grade Group 2 or greater
cancer in a standardized,
multi-institutional active sur-
veillance (AS) cohort.

Materials and Methods: We
evaluated men enrolled in
Canary Prostate Active Sur-
veillance Study with Gleason
Grade Group less than 2 and
who underwent biopsy with-
in 12 months of multipara-
metric MRI. Our primary out-
come was biopsy reclassifica-
tion to Gleason Grade Group
2 or greater. We evaluated
the performance of MRI PI-
RADS® score and clinical fac-
tors. Multivariable logistic
regression models were fit
with MRI and clinical factors
and used to perform receiver
operating curve analyses.

Results: There were 361 par-
ticipants with 395 prostate
MRI studies with a median
follow-up of 4.1 (Inter-
Quartile range [IQR] 2.0-7.6)
years. Overall 108 (27%) bi-

opsies showed reclassifica-
tion. Defining a positive MRI
as PI-RADS 3-5, the negative
predictive value and positive
predictive value for detecting
Gleason Grade Group 2 or
greater cancer was 83% (95%
Confidence Interval [CI] 76-
90) and 31% (95% Cl 26-37),
respectively. PI-RADS was
significantly associated with
reclassification (PI-RADS 5 vs.
1 and 2 Odds Ratio [OR] 2.71,
95% Cl 1.21-6.17, p=0.016) in
a multivariable model but did
not improve upon a model
with only clinical factors
(AUC0.768 vs. 0.762). In 194
fusion biopsies, higher-grade
cancer was found in targeted
cores in 21 (11%) instances,
while 25 (13%) had higher-
grade cancer in the system-
atic cores.

Conclusions: This study adds
the largest cohort data to the
body of literature for MRl in
AS, recommending system-
atic biopsy in men with a
negative MRI and the inclu-
sion of systematic biopsy in
men with a positive MRI.

Prostate Mapping for Cancer Diagnosis: The Madrid
Protocol Transperineal Prostate Biopsies Using
Multiparametric Magnetic Resonance Imaging
Fusion and Micro-Ultrasound Guided Biopsies
Socarras MER, Rivas JG, Rivera VC, et al.

J Urol 204: 726:733, 2020

Purpose: We assessed the prostate cancer (PCa) detection ac-
curacy of transperineal prostate biopsy using multiparametric
magnetic resonance imaging (MRI) / ultrasound fusion target-
ed biopsy and micro-ultrasound during the same procedure.
Micro-ultrasound is a new high-resolution imaging system that
allows real-time targeted (R-TT) biopsy.

Materials and Methods: A total of 194 consecutive men under-
went transperineal prostate biopsies using R-TT micro-
ultrasound (ExactVu™) and ultrasound fusion targeted biopsy
(BiopSee®) in the same procedure, from February 2018 to Sep-
tember 2019. Biopsies were performed using a transperineal
needle guide attached to the 29 MHz high-resolution micro-
ultrasound transducer.

(Continued on page 8)
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Less AS Feasible with Some PCa (Continued from page 1)

now is getting more granular
with risk stratification, trying to
figure out which of the low-risk
cancers are truly indolent and
would not progress even with
minimal observation vs. those
which may eventually become
higher risk,” Cooperberg said in
a podcast. “Men on AS require
regular tumor assessments,” he
noted, “with most guidelines
recommending biopsies every
one to two years.

“That timing is what we are
now really trying to tailor,” said
Cooperberg. A particular con-
cern is the frequency of the
biopsies in AS. Every time we
do a prostate biopsy there is
discomfort, a risk of bleeding,
and there’s a low risk of a sig-
nificant infection.”

For their study, researchers
examined outcomes in 850
men with low-risk disease
(Gleason grade group 1) under-
going AS in the Canary Prostate
Active Surveillance Study
(PASS) to create a risk classifier
model, which was then validat-
ed in 533 men meeting the
same criteria for a UCSF AS

program.

At 4 years, the AUC for pre-
dicting no change in disease
classification was 0.70 for the
PASS and validation cohorts (P
<0.001 for both). For men in
the bottom 10" and 25" per-
centiles of risk, the model
showed a negative predictive
value of 0.95, respectively.

The model is currently available
as an online calculator to pre-
dict patients’ risk of reclassifi-
cation.

Cooperberg pointed out that
less-invasive methods for as-
sessing disease change —such
as MRI or biomarkers — have
yet to be shown to be able to
replace standard tissue biop-
sies, which can be a barrier to
AS.

“It’s a combination of the de-
sire to avoid multiple biopsies
and uncertainty associated
with AS that discourages some
men —and | think some clini-
cians —from embracing AS
more universally.”

MedPage Today
28 August 2020

PCa Progression and Fat Cells (Continued from page 4)

Podgorski also believes this
interaction helps shield can-
cer cells from chemotherapy
like docetaxel and cabazitax-
el, which often are used to
treat men with PCa.

With support from the re-
cent NCI grant, Podgorski
hopes to demonstrate that
blocking fatty cells from pro-
ducing and releasing these
lipid molecules, can increase
cancer cells’ vulnerability to
treatments, halt their
growth, and prevent them
from spreading to other
parts of the body.

She also hopes the grant will
help her to identify new ther-
apeutic targets for PCa, using
a variety of techniques in
cellular and animal models of
disease, as well as in patient
samples.

“I think we have a lot of tools

to answer the questions
we’ve asked. We already
identified potential mole-
cules to target, including
PKM2 or interleukin 1B. Fat
cells change the activity of
these targets in the tumor to
help it live. They also affect
other processes, such as iron
metabolism,” Podgorski said.

“The design of this study
promises to show that lipids
supplied by fat cells in the
bone marrow are key con-
tributors to chemo-
resistance. The study is also
likely to identify new mecha-
nistic targets for therapy,”
she added.

Prostate Cancer News Today
17 September 2020
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Delayed Radical Prostatectomy is Not Associated with Adverse Oncologic Outcomes:

Implications for Men Experiencing Surgical Delay Due to the COVID-19 Pandemic

Ginsburg KB, Curtis GL, Timar RE, George AK, Cher ML

J Urol 204: 720-725, 2020

Purpose: The 2019 novel
COVID-19 pandemic forced
many health care organiza-
tions to divert efforts and
resources to emergent pa-
tient care, delaying many
elective oncologic surgeries.
We investigated the possible
association between delay in
radical prostatectomy (RP)
and oncologic outcomes.
Materials and Methods: This
is a retrospective review of
men with intermediate- and
high-risk prostate cancer

(PCa) in the National Cancer
Database undergoing RP
from 2010 to 2016. Immedi-
ate RP was defined as RP
within 3 months of diagnosis,
while delayed RP was ana-
lyzed in 3-month intervals up
to 1 year. Multivariable lo-
gistic regression models were
tested for associations be-
tween levels of delayed RP
and outcomes of interest
(adverse pathology, up-
grades on RP, positive nodes
and post-RP secondary treat-

High Intensity Focused Ultrasound Hemigland
Ablation for Prostate Cancer: Initial Outcomes of a

United States Series

Abreu AL, Peretsman S, lwata A, et al.

J Urol 204: 741-747, 2020

Purpose: We report out-
comes of hemigland high
intensity focused ultrasound
(HIFU) ablation as primary
treatment for localized pros-
tate cancer (PCa) in the U.S.

Materials and Methods: 100
consecutive men underwent
hemigland HIFU (December
2015 to December 2019).
The primary endpoint was
treatment failure, defined as
Grade Group (GG) 2 or great-
er on follow-up prostate bi-
opsy, radical treatment, sys-
temic therapy, metastases or
PCa-specific mortality. IIEF
(International Index of Erec-
tile Function), I-PSS
(International Prostate Symp-
tom Score) and 90-day com-
plications were reported.

Results: At study entry, men
had very low- (8%), low-
(20%), intermediate favora-
ble- (50%), intermediate un-
favorable- (17%) and high-
(5%) risk PCa. Median follow-
up was 20 months. The 2-
year survival free from treat-
ment failure, GG 2 or greater
recurrence, repeat focal HIFU
and radical treatment was

73,76, 90 and 91%, respec-
tively. Bilateral PCa at diag-
nosis was the sole predictor
for GG 2 or greater recur-
rence (p=0.03). Of men who
underwent posttreatment
biopsy (58), 10 had in-field
and 8 out-of-field GG 2 or
greater positive biopsy. Con-
tinence (zero pad) was main-
tained in 100% of men. Me-
dian IIEF-5 and I-PSS scores
before vs. after hemigland
HIFU were 22 vs. 21 (p=0.99)
and 9 vs. 6 (p=0.005), respec-
tively. Minor and major com-
plications occurred in 13 and
0% of men. No men devel-
oped a rectal fistula or died.

Conclusions: Short-term re-
sults of focal HIFU indicate
safety, excellent potency and
continence preservation, and
adequate short-term PCa
control. Radical treatment
was avoided in 91% of men
at 2 years. Men with bilateral
PCa at diagnosis have in-
creased risk for GG 2 or
greater recurrence. To our
knowledge, this is the initial
and largest U.S. series of fo-
cal HIFU as primary treat-
ment for PCa.

ments) compared with men
undergoing immediate RP.

Results: We identified
128,062 men with intermedi-
ate- and high-risk PCa treat-
ed with RP. After adjustment,
we did not appreciate a sig-
nificant difference in odds of
adverse pathology, upgrad-
ing, node positive disease or
post-RP secondary treat-
ments between men treated
with immediate RP and any
level of delay to 12 months.

Subgroup analysis of men
with Grade Group 4 and 5
PCa did not demonstrate an
association between delayed
RP and worse oncologic out-
comes.

Conclusions: In the National
Cancer Database, delayed RP
was not associated with early
adverse oncologic outcomes
at RP. These results may pro-
vide reassurance to patients
and urologists balancing care
in the current pandemic.

AUA Applauds House Veterans Affairs Committee
for Taking Action on Legislation to Promote
Prostate Cancer Care for Veterans

The American Urological As-
sociation (AUA) applauds the
House of Representatives
Committee on Veterans’
Affairs for holding a hearing
on H.R. 6092, the Veteran’s
Prostate Cancer Treatment
and Research Act. The AUA
announced its support for
this important legislation
upon its March 2020 intro-
duction by Representatives
Neal Dunn (R-FL-3) and Joe
Cunningham (D-SC-1) and
submitted a statement for
the record to the Committee
in advance of a hearing held
on 09/10/2020.

H.R. 6092 supports the de-
velopment and implementa-
tion of a Veterans Health
Administration (VHA) health
care program focused on
coordinated and comprehen-
sive care for veterans with
prostate cancer (PCa).

The National Institutes of
Health reports that PCa is the
most commonly diagnosed
cancer in the VHA. The Amer-
ican Cancer Society estimates
that 1 in 9 men will be diag-
nosed; in 2020 alone, nearly
192,000 men will be diag-
nosed and more than 33,000
will die from the disease.

US TOO INTERNATIONAL PROSTATE CANCER EDUCATION & SUPPORT

At present, there is no na-
tional clinical pathway for
PCa care in the VHA. VHA has
unparalleled systems and
data resources and is unique-
ly capable of creating a true
learning health care system
to tackle its most common
cancer diagnosis leading to
models that could potentially
affect all men especially
those most at risk.

“There are no quality
measures yet aimed at PCa
care, nor are there national
implementation programs to
ensure optimal PCa care for
our nation’s veterans,” AUA
Public Policy Chair Dr. Eu-
gene Rhee said in the state-
ment. “The establishment of
a clinical pathway will stand-
ardize treatment options and
improve results for patients.

“The AUA believes the VHA is
positioned to not only deliver
the highest quality PCa care
in the country, but also to
lead the rapid generation of
new research and optimal
method of care delivery.”

Newswire
10 September 2020
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Urine Extracellular Vesicle GATA2 mRNA Discriminates Biopsy Result in Men with Suspicion of

Prostate Cancer

Woo J, Santasusagna S, Banks J, et al.

J Urol 204: 691-700, 2020

Purpose: PSA has limited
performance in detecting
prostate cancer (PCa). The
transcription factor GATA2 is
expressed in aggressive PCa.
We analyzed the predictive
value of urine extracellular
vesicle GATA2 mRNA alone
and in combination with a
multigene panel to improve
detection of PCa and high-
risk disease.

Materials and Methods: GA-
TA2 mRNA was analyzed in
matched extracellular vesi-

cles isolated from urines be-
fore and after prostatectomy
(16) and paired urine and
tissue prostatectomy sam-
ples (19). Extracellular vesicle
GATA2 mRNA performance
to distinguish PCa and high-
grade disease was tested in
training (52) and validation
(165) cohorts. The predictive
value of a multigene score
including GATA2, PCA3 and
TMPRSS2-ERG (GAPT-E) was
tested in both cohorts.

Results: Confirming its pros-

Oral Antiandrogens Found to Increase Risk of
Dementia and Alzheimer’s Disease

Dementia risk associated
with androgen deprivation
therapy (ADT) for prostate
cancer (PCa) depends on the
class of medication used,
according to investigators.

In a study of 23,651 men
with newly diagnosed PCa,
investigators in Taiwan found
that use of oral antiandrogen
monotherapy was significant-
ly associated with a 34% and
52% increased risk for all-
cause dementia and Alzhei-
mer’s disease (AD), respec-
tively, compared with not
receiving ADT in adjusted
analyses, a team led by Lai-
Chu See, PhD, of the Chang
Gung University College of
Medicine in Taoyuan, Tai-
wan, reported in JAMA Net-
work Open.

The investigators used linked
data from the Taiwan Nation-
al Cancer Registry, National
Health Insurance Research
Database (NHIRD), and the
Taiwan National Death Regis-
try. Their analysis included
the following ADTs: the oral
antiandrogens bicalutamide,
flutamide, and cyproterone;
the GnRH agonists leupro-
lide, goserelin, triptorelin,
and buserelin; and bilateral
orchiectomy.

PROSTATE CANCER HELPLINE

Of the 23,651 men, 11,817
(50%) received GnRH ago-
nists, 4,054 (17.1%) received
antiandrogen monotherapy,
876 (3.7%) underwent or-
chiectomy, and 6,904
(29.2%) did not received
ADT. A total of 1,525 men
were diagnosed with incident
dementia during a median
follow-up period of 3.46
years.

Dr. See and colleagues noted
that the underlying mecha-
nism by which ADT causes
dementia is unclear and
could be multifactorial.

The new findings differ from
those of a previous study of
30,903 men with newly diag-
nosed nonmetastatic PCa
performed in the United
Kingdom. The study, which
was published in the Journal
of Clinical Oncology in 2017,
found no significant increase
in dementia or AD risk associ-
ated with GnRH agonists
alone, oral antiandrogens
alone, GnRH agonists plus
oral antiandrogens, and oth-
er types or combinations of
ADT in adjusted analyses.

Reuters Health
14 September 2020

: 1-800-808-7866 WWW.USTOO.0ORG

tate origin, urine extracellu-
lar vesicle GATA2 mRNA lev-
els decreased significantly
after prostatectomy and cor-
related with PCa tissue GA-
TA2 mRNA levels. In the
training and validation co-
hort GATA2 discriminated
PCa (AUC 0.74 and 0.66) and
high-grade disease (AUC 0.78
and 0.65), respectively. Nota-
bly, the GAPT-E score im-
proved discrimination of PCa
(AUC 0.84 and 0.72) and
high-grade cancer (AUC 0.85

and 0.71) in both cohorts
when compared with each
biomarker alone and PT-E
(PCA3 and TMPRSS2-ERG). A
GAPT-E score for high-grade
PCa would avoid 92.1% of
unnecessary prostate biop-
sies, compared to 61.9%
when a PT-E score is used.

Conclusions: Urine extracel-
lular vesicle GATA2 mRNA
analysis improves the detec-
tion of high-risk PCa and may
reduce the number of unnec-
essary biopsies.

Darolutamide Lowers Risk of Death by 31% for
Some Prostate Cancer Patients

The prostate cancer drug
darolutamide lowers the risk
of death by 31% at the 3-year
mark for men with nonmet-
astatic, castration-resistant
prostate cancer (hm-CRPC),
according to new data from
the phase-3 ARAMIS study.

An earlier announcement
stated that the drug had pro-
duced a median metastasis-
free survival (MFS) of 40.4
months vs. 18.4 months with
placebo. The new report in
the New England Journal of
Medicine, says that 3-year
overall survival was 83% with
the drug vs. 77% with place-
bo (P=0.003, a statistically
significant difference).

Darolutamide is an androgen-
receptor inhibitor and is giv-
en together with androgen-
deprivation therapy.

Enrolled were 1,509 men, all
with a PSA doubling time of
10 months or less. The MFS
data served as the basis for
the drug’s approval by the
U.S. FDA in July 2019.

The time to pain progression,
a secondary end point, was
40.3 months with darolutam-
ide and 25.4 months with
placebo (P <0.001, a statisti-
cally significant difference).

The average wholesale price
of the drug is more than

$11,000 per month, accord-
ing to prices on goodrx.com.

Side effects were comparable
in both groups, but fatigue
was more common with da-
rolutamide, seen in 13.2 vs.
8.3% with placebo. All other
side effects were seen in
fewer than 10% of patients.

“The incidence of adverse
events commonly associated
with androgen-receptor in-
hibitors, including falls, sei-
zures, mental-impairment
disorders, and hypertension,
was similar in the two
groups,” said the team, led
by Dr. Karim Fizazi of the
University of Paris-Saclay.

“The incidence of fractures
was slightly higher in the
darolutamide group than in
the placebo group; however,
after adjustment for the du-
ration of exposure, the be-
tween-group difference de-
creased.”

Reuters Health
10 September 2020
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Prostate Cancer in Young Men: An Emerging Young Adult and Older Adolescent Challenge

Bleyer A, Spreafico F, Barr R
Cancer 126: 46-57, 2020

Background: Recent observa-
tions suggest that prostate
cancer (PCa) is an increasing
disease among older adoles-
cents and young adults.

Methods: Incidence, mortali-
ty, and survival data were
obtained from the US Na-
tional Cancer Institute Sur-
veillance, Epidemiology, and
End Results program and the
Institute for Health Metrics
and Evaluation Global Bur-
den of Disease database.

Results: Worldwide, the inci-
dence of PCa has increased
in all groups between ages
15 and 40 years and in-
creased globally at a steady
rate averaging 2% per year
since 1990 (P <0.01). In the
U.S., this age group was >6
times more likely than older
men to have distant disease
at diagnosis. Stage for stage,
their survival rate was lower

than in older men. Whereas
the overall 5-year relative
survival rate in the U.S. for
men diagnosed between
ages 40 and 80 years was 95
to 100%, it was 30% in those
aged 15 to 24 years, 50% in
those aged 20 to 29 years,
and 80% in those aged 25 to
34 years.

Conclusions: PCa in older
adolescent and young adult
men has increased in most
countries. There is some evi-
dence that this may be
caused, in part, by underdi-
agnosis, PSA screening, and
overdiagnosis. It also may be
caused by trends in obesity,
physical inactivity, HPV infec-

tion, substance exposure,
environmental carcinogens,
and/or referral patterns.
How the biology of these
cancers differs from that in
older men and how the etiol-
ogies vary from country to
country remain to be deter-
mined.

Prostate Mapping for Cancer Diagnosis (Continued from page 5)

Results: The overall positive
rate was 56% (108) for PCa
and 42% (81) for clinically
significant PCa (Gleason
Grade Group [GGG] greater
than 1), and adding micro-
ultrasound and MRI detected
significantly more clinically
significant PCa than system-
atic biopsy (p <0.001). Micro-
ultrasound found 12 of 108
(11%) PCas that were missed
by all other techniques and
11 (92%) were clinically sig-
nificant PCa. PI-RADS® and

PRI-MUS™ (Prostate Risk
Identification Using Micro-
Ultrasound) were strong pre-
dictors of clinically significant
PCa in a logistic regression
model (AUC 0.76). For PSA
levels >4 ng/mL, PI-RADS >3,
there was an improvement in
detection rate between PRI-
MUS 4 and PRI-MUS 5 (52%
GGG >1t0 92% GGG >1). No
fever or clinical infection was
observed and 17 (8.7%) men
presented with minor com-
plications (Clavien Dindo I).

Conclusions: This is the first
study using a transperineal
approach for micro-
ultrasound guided biopsy
and multiparametric MRI
fusion biopsy. The results
show a high accuracy for PCa
and clinically significant PCa
diagnosis, without infectious
complications. The proposed
method should be validated
in large randomized clinical
trials.
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Between the Sheets... October 2020

This column provides the platorm for experts in the feld to help men and women by providing answers to questons
about sexual health and intmacy challenges that can result from prostate cancer treatment.

This column was compiled with the help of Dr. Anne Katz, Certfed Sexuality Counselor and Clinical Nurse Specialist at
CancerCare Manitoba. She has educated thousands of healthcare providers and cancer survivors about cancer, sexuality and
survivorship. She is the editor of the Oncology Nursing Forum, an avid blogger for ASCO Connectons, and the author of 13 books
on the topics of illness, sexuality and cancer survivorship. (www.drannekatz.com)

QUESTION FROM PROSTATE CANCER SURVIVOR:

This queston is more about my wife than me. | had surgery to remove my prostate for high-grade cancer nine months ago. My PSA
didn’t go down to zero and | had positve margins, so they recommended | have radiaton and hormone therapy too. Due to the length
of treatment we had to change our plans for the winter. We had to stay home in the Northeast and it has been a brutal winter, especially
afer being in Florida at this tme for the past fve years. The real problem is that my wife is driving me nuts! She’s angry and sad, crying
a lot or telling me that I'm not listening to her and | just want her to stop! I'm not really sure what she’s so upset about — I’'m the one with
prostate cancer, I'm the one who can’t get it up — doesn’t she think it’s upse®tng to me too? But what can | do about it? What’s done is
done and here we are. How can | make her stop?

RESPONSE FROM DR. ANNE KATZ:
Both of you are having a diffcult tme with what has happened to you. | have seen this exact scenario before. It boils down to a few
important issues:

1. Sheis worried about you and distressed about what has happened. She is also scared about what the future holds; if the frst
treatment (surgery) didn’t work, then how confdent is she that this second treatment (radiaton plus androgen deprivaton) will
work too?

2. Sheis grieving the change in your life together (more about this later). You menton not being able to “get it up” but her grief may
be diferent from loss of erectons and more general, perhaps related to not being able to spend the cold winter away somewhere
warmer.

3. Men and women, survivor and family member, deal with these kinds of situaton diferently. You have been able to
“compartmentalize” what has happened to you. You are pragmatc in your response, as you stated: “What’s done is done and here
we are.” She apparently is not able to look at things this same way — this is not uncommon as we all approach situatons like this
based in part on inherent personality traits and coping mechanisms.

4. Sheis unloading her distress on you. It is well known that partners ofen are more distressed than survivors and are consumed with
worry because of their love for the man with prostate cancer. It’s difcult to see someone that you love struggle or sufer —and some
men really do sufer through any and all treatments. But men are ofen stoic and don’t disclose how much they are hurtng and their
spouse/partner is leT “imagining” what they are going through, and also thinking about their hypothetcal response to the same
experience.

So what can be done to help BOTH of you? The answer lies in part in communicatng openly and honestly, without trying to protect her
feelings. Let her know what YOU are thinking about your treatment and how you are dealing with the uncertainty that you are most
likely feeling too.

She (and you) should be encouraged to mourn the changes in your life together, both physical (loss of erectons) and social (not going
south for the winter). Let her know that you too are disappointed or angry about being stuck in the cold this winter — but hopefully next
winter you can return to your usual paterns of escape.

Accept that she is worried and distressed — this is evidence of your importance in her life and how much she loves you. Accept that she
may not employ the personality or coping mechanisms that you do to cope with what has happened. Just as you may not be able to deal
with things emotonally, she is not able to be ratonal and pragmatc. Her distress may give you the opportunity to open up about your
distress.

Suggest that she fnd a safe space where she can unload her feelings. A trusted friend or family member may serve that purpose, or
perhaps a professional such as a social worker or therapist can provide her with the space and tme to vent, something that she needs to
do, so as not to pour out her feelings on you. This does not mean she is hiding anything from you, but it will certainly prevent you from
your feelings of not trying to “fx” the situaton or “mend” her distress. Another resource you might consider is the Us TOO “A Forum for
Her” support group for female caregivers, visit htps://ustoo.org/aforumforher.

Watch Dr. Katz’ presentaton on sexual health and intmacy from the Prostate Cancer Pathways for Patents and Caregivers event
recorded at Englewood Health in Englewood, NJ on September 29, 2018. htps://www.youtube.com/watch?v=A2ZdDHW2WGY &t=8542s.

Read previous issues of Between the Sheets at www.ustoo.org/BTS.

Do you have a queston about sexual health or intmacy? If so, we invite you to send it to Us TOO. We'll select questons to feature in
future Between the Sheets columns.

Please email your queston to: ustooBTS@ustoo.org

Or mail your leter to:

Us TOO Internatonal
Between the Sheets
2720 S. River Road, Suite 112
Des Plaines, IL 0018



Progress on Prostate Cancer Research October 2020
Advancements in prostate cancer research provide hope for fnding a cure and lead to the
discovery of new treatments to minimize the impact of a man’s prostate cancer and maximize his
quality of life. This regular Hot SHEET supplement includes some of the latest research from the
Prostate Cancer Foundaton (www.pcf.org).

The PCF is the world’s leading philanthropic organizaton funding and acceleratng prostate cancer research.
Founded in 1993, the PCF has raised more than $745 million and provided funding to more than 2,000
research programs at nearly 200 cancer centers and universites.

New Blood Test Approved to Help Guide Treatment Decisions for Patents With Advanced Prostate Cancer

Recently, the FDA approved a test to look for changes in a patent’s tumor that may help in choosing treatment
optons for men with advanced prostate cancer — using only a blood sample.

PCF has long funded research into precision medicine for prostate cancer: treatng the right patent with the
right type of prostate cancer at the right tme with the right therapy. It’s like a math equaton. Ideally:

Patent or tumor characteristcs + Right drug = Longer survival

This test, developed by Foundaton Medicine and called FoundatonOne® Liquid CDx, is one half of that
equaton. It analyzes 324 diferent genes to see if there are mutatons in a patent’s cancer that would make
him eligible for certain treatments. (Very few of the 324 genes are relevant in prostate cancer; the test is
meant to work across all solid tumors.)

The blood test (“liquid biopsy”) looks for changes in circulatng tumor DNA — bits of tumor genetc material in
the blood. One advantage is that it is minimally invasive. Patents avoid the pain and risk of infecton of a tssue
biopsy — especially for patents with metastases in the bone, where biopsies are partcularly difcult to do.

The other half of the equaton is the right drug. In May, two new precision medicines called PARP inhibitors
(olaparib and rucaparib) received FDA approval for patents with metastatc castraton-resistant prostate
cancer (mMCRPC) who have certain gene mutatons. FoundatonOne® Liquid CDx can be used to identfy tumor
mutatons in BRCAL or BRCA2 genes that may show that a patent may beneft from rucaparib. This is one
example of a match between a gene mutaton in a patent’s tumor and a precision drug that can result in
extraordinary patent response.

Tissue biopsy remains the “gold standard” for identfying tumor mutatons; not all patents will have circulatng
tumor DNA in their blood. Patents whose Liquid CDx test shows no mutatons may stll need a tssue biopsy to
confrm the result.

Note that this “liquid biopsy” is not a test for screening or diagnosis of prostate cancer. The prostate specifc
antgen (PSA) test is used for screening, and a needle biopsy of the prostate is used to obtain tssue for
diagnosis. Research is ongoing to fnd beter alternatves to PSA and, one day, the hope is to have a true “liquid
biopsy” for inital diagnosis.

How can patents access the test? First, if you have mCRPC, talk to your doctor. It is automatcally covered

by Medicare if the patent meets certain criteria (e.g., has an advanced solid tumor, has not been previously
tested, and has decided to seek further treatment). Commercial insurers are variable in what they cover, so
speak with your insurance company if this situaton applies to you. Finally, Foundaton Medicine has a Patent
Assistance program to help all patents gain access to the test. You can apply on their website at
htps://www.foundatonmedicine.com/resource/billing-and-fnancial-assistance or contact them by phone or
email.

For more informaton visit www.pcf.org, email info@pcf.org, or call 1-800-757-2873.






