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Oral ADT Slashes Heart Risk in Advanced Prostate Cancer
Novel GnRH Antagonist Has Potential to be New Standard, Says Researcher
Androgen-deprivation therapy (ADT) with an oral gonadotropin-releasing hormone
(GnRH) antagonist rapidly
suppressed testosterone and
cut the incidence of serious
cardiovascular (CV) events
vs. an injectable GnRH agonist, a phase III trial found.
The so-called HERO study of
over 900 men met its primary endpoint, demonstrating
that castration at 48 weeks
was maintained in 96.7% of
men assigned to relugolix vs.

Studies Make Case for Hormonal Therapy in NonMetastatic Castrate-Resistant PCa (nmCRPC)
Prolonged Survival with Three Different Androgen Signaling
Inhibitors
Men with nonmetastatic castration-resistant prostate cancer
(nmCRPC) lived significantly longer if they received an androgen signaling inhibitor (ASI) in addition to conventional androgen deprivation therapy (ADT), three large randomized trials of
different drugs showed.
The survival hazard was reduced by 20-30% in men who received enzalutamide, apalutamide, or darolutamide in addition
to ADT. The addition of darolutamide to ADT led to a 31% reduction in the survival hazard, followed by 27% with enzalutamide, and 22% with apalutamide. In all three studies, the
magnitude of benefit was about an extra year of life.
No new safety signals were reported for any of the drugs evaluated, although differing safety profiles might influence choices
going forward, according to presentations at the American Society of Clinical Oncology (ASCO) virtual meeting.
“The data presented today from three large randomized studies make it clear that in CRPC, early intensification of hormonal
therapy results in an overall survival advantage,” said ASCO
invited discussant Tomasz Beer, MD, of Oregon Health & Science University in Portland, OR. “Meaningful differences in
efficacy between these three studies are not apparent. Potential differences in toxicity warrant further evaluation in the context of a direct comparison between these agents.”
“These results create opportunity for further advances and
(Continued on page 4)
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88.8% of those on leuprolide
injection, meeting prespecified criteria for both noninferiority and superiority
(P <0.001), reported Neal
Shore, MD, of the Carolina
Urologic Research Center in
Myrtle Beach, SC.
“Notably, risk of major adverse CV events (MACE) was
54% lower in the relugolix
group vs. leuprolide,” said
Shore during his presentation
at the American Society of
Clinical Oncology (ASCO) virtual meeting.1 “Relugolix is a
novel, oral GnRH antagonist
that could potentially become a new standard for

ADT in advanced prostate
cancer (PCa).
“Approximately 30% of men
with PCa have known CV
disease, and many others
have comorbid risk factors.
Since the 1990s, the proportion of PCa patients dying of
CV disease has surpassed
those dying from PCa itself,”
Shore added.
In the study, cumulative incidence of MACE at 48 weeks
(non-fatal stroke or myocardial infarction (MI), or death
from any CV-related cause)
was 2.9% with the oral drug
(Continued on page 5)

Testosterone Therapy Does Not Increase the Risks
of Prostate Cancer Recurrence or Death after
Definitive Treatment for Localized Disease
Sarkar RR, Patel SH, Parsons JK, et al.
Prostate Cancer Prostatic Dis 08 June 2020; [Epub]
The safety of testosterone
therapy (TT) after definitive
treatment for localized prostate cancer (PCa) remains
undefined. We analyzed the
risks of biochemical recurrence (BCR) and mortality in
men receiving TT after treatment for localized PCa.
Study Design: Cohort analysis using the national US Veterans Affairs Informatics and
Computing Infrastructure.
We identified 69,984 men
with localized PCa diagnosed
from 2001 to 2015 treated
with radical prostatectomy
(RP) or radiotherapy (RT). We
coded receipt of TT after
treatment as a timedependent covariate; used

the National Death Index to
identify cause of death; and
defined BCR as PSA >0.2 ng/
mL after RP and nadir + 2 ng/
mL after RT. We analyzed
rates of recurrence and mortality using cumulative incidence curves, Fine-Gray competing risk regression, and
Cox regression.
Results: This cohort included
28,651 RP patients and
41,333 RT patients, of whom
469 (1.64%) and 543 (1.31%),
respectively, received TT
with a median follow-up of
6.95 years. Comparing testosterone users to nonusers,
no between-group differ(Continued on page 3)
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Prostate Cancer Incidence Five Years after US Preventive Services Task Force
Recommendations Against Screening
Jemal A, Culp MB, Ma J, et al.
J Natl Cancer Inst, 20 May 2020; Epub
Background: Previous studies reported that prostate
cancer (PCa) incidence rates
in the US declined for localstage disease and increased
for regional- and distantstage disease following the
US Preventive Services Task
Force (USPSTF) recommendations against PSA-based
screening for men aged ≥75
in 2008 and for all men in
2012. It is unknown, however, whether these patterns
persisted through 2016.
Methods: Based on the US
Cancer Statistics Public Use
Research Database, we examined temporal trends in
invasive PCa incidence from
2005-2016 in men aged ≥50

years stratified by stage
(local, regional, and distant),
age group (50-74 and ≥75),
and race/ethnicity (all races/
ethnicities, non-Hispanic
whites, and non-Hispanic
blacks) with joinpoint regression models to estimate annual percent changes. Tests
of statistical significance are
two-sided, P < 0.05.
Results: For all races/
ethnicities combined, incidence for local-stage disease
declined beginning in 2007 in
men aged 50-74 and ≥75
years though the decline
stabilized during 2013-2016
in men aged ≥75 years. Incidence decreased by 6.4%
(95%CI, 4-9-7.9%) per year

from 2007-2016 in men aged
50-74 years and by 10.7%
(95%CI, 6.2-15.0%) per year
from 2007-2013 in men aged
≥75 years. In contrast, incidence for regional- and distant-stage disease increased
in both age groups during the
study period. For example,
distant-stage incidence in
men aged ≥75 years increased by 5.2% (95% CI, 4.26.1%)/year from 2010-2016.
Conclusions: Regional- and
distant-stage prostate cancer
incidence continues to increase in the US in men aged
≥50 years, and future studies
are needed to identify reasons for the rising trends.

Olaparib for Metastatic Castration Resistant Prostate Cancer
de Bono J, Mateo J, Fizazi K, et al.
N Engl J Med 382: 2091-2102, 2020

Background: Multiple loss of
function alterations in genes
are involved in DNA repair,
including homologous recombination repair, and are
associated with response to
poly(adenosine diphosphateribose) polymerase (PARP)
inhibition in men with prostate and other cancers.
Methods: We conducted a
randomized, open-label,
phase 3 trial evaluating the
PARP inhibitor olaparib in
men with metastatic castration-resistant prostate cancer (mCRPC) treated with
abiraterone or enzalutamide
and had disease progression.
All of the men had a qualifying alteration in prespecified
genes with a direct or indirect role in homologous recombination repair. Cohort A
(245 men) had at least one
alteration in BRCA1, BRCA2,
or ATM; cohort B (142 men)
had alterations in any of 12
other prespecified genes,

prospectively and centrally
determined from tumor tissue. Men were randomly
assigned (in a 2:1 ratio) to
receive olaparib or the physician’s choice of enzalutamide
or abiraterone (as controls).
The primary end point was
imaging-based progressionfree survival (PFS) in cohort A
according to a blinded independent central review.
Results: In cohort A, imagingbased PFS was significantly
longer in the olaparib group
than in the control group
(median, 7.4 vs. 3.6 months;
hazard ratio (HR) for progression or death, 0.34; 95% confidence interval (CI), 0.25 to
0.47; P<0.001); a significant
benefit was also observed
with respect to the confirmed objective response
rate and the time to pain
progression. The median
overall survival (OS) in cohort
A was 18.5 months in the
olaparib group and 15.1
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months in the control group;
81% of the men in the control group who had progression crossed over to receive
olaparib. A significant benefit
for olaparib was also seen for
imaging-based PFS in the
overall population (cohorts A
and B). Anemia and nausea
were the main toxic effects in
men who received olaparib.
Conclusions: In men with
mCRPC who had disease progression while receiving enzalutamide or abiraterone
and who had alterations in
genes with a role in homologous recombination repair,
olaparib was associated with
longer PFS and better
measures of response and
patient-reported end points
than either enzalutamide or
abiraterone.
Funded by AstraZeneca and
Merck Sharp & Dohme; PROfound ClinicalTrials.gov number,
NCT02987543.
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column
“PSA = People-Specific Antigen?!”
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.

I have always found it interesting that PSA in my Moyad
wacky mind was supposed to
stand for two things: Public
Service Announcement (I
used to do radio stuff – aka
ego boosting Moyad plug
because I have a fragile ego
which needs constant verbal
support since we are not
allowed to hug right now
because of coronavirus), or
Prostate-Specific Antigen.
However, what also makes
me a little wacky is that we
all now know that, in many
people, PSA is NOT prostate
cancer specific, or even prostate specific (more on this in
a moment… feel free to get
up and get some popcorn). In
fact, one of the most common reasons for PSA to increase in the general population of men is due to the fact
that their prostate is getting
bigger, or adding more prostate tissue (growing), and
then more PSA is added to
the bloodstream. It is also for
this reason that many men
need to optimize their lifestyle behaviors because
these changes tend to discourage the growth of noncancerous prostate enlargement (including a lot of
weight or waist gain) which,
in my modest opinion, is one
of many ways to reduce the
risk of being over-diagnosed
with a non-aggressive prostate cancer, since you are
less likely to get noncancerous increases in your
PSA. Doctors today are using
so many other things, not
just PSA, to determine what
is going on so they can protect you from being over- or
under-diagnosed.
Now, along comes a very
good research summary suggesting that PSA is really Peo-

ple-Specific-Antigen(?!). Say
what, Moyad? You are losing
it (btw, I never had it)! This
new research suggests some
women produce PSA, especially if they have a fairly
common condition called
“Polycystic Ovary Syndrome”
or “PCOS”.1 Increasing levels
of androgens (male hormones) are produced in
many women with PCOS for
many reasons, but the exact
source of the PSA is not
known. One thought is that
weight gain increases the
probability that PSA will be
produced because precursors
to androgens, such as
DHEAS, stimulate some yet
unrecognized area of the
body, which then turns on
PSA-producing machinery.
Furthermore, it seems this
new research, which is really
a summary of past research
studies, demonstrates that
total and free PSA are increased in many women with
more severe PCOS, so it
could be a potential marker
of severity, or perhaps even
treatment response. It is also
interesting that some past
studies have found PSA in
various female tissues such
as breast, endometrial, ovarian, … and even in some
women with benign breast
diseases, and in some women with colorectal cancer!2,3
Apparently, it has even been
found, in some cases, in amniotic fluid. Wow!
Yet, going back to PCOS and
that one day, perhaps, PSA
will have some monitoring or
marker role, it is critical to
also mention that PCOS can
impact almost any age group.
Genetics and family history
can raise the risk. Still, lifestyle changes and other
methods (medications) are
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one of the primary treatment
options recognized today for
PCOS (caloric reduction,
weight loss…), but where is
that TV commercial
(rhetorical)? It cannot be
found, my friends, except of
course in the twisted Moyad
world where images of these
lifestyle change advertisements run in my head all day
long! Yes, in clinical guidelines, weight loss and lifestyle changes are a primary
form of treatment for PCOS,
along with many other potential conventional interventions.
So, here is my future suggestion about PSA. A rising PSA
appears to suggest something is not right (cancer or
no cancer), and it should be
investigated. And, perhaps in
the future, the full-name of
PSA will officially be changed,
and it will be known as the
“People-Specific Antigen”
and not Prostate-Specific
Antigen since men and many
women clearly harbor or
produce PSA.
In fact, if I ever run for political office (first, I would need
my cranium examined before
deciding, and if they found
nothing wrong and said I am
fit to run for office, then I
would beg the doctors to
keep checking to find something wrong with me so I do
not have to run for political
office… of any kind) then my
first proposal would be to
change the official meaning
of PSA to the “PeopleSpecific Antigen” and this
way prostate cancer, and all
other cancers, would probably see even more future
funding and respect. I love
research! Yeah!!! Time to get
off my PSA (People-Specific
Antigen) soapbox!!!

References:
1. Wu Z-H, Tang Y, Niu X, et al.
Prostatic-Specific Antigen
(PSA) levels in patients with
polycystic ovary syndrome
(PCOS): A Meta-analysis. J
Ovarian Res 12: 94 (p. 2-8),
2019.
2. Radowicki S, Kunicki M, Bandurska-Stankiewicz E. Eur J
Obstet Gynecol Reprod Biol
138: 212-16, 2008.
3. Duraker N, Can D, Parilti M.
Measurement of serum total
and free prostate-specific
antigen in women with colorectal carcinoma. Br J Cancer
86: 203-6, 2002.

Testosterone Therapy
(Continued from page 1)

ences in BCR, PCa-specific
mortality, or overall mortality after surgery [hazard ratio
(HR): 1.07; HR: 0.72
(p = 0.43); and HR: 1.11
(p = 0.43), respectively] or RT
[HR: 1.07; HR: 1.02 (p = 0.95);
and HR: 1.02 (p = 0.86), respectively] were detected.
Limitations included lack of
detailed data on duration of
TT and serum testosterone
concentrations.
Conclusions: In this multiethnic national cohort, TT did
not increase risks of BCR or
PCa-specific or overall mortality after RP or RT. These
data suggest that TT is safe in
appropriately selected men
after definitive treatment of
localized PCa.
Check Out the Us TOO
Advanced Prostate
Cancer Brochure at:
www.ustoo.org/AdvancedBrochure
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Studies Make Case for Hormonal Therapy in nmCRPC (Continued from page 1)

raise thought-provoking
questions about hormonal
therapy in general,” he said.
“The main survival results do
not reveal an obvious winner... None of the studies are
fully mature for overall survival [OS]; none have actually
reached median survival.”
Beer said the time has come
to consider earlier use of ASI,
while remaining mindful of
patient populations and possible treatment-related risks.
“In this setting, we’re recommending treatment for men
destined to live many years,
and they are asymptomatic
from their cancer. Attention
to toxicity is important in
selecting patients,” he said.
Referencing a recent metaanalysis showing that ASIs
increase cardiovascular (CV)
risk, Beer added, “This is just
one example, but clearly a
reminder that we need to be
thoughtful about patient
selection, and we need to be
aggressive about studying
the other adverse effects of
this class of agents.”
The three ASCO presentations were updates of trials
that met previously reported
primary endpoint of metastasis-free survival (MFS). OS
was a secondary endpoint.
ARAMIS Trial
The ARAMIS study included
1,509 men with nmCRPC,
randomized 2:1 to receive
darolutamide or placebo in
addition to conventional
ADT. Median follow-up for
the OS analysis was 29.1
months, reported Karim Fizazi, MD, of Gustave Roussy
Institute in Villejuif, France.1
Median treatment duration
was 25.8 months in the darolutamide arm vs. 11.6 in the
placebo arm. Crossover to
darolutamide at progression
was allowed, and men who
crossed over (31%) had a
median time on darolutam-

ide of 11.0 months. More
than half of men in the placebo arm received additional
therapy vs. 19% of men randomized to darolutamide.
In addition to demonstrating
a significant difference in
MFS, the trial showed that
the addition of darolutamide
significantly prolonged time
to pain progression (40.3 vs.
25.4 months, P <0.001), time
to first cytotoxic chemotherapy (not reached in either
arm, Hazard Ratio [HR] 0.58,
95% Confidence Interval [CI]
0.44-0.76), and time to first
symptomatic skeletal event
(SSE) not reached, HR 0.48,
95% CI 0.29-0.82.
Although median OS had not
been reached in either arm,
data showed the darolutamide group had a 31% lower
survival hazard (95% CI 0.530.88, P=0.003, a statistically
significant difference).
The frequency and severity
of adverse events (AEs) did
not differ substantively between arms. Fatigue was the
most common AE of interest
during randomized therapy,
observed in 13.2% of the
darolutamide group and
8.3% of the placebo group.
PROSPER Trial
The PROSPER trial involved
1,395 men with nmCRPC
randomized 2:1 to enzalutamide or placebo in addition
to ADT. “The trial had a primary endpoint of MFS, and
crossover from placebo to
enzalutamide at disease progression was allowed,” said
Cora Sternberg, MD, of Weill
Cornell Medicine in NY City.
The survival analysis was
performed after a median
follow-up of 48 months and
showed a median OS of 67.0
months in the enzalutamide
arm (upper limit of 95% CIs
not reached) and 56.3
months in the placebo arm.
The difference represented a

27% reduction in the survival
hazard in favor of enzalutamide (95% CI 0.61-0.89,
P=0.001). The benefit was
consistent across all prespecified subgroups.
Two-thirds of men in the
placebo group received at
least one subsequent therapy after randomized treatment was stopped vs. a third
of men in the enzalutamide
arm. The median time to first
subsequent chemotherapy
was 66.7 months in the enzalutamide arm and 19.1
months in the placebo arm
(HR 0.29, P <0.001).
Men randomized to enzalutamide had a median treatment exposure of 33.9
months as compared with
14.2 months in the placebo
group. Nonetheless, AEs (any
grade) occurred more often
in the placebo arm (60 vs.
34/100 patient-years). The
frequency of grade ≥3, serious, and fatal AEs was similar
in the two groups, and the
exposure adjusted rate of
discontinuation associated
with AEs was 6/100 patient
years in each group.
The results were published
simultaneously in the New
England Journal of Medicine.
SPARTAN Trial
The third study, known as
SPARTAN, included 1,207
men with nmCRPC, randomized 2:1 to apalutamide or
placebo in addition to ADT.
Like the other two trials,
SPARTAN had a primary endpoint of MFS. “The OS analysis occurred after a median
follow-up of 52.0 months,”
reported Eric J. Small, MD, of
the University of California
San Francisco.
Median treatment duration
was 32.9 months with apalutamide and 11.5 months with
placebo (26.1 months for the
19% of patients who crossed
over from the placebo arm to
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the apalutamide arm).
OS analysis showed a median
of 73.9 months for the apalutamide group and 59.9
months for placebo, translating to a hazard ratio of
0.78 (P=0.0161, a statistically
significant difference). Time
to initiation of cytotoxic therapy, symptomatic progression, and PSA progression
also were prolonged with
apalutamide, as was second
progression-free survival.
AEs were somewhat more
common in the apalutamide
arm, including grade ≥3 (55.9
vs. 36.4%), serious (36.1 vs.
24.9%), and fatal AEs (3.0 vs.
0.5%). Twice as many men in
the apalutamide arm discontinued treatment because of
AEs (14.9% vs 7.3%).
References:
1. Fizazi K, et al. “Overall survival results of phase III ARAMIS
study of darolutamide added
to androgen deprivation therapy for nonmetastatic castration-resistant prostate cancer” ASCO 2020; Abstract
5514
2. Sternberg CN, et al. “Updated
overall survival results from
PROSPER: A phase III randomized, double-blind, placebo-controlled study of enzalutamide in men with nonmetastatic castrationresistant prostate cancer”
ASCO 2020; Abstract 5515
3. Small EJ, et al. “Final survival
results from SPARTAN, a
phase III study of apalutamide versus placebo in patients
with nonmetastatic castration-resistant prostate cancer” ASCO 2020; Abstract
5516
MedPage Today
30 May 2020
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Oral ADT Slashes Heart Risk in Advanced Prostate Cancer (Continued from page 1)

vs. 6.2% with leuprolide
(Hazard Ratio [HR] 0.46, 95%
Confidence Interval [CI] 0.240.88). Among those with a
history of serious CV events,
leuprolide was associated
with a substantially higher
risk of MACE vs. relugolix
(17.8 vs. 3.6%, respectively,
for an Odds Ratio [OR] of 5.8,
95% CI 1.5-23.3).
Findings from the study were
published simultaneously in
the New England Journal of
Medicine.2
All key secondary trial endpoints significantly favored
relugolix. Men on the oral
drug achieved rapid testosterone reductions, with a
higher proportion reaching
castrate levels (<50 ng/dL) at
days 4 and 15 vs. leuprolide
(P <0.001 for both):
▪ Day 4: 56.0 vs. 0%
▪ Day 15: 98.7 vs. 12.0%
In the relugolix arm, 79.4% of
men had a PSA response at
day 15 vs. 19.8% with leuprolide (P <0.001, a statistically
significant difference).
Relugolix achieves both lute-

inizing hormone (LH) and
follicle-stimulating hormone
(FSH) suppression by directly
inhibiting pituitary GnRH
receptors. It does not cause
an initial testosterone surge
seen with LH-releasing hormone (LHRH) agonists, which
lead to a flare of symptoms.
“Even though no level 1 outcome data exist for the superiority of a GnRH antagonist
over a GnRH agonist with
respect to CV events or
death from CV causes, the
testosterone-suppression
data for GnRH antagonists,
oral or subcutaneous, are
level 1,” wrote Celestia Higano, MD, of the Seattle Cancer Care, in an accompanying
editorial in the NEJM.3
“Therefore, it is likely that
anticancer effects of a GnRH
antagonist will not be inferior to those of a GnRH agonist
and may be beneficial in
terms of life-limiting CV
events,” she continued.
Frequency of all-grade adverse events (AEs) was similar for the two treatments, at
92.9% in the relugolix arm

and 93.5% in the leuprolide
arm. Diarrhea was reported
in a higher proportion of
men on relugolix (12.2 vs.
6.8%), but was low-grade
and manageable. Incidence
of grade ≥3 AEs was similar
as well (18.0% with relugolix
and 20.5% with leuprolide),
and fatal events were rare
(1.1 vs. 2.9%, respectively).
For overall CV safety, an adverse event occurred in 3.9
and 7.1% with relugolix vs.
leuprolide, respectively.
The phase III HERO was an
international, open-label
study that randomized 930
evaluable patients with locally advanced or metastatic
PCa to oral relugolix (n=622)
or leuprolide injection
(n=308). Relugolix was given
daily, while leuprolide was
administered subcutaneously
every three months.
Median patient age was 71,
with more than two-thirds
under age 75. Over 90% of
men had cardiovascular risk
factors, with 14% having a
history of MACE.

Key inclusion criteria were
biochemical or clinical relapse that called for one year
of ADT, serum testosterone
levels of 150 ng/dL or above,
a PSA of 2.0 ng/mL or higher
and good performance status. Those with a MACE
event within six months of
trial enrollment were excluded from entry into the trial.
References:
1. Shore ND, et al “HERO phase
III trial: Results comparing
relugolix, an oral GnRH receptor antagonist, vs. leuprolide
acetate for advanced prostate cancer” ASCO 2020;
Abstract 5602.
2. Shore ND, et al “Oral
relugolix for androgendeprivation therapy in advanced prostate cancer” N
Engl J Med 2020; DOI:
10.1056/NEJMe2016433.
3. Higano CS “Cardiovascular
disease and androgen axistargeted drugs for prostate
cancer” N Engl J Med 2020;
DOI: 10.1056/
NEJMe2016433.
MedPage Today
30 May 2020

Consider Genetic Testing in All Metastatic Prostate Cancers
Expert Panel Recommends Testing for Men with Family History, Selective Testing for Others
All men with metastatic prostate cancer (PCa) should consider testing for germline
mutations, as should men
with a family history of cancer suggesting hereditary
cancer predisposition, an
international consensus panel recommended.
The recommendations were
published in the Journal of
Clinical Oncology.
The experts supported use of
a large gene panel for
germline testing, with priority given to BRCA1/2 and DNA
mismatch-repair (MMR)
genes. Testing for additional
genes should be guided by
personal or family history.
The panel also recommend-

ed testing for somatic mutations by means of nextgeneration sequencing and
confirmatory germline
testing for somatic mutations
with priority to BRCA2. The
recommendations apply to
metastatic castrationresistant PCa (mCRPC) and
non-CRPC.
For men with nonmetastatic
disease considering active
surveillance (AS), the expert
panel recommended prioritizing BRCA2 and relying on
family or personal history to
guide testing for additional
genes. For men without PCa
but with a family history of
cancer, priority should be
given to testing for BRCA2
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and HOXB13. Testing for
BRCA1, ATM, and DNA MMR
may be considered. The panel suggested multiple other
clinical scenarios for selected
genetic testing.
“Urologists who are on the
front lines of the diagnosis of
PCa need to be familiar with
these rapidly evolving genetic testing recommendations,” consensus conference
co-chair Leonard G. Gomella,
MD, of Jefferson Health in
Philadelphia, PA said in a
statement. “This includes the
proper ordering of PCa gene
panel testing and the utilization of appropriate genetic
counseling.”
According to conference co-

chair Veda N. Giri, MD, at
Jefferson Health’s Sidney
Kimmel Cancer Center,
germline testing will be central to the decision to prescribe a PARP inhibitor, in
light of the recent FDA approvals of rucaparib and
olaparib for men with mCRPC
associated with a deleterious
BRCA mutation or homologous recombination repair
deficiency.
“As it is not feasible that all
men be referred to genetic
counseling, it is imperative
that providers offering genetic testing are aware of
best practice recommenda(Continued on page 6)
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F-Fluciclovine Positron Emission Tomography in Men with Biochemical Recurrence of Prostate Cancer
After Radical Prostatectomy and Planning to Undergo Salvage Radiotherapy: Results from LOCATE
Solanki AA, Savir-Baruch B, Liauw SL, et al.
Practical Radiation Oncology 25 May 2020; [Epub ahead of print]
Conventional imaging rarely
localizes the site(s) of prostate cancer (PCa) recurrence
in men undergoing evaluation for salvage radiotherapy
(sRT) after radical prostatectomy (RP). LOCATE was a
prospective multicenter
study investigating the impact of 18F-fluciclovine positron emission tomography/
computed tomography (PET/
CT) on the management of
men with biochemical recurrence (BCR) of PCa after curative-intent RT or RP and
negative or equivocal conventional imaging. Our objective was to determine the
impact of 18F-fluciclovine

PET/CT on treatment decisions for men planning to
undergo sRT for BCR post-RP.
We conducted a subgroup
analysis of post-RP patients
enrolled in LOCATE who
were planning to undergo
sRT, with or without hormonal therapy, based on prescan documentation. 18Ffluciclovine PET/CT was performed according to standardized procedures. The
treatment plan post-scan
was compared with the prescan plan and the Fisher Exact test used to determine
the impact of pre-scan PSA
and Gleason sum (GS) on

positivity and anatomic
patterns of uptake.
A total of 114 men (median
pre-scan PSA 0.42
[interquartile range: 0.3-1.1]
ng/mL) met selection criteria
(54% of men in LOCATE).
Forty-eight (42%) had 18Ffluciclovine-avid lesions.
Twelve men (11%) had positive findings only in the prostate bed, 24 (21%) had positivity only in the pelvis
(prostate bed or pelvic
nodes), and 24 (21%) had
extrapelvic findings
(positivity outside of the pelvic region). PSA >0.5 ng/mL
and GS ≥8 were associated

with a significantly higher
risk of extrapelvic positivity
(p <0.05). Post-scan, 55
(48%) men had a management change; 37 (32%) had a
change in overall treatment
approach (i.e. omission of
sRT) and 18 (16%) had sRT
target modification.
18
F-fluciclovine PET/CT is positive in nearly half of men
planning post-RP sRT with
negative/equivocal conventional imaging, with findings
frequently leading to changes in management. PSA >0.5
ng/mL and GS ≥8 are associated with a higher risk of
extrapelvic positive findings.

Consider Genetic Testing in All Metastatic Prostate Cancers (Continued from page 5)
tions so that they can help
their patients make an informed decision,” said Giri.
“These recommendations
will be helpful to urologists
and oncologists when thinking of offering genetic testing
to men with PCa across the
stage spectrum.”
Twelve to 17% of men with
metastatic PCa harbor
germline mutations, primarily in DNA repair genes
(BRCA1/2, CHEK2, ATM,
PALB2, and DNA MMR
genes), as do about 7% of
men with localized PCa. Determining a patient’s mutation status has increased the
potential to inform decision
making about treatment options, referral to clinical trials
and selection of AS for men
with localized disease.
As germline testing for PCa
has expanded, challenges
have arisen with regard to
expanded options for multigene panels, lack of information about optimal use of
the panels, variability in
testing guidelines, and a

shortage of genetic services.
“There is a need for clarity on
panel choice and priority
genes to test in men with
metastatic PCa, nonmetastatic PCa, and men at high
risk for PCa,” Giri, Gomella,
and colleagues noted.
Convened in October 2019,
the Philadelphia Prostate
Cancer Consensus Conference followed a 2017 conference that examined the role
of genetic testing for hereditary PCa. The 2017 meeting
resulted in published recommendations for multigene

testing and genetic consultation for PCa risk. Participants
in the 2019 conference took
on the task of developing a
“genetic implementation
framework” for germline
testing in PCa.
In addition to the recommendations for testing in metastatic PCa and men with a
family history of cancer, the
consensus panel recommended that men who are
BRCA2 carriers should begin
PCa screening at age 40 or 10
years before the youngest
PCa diagnosis in a family.

Early onset of screening
might also be considered for
men who are carriers of
HOXB13, BRCA1, and ATM.
The panel also endorsed collaborative evaluation models
for healthcare and genetic
service providers to address
the shortage of genetic counselors. The framework covers
pretest informed consent,
post-test discussion, cascade
testing, and technologybased approaches.
MedPage Today
10 June 2020

Prostate Cancer Trial Participants Overwhelmingly White
Prostate cancer clinical trial
participants are overwhelmingly white, according to a
study published online in
Cancer Epidemiology, Biomarkers & Prevention.1
Emily M. Rencsok, from the
Harvard T.H. Chan School of
Public Health in Boston, and
colleagues analyzed 72 global
phase III and IV prevention,
screening, and treatment

prostate cancer clinical trials
with enrollment start dates
between 1987 and 2016,
representing 893,378 individual trial participants, to review the representation of
race and ethnicity.
Fifty-nine of the trials had
available race data, and 11 of
these trials also had data on
ethnicity. The researchers
found that of the trials re-
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porting data, white men represented more than 96% of
the study population, with
the highest proportion in U.S.
non-publicly funded trials.
Since 1990, the proportion of
white participants in prostate
cancer clinical trials has remained at more than 80%.
Africa and the Caribbean
were particularly un(Continued on page 8)
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Comparing Benefit and Costs for Abiraterone and Enzalutamide in Hormone-Sensitive and CastrateResistant Metastatic Prostate Cancer
Consistent Benefit But Higher Costs If Used Earlier
Treatment paradigms for
metastatic castrate-sensitive
prostate cancer (mCSPC)
have been completely overhauled over the last six years,
beginning with presentation
of the CHAARTED study at
the 2014 ASCO annual
meeting and followed by
studies investigating the earlier administration of the
androgen signaling inhibitors
(ASI) abiraterone, enzalutamide, and apalutamide.
High-level data underscoring
the survival advantages associated with these combination therapies in mCSPC have
led to more treatment options for men affected by this
disease, but the lack of directly comparative randomized controlled trials leaves
many unanswered questions
for clinicians and patients
alike. Among these questions
are those pertaining to value,
both clinical and financial.
To bridge this knowledge
gap, investigators undertook

a retrospective review of
several completed phase III
randomized controlled trials
assessing abiraterone and
enzalutamide in both hormone-sensitive and metastatic castrate-resistant prostate cancer (mCRPC).1 They
applied the ASCO Value
Framework (AVF) and ESMO
Magnitude of Clinical Benefit
Scale (ESMO-MCBS).
Eight studies were included
in the analysis due to the
availability of data required
to properly apply the AVF
and ESMO-MCBS. Both abiraterone and enzalutamide
met the threshold for substantial clinical benefit in
nearly all settings (mCSPC,
mCRPC pre-chemotherapy,
and mCRPC post-chemotherapy), with discrepancies
between AVF and ESMOMCBS scores for abiraterone
in the pre-chemotherapy
mCRPC setting, discrepancies
between AVF scores for two
abiraterone trials in the

mCSPC setting, and discrepancies between AVF scores
for enzalutamide trials in the
mCSPC setting. Notably,
ESMO-MCBS scores could
not be calculated for enzalutamide trials in the mCSPC
setting due to lack of overall
survival data.
Investigators also compared
the cost of each of these
therapies in the mCSPC vs.
mCRPC settings based on the
average wholesale price for
each drug per dosing and the
mean duration of treatment
published for each trial. As
expected, use of abiraterone
and enzalutamide earlier in
the treatment course for
hormone-sensitive disease
was associated with a higher
total cost of treatment,
which ranged from 90% to
230% greater in the hormone-sensitive setting compared with the castrateresistant setting. There was
no significant association
between clinical benefit (per

AVF or ESMO-MCBS scores)
and overall drug cost.
As the authors noted, this
study was limited by small
trial sample size, discrepancies in AVF scores for the
same drug in the same
setting, and discrepancies
between AVF and ESMOMCBS scores.
Ultimately, abiraterone and
enzalutamide provide clinical
benefit across all approved
settings and have higher cost
when used earlier in the
course of metastatic prostate
cancer. Value frameworks
only contribute to, rather
than completely define, the
value of cancer therapies,
and therefore additional
measures will be needed to
fully characterize value in
cancer care.
Reference:
1. Wong S, Everest L, Jiang DM,
et al. JCO Oncol Pract 21 Jan
2020; [Epub ahead of print]

Postdiagnosis Body Mass Index, Weight Change, and Mortality from Prostate Cancer, Cardiovascular
Disease, and All Causes among Survivors of Nonmetastatic Prostate Cancer
Troeschel AN, Hartman TJ, Jacobs EJ, et al.
J Clin Oncol 38: 2018-27, 2020
Purpose: To investigate the
association of postdiagnosis
body mass index (BMI) and
weight change with prostate
cancer–specific mortality
(PCSM), cardiovascular disease-related mortality
(CVDM), and all-cause mortality among survivors of
nonmetastatic prostate cancer (PCa).
Methods: Men in the Cancer
Prevention Study II Nutrition
Cohort diagnosed with nonmetastatic PCa between
1992 and 2013 were followed for mortality through
December 2016. Current
weight was self-reported on
follow-up questionnaires

approximately every two
years. Postdiagnosis BMI was
obtained from the first survey completed 1 to <6 years
after diagnosis. Weight
change was the difference in
weight between the first and
second postdiagnosis survey.
Deaths occurring within four
years of the follow-up were
excluded to reduce bias from
reverse causation. Analyses
of BMI and weight change
included 8,330 and 6,942
participants, respectively.
Results: Postdiagnosis BMI
analyses included 3,855
deaths from all causes
(PCSM, N=500; CVDM,
N=1,155). Using Cox propor-
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tional hazards models, hazard ratios (HRs) associated
with postdiagnosis obesity
(BMI ≥30 kg/m2) compared
with healthy weight (BMI
18.5 to <25.0 kg/m2) were
1.28 for PCSM (95% CI, 0.96
to 1.67), 1.24 for CVDM (95%
CI, 1.03 to 1.49), and 1.23 for
all-cause mortality (95% CI,
1.11 to 1.35). Weight gain
analyses included 2,973
deaths (PCSM, N=375;
CVDM, N=881). Postdiagnosis weight gain (>5% of body
weight), compared with stable weight (± <3%), was associated with a higher risk of
PCSM (HR, 1.65; 95% CI, 1.21
to 2.25) and all-cause mortal-

ity (HR, 1.27; 95% CI, 1.12 to
1.45) but not CVDM.
Conclusion: Results suggest
that among survivors of nonmetastatic PCa with largely
localized disease, postdiagnosis obesity is associated
with higher CVDM and allcause mortality, and possibly
higher PCSM, and that postdiagnosis weight gain may be
associated with a higher
mortality as a result of all
causes and PCa.

PAGE 8

Risk of Prostate Cancer Associated With Familial and Hereditary Cancer Syndromes
Beebe-Dimmer JL, Kapron AL, Fraser AM, Smith KR, Cooney KA
J Clin Oncol 38: 1807-13, 2020
Purpose: Recently developed
clinical guidelines suggest
that men in families with
specific cancer syndromes,
such as hereditary breast and
ovarian cancer (HBOC), consider genetic testing, especially in the setting of aggressive disease. However, although a family history (FH) of
the same disease among
close relatives is an established risk factor for prostate
cancer (PCa), a direct comparison of PCa risk for men
with each syndrome in a single population is needed.
Methods: The Utah Population Database was used to
identify 619,630 men,
age ≥40 years, who were
members of a pedigree that
included at least three consecutive generations. Each
man was evaluated for FH of
hereditary PCa (HPC), HBOC,
and Lynch syndrome (LS) and
for his own PCa status. PCa
occurrences (N=36,360) were

classified into one or more
subtypes: early onset (EO),
lethal, and/or clinically significant. Relative risks (RRs)
associated with each subtype, adjusted for important
covariables, were calculated
in STATA using a modified
Poisson regression with robust error variances to obtain corresponding RR Confidence Intervals (CIs) for each
FH definition.

Results: An FH of HPC conveyed the greatest relative
risk for all PCa subtypes combined (RR, 2.30; 95% CI, 2.222.40), followed by HBOC and
LS (both with 1 < RR < 2 and
statistically significant). The
strongest risks associated
with FH were observed for
EO disease in all pedigree
types, consistent with the
contribution of genetic factors to disease occurrence.

Conclusion: In this large,
population-based, family
database, the risk of PCa
varied by cancer FH and was
most strongly associated
with EO disease. These results are critically valuable in
understanding and targeting
high-risk populations that
would benefit from genetic
screening and enhanced surveillance.

PCa Trial Participants Overwhelmingly White (Continued from page 6)
derrepresented geographically, with only 3% of countries included.
“We hope that this study
broadly calls attention to the
drastic underrepresentation
of minority men in prostate
cancer clinical trials, despite
the increasing evidence of
the racial disparities that
exist in prostate cancer incidence and outcomes in these

minority populations,”
Rencsok said in a statement.
“I think that we, as both a
scientific and a clinical community, need to continue to
dedicate intentional and specific resources toward the
recruitment of underrepresented men into prostate
cancer trials.”

Reference
Rencsok EM, Bazzi LA, McKay
RR, et al. Diversity of Enrollment
in Prostate Cancer Clinical Trials:
Current Status and Future Directions. Canc Epidemiol Biomarkers Prev. doi:
10.1158/1055-9965.EPI-19-1616
HealthDay News
12 June 2020
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This column provides the platform for experts in the field to help men and women by providing answers
to questions about sexual health and intimacy challenges that can result from prostate cancer treatment.
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Between the Sheets...					

This column was compiled with the help of Dr. Jeffrey Albaugh, Director of Sexual Health at NorthShore University
HealthSystem and at Jesse Brown VA Medical Center in Chicago, IL. Dr. Albaugh is a funded researcher, a board
certified advanced practice urology clinical nurse specialist, and a board certified sexuality counselor. In addition to his
many publications in peer reviewed journals and chapters in books on sexual dysfunction, Dr. Albaugh published
Reclaiming Sex and Intimacy After Prostate Cancer Treatment. He has been quoted in media and publications as an expert
in the treatment of sexual dysfunction, and is a member of the Us TOO Board of Directors.

QUESTION FROM PROSTATE CANCER SURVIVOR:
It has been about 13 months since my robotic nerve-sparing radical prostatectomy surgery. I wondered why my erections seem
stronger when I am working on the penile rehabilitation on my own and sometimes during a bowel movement then when I am
trying to have sex with my wife?
RESPONSE FROM DR. JEFFREY ALBAUGH:
Thank you for your excellent question. I hear this from many men with prostate cancer, and it is not uncommon. When you are
having a bowel movement, the stool is moving through your bowels where your prostate used to be, and in the location of the
nerves that were dissected off your prostate during surgery. The movement of the stool against those nerves may cause some
reaction in terms of fullness or erection in your penis. That is why you sometimes notice erections during a bowel movement.
In addition, you asked why you are getting better erections when working on your own on penile rehabilitation as compared
to when you are trying to have sex with your partner. This common problem occurs for several reasons. First, there are other
factors at play when you are trying to have sex with your wife, including performance anxiety. Any type of anxiety increases
adrenaline, which has a negative impact on erections. There is no one else involved in penile rehabilitation on your own, and so
there is no anxiety about performance or worry of disappointing your wife. Second, there is a direct connection between your
brain and your hand that uses a biofeedback system to allow you to do what is needed to get an erection. Men and women
both can become aroused and climax quicker with self-stimulation because of that biofeedback system. This has been shown
by multiple researchers in the past including Masters and Johnson and Kinsey. It is frustrating for you and for other men who
experience better erections on their own than with their partner because, just when you need the erections the most, they are
either not occurring as well or they are not reliable during partner sex.
So what can you do about it? Communication with your partner is critical. Both of you need to understand what is going on
and that it is no one’s fault. The more you both know and understand about the physical reasons for the erectile dysfunction,
the better. Your penis is no longer a barometer of how excited you are by your partner. It can be extremely helpful to work
together with the common goals of feeling deeper connection and pleasure during intimacy. You can achieve those goals with
or without an erection. If you are hard enough, you can have penetrative sex, but if you are not hard enough, you can still have
non-penetrative (outercourse) leading to deep connection with your partner, pleasure and orgasms. I highly encourage you to
continue working both on your penile rehabilitation and on regular intimacy and sex with your partner. Continue to gather the
information you both need to continue to understand what is going on with your body and work together with your partner
to maximize pleasure and connectedness during sex. Think about exploring different ways of pleasuring each other that do
not require a full erection such as manual stimulation, oral stimulation and/or vibratory stimulation. I hope this information is
helpful for you and your wife.
You can access the new edition of my book or download a free copy of my original book at www.drjeffalbaugh.com.
Watch Dr. Albaugh’s presentation on sexual health and intimacy from the Prostate Cancer Pathways for Patients and Caregivers
event recorded at NorthShore University HealthSystem in Skokie, IL on November 3, 2018 at
https://www.youtube.com/watch?v=Hiq0dDEb1l0&t=4483s.
Read previous issues of Between the Sheets at www.ustoo.org/BTS.
Do you have a question about sexual health or intimacy? If so, we invite you to send it to Us TOO.
We’ll select questions to feature in future Between the Sheets columns.
Please email your question to: ustooBTS@ustoo.org
Or mail your letter to:
Us TOO International
Between the Sheets
2720 S. River Road, Suite 112
Des Plaines, IL 0018
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Advancements in prostate cancer research provide hope for finding 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 Foundation (www.pcf.org).

on er
ss nc
re Ca
og te rch
Pr sta ea
o es
Pr R

Progress on Prostate Cancer Research			

ASCO 2020: Spotlight on PSMA Therapy Trial Results
The 2020 ASCO Virtual Scientific Program Annual Meeting was held the last weekend of May. While this year’s
conference took place on the web, there was no shortage of talks, discussions, and programming to share
breaking news of developments in the fight against cancer.
One exciting new area in prostate cancer that continues to be in the spotlight is PSMA-targeted treatment.
PCF-funded researcher Professor Michael Hofman, MBBS, of the Peter MacCallum Cancer Centre in Australia
has been a leader in this field and serves as the principal investigator of a Phase 2 clinical trial called TheraP.
His team’s presentation at ASCO revealed how a PSMA-targeting treatment may represent a potential new
class of effective, safe therapy for men with metastatic castration-resistant prostate cancer (mCRPC).
PSMA, short for Prostate-Specific Membrane Antigen, is a protein that is found in relatively larger amounts on
the surface of prostate cancer cells. The strategy is to target the cancer cells by creating a small molecule that
will bind to the PSMA on their surface. Attached to this molecule is a radioactive element (Lutetium-177, or
Lu-177 for short) that delivers radiation directly to the cancer cells, killing them. Thus, the treatment is called
Lu-PSMA.
One important aspect of the TheraP trial is that it compares this new PSMA treatment to cabazitaxel - a
known active, FDA-approved treatment for prostate cancer – not a placebo! Patients in the trial had resistant
disease: they had progressed on docetaxel, and over 90% had been treated with enzalutamide or abiraterone.
To be eligible, men also had to have prostate cancer with “high PSMA expression,” the cancer cells had to make
enough PSMA to be visible on scans.
The study divided 200 men into groups, where they received either Lu-PSMA or cabazitaxel. The TheraP study
team looked to understand the activity and safety of Lu-PSMA vs. cabazitaxel by measuring PSA response,
defined as a reduction of PSA of at least 50% from baseline. They also observed PSA-progression free survival
(PFS) and adverse events.
In all, there was a large difference in outcomes between the two groups. 66% of participants who underwent
Lu-PSMA therapy showed a PSA response, compared to the 37% of participants treated with cabazitaxel. This
significant 29% percent difference was also accompanied by a lower frequency of Grade 3-4 (more severe)
adverse events in the Lu-PSMA group: 35% of patients vs. 54% in the cabazitaxel group. These results suggest
that Lu-PSMA may be a viable, safe option for men with mCRPC progressing after docetaxel.
TheraP is the first-in-field randomized trial of Lu-PSMA to be completed. The study provided an active control
arm, and the substantial difference in PSA response points to a potential novel approach to treating
aggressive mCRPC, for which new treatments are urgently needed. The team is continuing to follow other
outcomes including quality of life and overall survival.
For more on the TheraP trial, visit https://bit.ly/2CBim7x.
For more information visit www.pcf.org, email info@pcf.org, or call 1-800-757-2873.

