
 

Long-Term Androgen Deprivation Therapy (ADT) 

Underused for Prostate Cancer 
PET-Based Imaging Improves Metastases Detec-

tion in Biochemically Recurrent Prostate Cancer 

Gallium-68 prostate-specific membrane antigen positron emis-
sion tomography (68Ga-PSMA PET) accurately detects metasta-
ses in biochemically recurrent prostate cancer (PCa), particu-
larly at low PSA blood levels, researchers say. 

“Historically, conventional imaging modalities have included 
computerized tomography and whole body radionuclide bone 
scans,” Dr. Marlon Perera of the University of Melbourne in 
Victoria, Australia told Reuters Health by email. “While cost-
effective and readily available, these conventional imaging mo-
dalities are fraught with limited accuracy.” 

“68Ga-PSMA PET is a novel imaging technique,” he said. “PSMA 
is a transmembrane ligand that is expressed on prostatic cells. 
Excitingly, the expression of PSMA increases with increasing 
cellular dysplasia (i.e., more malignant). Accordingly, this repre-
sents an ideal target for imaging in PCa.” 

In a 2016 paper in European Urology, Perera’s team reported a 
meta-analysis of 18 studies involving 1,306 men that showed 
“significantly superior accuracy, sensitivity and specificity” for 
68Ga-PSMA PET vs. conventional imaging. For the current study, 
the researchers expanded the meta-analysis, including 37 arti-
cles involving 4,790 men. 

As reported online February 14, also in European Urology, in 
men with biochemical recurrence (BCR), positive 68Ga-PSMA 
PET scans increased with higher pre-PET PSA levels. Specifically, 
for PSA categories 0.0-0.19, 0.2-0.49, 0.5-0.99, 1.0-1.99, and 

(Continued on page 3) 

Long-duration androgen dep-
rivation therapy (ADT) is 
widely underused in men, 
especially African-Americans 
(A-A), who are undergoing 
definitive external beam ra-
diotherapy (EBRT) for high-
grade prostate cancer (PCa), 
a new U.S. study has found. 

Nearly a quarter of men in 
the population-based retro-
spective trial received no 
long-term ADT, and fewer 
than 20% received the rec-
ommended 24 to 36 months. 

“Overall, this underutilization 
is concerning, as multiple 
randomized controlled trials 
have confirmed a survival 
benefit to longer durations of 
concomitant ADT, and thus 
long-term ADT constitutes 
the current standard of 
care,” Dr. Amar Kishan of the 
University of California, Los 
Angeles, and colleagues 
wrote online in European 
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“I think a lot of individuals 
would be surprised to know 
that ADT is so commonly 
being underutilized,” Dr. 
Kishan added. “That is trou-
bling, and the racial aspect, 
even more so.” 

The study examined records 
from the Surveillance, Epide-
miology, and End Results 
(SEER) Medicare-linked data-
base of non-Hispanic white 
(NHW) and A-A men with 
Gleason grade group 4-5 
(Gleason score 8-10), and 
PCa treated definitively with 
EBRT from 2008 to 2011. 

In all, 961 men (852 white 
and 109 A-A) were included 
in the study. Significant dif-
ferences at baseline in all 
covariates between A-A and 
NHW men were largely re-
duced after adjustment via 

(Continued on page 4) 

Chemo for Early-Stage Prostate Cancer? RTOG 0521 Says Maybe 

For Aggressive, High-Risk Localized Disease 

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

Chemotherapy for prostate 
cancer (PCa) is currently lim-
ited to metastatic disease, 
but results from the Radia-
tion Therapy Oncology Group 
(RTOG) 0521 trial indicate its 
possible usefulness in some 
cases of aggressive, early-
stage disease. 

“The trial suggests that do-
cetaxel chemotherapy may 
be an option to be discussed 
with selected men with high-
risk PCa,” conclude the inves-
tigators, led by Seth Rosen-

thal, MD, a radiation oncolo-
gist at Sutter Cancer Centers, 
Sacramento, CA. The study 
was published online March 
12 in the Journal of Clinical 
Oncology. 

The men in the trial had lo-
calized, high-risk PCa that 
was potentially curable. All 
were treatment naive at 
study entry. Currently, one 
standard of care in this set-
ting is combined radiother-
apy (RT) and long-term (24-
36 month) androgen depriva-

tion therapy (ADT). 

The investigators theorized 
that adding docetaxel, which 
was effective in the treat-
ment of metastatic disease in 
the CHAARTED and STAM-
PEDE trials, to this standard 
of care could improve out-
comes in earlier-stage PCa. 

The team randomly assigned 
563 (evaluable) men to re-
ceive either standard of care 
plus adjuvant docetaxel 

(Continued on page 6) 
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Intervention Helps Prostate Cancer Patients Make Better Choices 

Patient Preference Assessment Tool Aligns with Pros and Cons of Prostate Cancer Therapies 

PAGE 2 

Jayadevappa and colleagues 
pointed out that in patient-
centered care – now one of 
the key goals in the U.S. 
healthcare system – 
“concordance between pa-
tient preferences and treat-
ment attributes may help 
optimize outcomes.” 

However, they also noted 
that there is little data sup-
porting that conclusion when 
it comes to PCa, adding that 
there “is a need for a com-
prehensive analysis of the 
effects of preference assess-
ment on longitudinal 
changes in satisfaction with 
care, satisfaction with deci-
sion, decision regret, and 
treatment choice.” 

For the multicenter, random-
ized controlled trial, the au-
thors recruited 743 men with 
localized PCa, half of whom 
were assigned to received 
PreProCare and the other 
half usual care. 

Men in the PreProCare co-
hort completed a 30-minute, 
web-based assessment tool 
briefly introducing PrePro-
Care, and completing a ques-
tionnaire ranking the attrib-
utes of PCa treatments (from 
not important to extremely 
important). Based on those 
rankings, choice scenarios 
were provided (combinations 
of attributes), and they se-
lected the preferred combi-
nation. Patients were en-
couraged to share the results 
of the PreProCare interven-
tion with their provider. 

Men in the usual care group 
received standard educa-
tional material about PCa 
treatments. 

The primary outcome of the 
trial was satisfaction with 
care, while secondary out-
comes included satisfaction 
with decision, decision re-
gret, and treatment choice, 
with assessments performed 

at baseline, three, six, 12, 
and 24 months. 

Patient satisfaction was as-
sessed via an 18-item patient 
satisfaction questionnaire in 
which those items were con-
solidated into seven sub-
scales – general satisfaction 
with care and six different 
aspects of care. 

The authors reported that 
the improvement in the gen-
eral satisfaction subscale at 
24 months from baseline was 
equal to 0.5 standard devia-
tion, and considered clinically 
significant. 

Treatment satisfaction deci-
sion scores improved in both 
groups, with the improve-
ment more significant in the 
PreProCare group. And treat-
ment decision regret scores 
declined in both groups, but 
the decline was greater in 
the PreProCare group. 

Among low-risk men, a 
higher proportion of the Pre-
ProCare men selected active 
surveillance (66%) vs. the 
usual-care group (54%). 
Treatment choice was similar 
for intermediate- and high-
risk patients. 

“Our study demonstrates 
that in localized [PCa], help-
ing patients identify their 
own preferences using a 
structured, standardized, 
computer-based preference 
assessment tool may be a 
mechanism for enhancing 
patient-centered decision 
making and outcomes,” the 
authors concluded. 

Study limitations included no 
data on cancer recurrence 
and complications among 
participants, and the authors 
did not measure the quality 
of patient-physician interac-
tions post-intervention. 

MedPage Today 
19 March 2019 

A tool that aligned patient 
preferences with the advan-
tages and disadvantages of 
prostate cancer (PCa) treat-
ments improved patient sat-
isfaction with care, research-
ers reported. 

“From January 2014 through 
March 2015, 743 patients 
with localized PCa were re-
cruited and randomly as-
signed to receive Patient 
Preferences for Prostate Can-
cer Care (PreProCare) or 
usual care,” according to 
Ravishankar Jayadevappa, 
PhD, of the University of 
Pennsylvania in Philadelphia, 
and colleagues. 

For the general satisfaction 
subscale, improvement at 24 
months from baseline was 
significantly different be-
tween groups (P<0 .001), 
they reported in the Journal 
of Clinical Oncology. 

For the intervention group, 
mean scores at 24 months 
improved by 0.44 (SE, 0.06, 
P<0.001) from baseline, not-
ing that the use of PrePro-
Care improved patient satis-
faction with treatment deci-
sions, and reduced regrets 
about those decisions. 

“The results speak for them-
selves,” commented Otis 
Brawley, MD, of Johns Hop-
kins University in Baltimore, 
to MedPage Today. 

“These structured ap-
proaches make sure that 
things are actually covered in 
a conversation, and it does-
n’t surprise me that men are 
happier with their decisions 
when there is a regimented 
discussion that has gone on,” 
said Brawley, who was not 
involved in the study. 

“And this is especially impor-
tant in PCa because there are 
so many different treatment 
options or observation op-
tions that are currently avail-
able,” he added. 
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68Ga-PSMA PET Imaging Improves Metastases Detection in Men with BCR  

(Continued from page 1) 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“Take/Want Nothing Until You Need Something!?” 

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. 

or all kinds of fun com-
pounds and chemical stuff 
(dyes). Most of the drugs 
studied contained at least 
one potential allergen.  

My point is that we have 
accepted pills for everything 
when, in reality, they should 
be taken for nothing unless 
there is a damn good reason 
to take a pill. Why don’t we 
have the same stringent cri-
teria for NOT taking pills that 
we do for taking pills!? Why 
are you taking that cancer 
drug? It is because it could 
save my life! Okay that is a 
good reason. However, why 
are you so quick to take that 
sleeping pill or that acid re-
flux pill or even strong pain 
pill? Have you tried the 
plethora of non-pill solutions 
or lifestyle changes first to 
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2.0 ng/mL or greater, the 
percentages of positive scans 
were 33%, 45%, 59%, 75%, 
and 95%, respectively. 

No significant differences in 
68Ga-PSMA PET positivity and 
Gleason score were noted. 
Men with a Gleason sum of 7 
or less had positivity of 72% 
vs. 80% in men with a Glea-
son sum of 8 or more. 

“In the BCR setting, local 
recurrence was identified in 
22% post prostatectomy and 
52% post radiotherapy,” Dr. 
Perera noted. “Radiotherapy 
cohorts also had higher rates 
of positivity in extrapelvic 
lymphadenopathy and bone 
metastases. 

“A further novel finding of 
our meta-analysis identified 
interesting patterns of dis-
ease based on 68Ga-PSMA 
PET,” he said. “In the primary 

Ah, another week goes by in 
my wonderful life and I am 
reminded of why I love to 
give the following phrase in 
lectures such as “take or 
want nothing until you need 
something.” What the heck 
am I taking about? It is still 
shocking how many folks are 
surprised when they ask me 
what pills I currently take and 
I say “nothing” but then I 
always add the following: 
“but when I NEED a pill then I 
will definitely take a pill.”  

Many pills are utilized by 
folks that are not sure why 
they are taking them, and yet 
they WANT to still take them 
despite not truly needing 
them. For example, a large 
prospective study just re-
leased received a good deal 
of attention by concluding 
that the use of over-the-
counter pills (aka supple-
ments), in general, did not 
appear to reduce the risk of 
dying.1 Wait, when did we 
accept the fact that taking a 
bunch of pills that we were 
not sure we even qualified 
for would actually reduce the 
risk of dying younger or im-
prove longevity? Great sup-
plements, when they work, 
are like great drugs, except 
we just give them a different 
name and they are less regu-
lated. However, this does not 
make prescription or other 
pills labeled as “drugs” harm-
less either.  

Recent research suggests 
countless inactive ingredi-
ents in drugs (including ones 
you buy over the counter) 
might not be that inactive 
after all.2 An average of 8.8 
inactive ingredients, to be 
exact, in these pills (aka 
drugs)! They may contain 
many allergy exacerbating 
ingredients, such as lactose, 

see if it would mitigate or 
solve the problem? No?  

No one really needs a pill 
until they really and truly 
need a pill. Whether it is the 
exposure to inactive ingredi-
ents, heavy metals, problems 
with self-medication and 
quick fixes, purity or other 
contamination issues, aller-
gens, tremendous financial 
costs long-term… why take a 
pill unless you need it? I love 
supplements and drugs as 
much as anyone when they 
are needed, but never when 
they are just wanted. People 
love to freak out if they find 
out their fish, or juice, or 
another food product con-
tains some kind of contami-
nant and yet taking handfuls 
of pills that your poor liver 
has to sift through with all 

setting, 68Ga-PSMA PET iden-
tified intraprostatic (local) 
PCa in 90%.” 

He acknowledged that the 
study did not take potential 
selection bias into account. 

Dr. Ash Tewari, Chair of urol-
ogy at the Icahn School of 
Medicine at Mount Sinai in 
New York City, said “68Ga-
PSMA PET “is still not FDA 
approved in the U.S., but 
many of us have access to it 
because of research collabo-
ration, research activity. 

“But in Europe, it is available 
very easily and I have sent 
many patients to European 
institutions that have the 
largest experience in doing 
PSMA scans,” he told Reuters 
Health by phone. 

“The bottom line is that 
above a certain PSA level, a 
gallium PSMA scan is of use 

the potential inactive ingredi-
ents and contaminants is no 
big deal? Say what!?   

The word “pill” should be 
considered a four-letter word 
up until the very moment 
you truly need it and then, 
and only then, can be consid-
ered your buddy or pal. 

References:  

1. Chen F, Du M, Blumberg 
JB, et al. Association 
among dietary supple-
ment use, nutrient intake, 
and mortality among U.S. 
adults: A cohort study. 
Ann Intern Med, 9 April 
2019; Epub 

2. Reker D, Blum SM, Steiger 
C, et al. “Inactive” ingredi-
ents in oral medications. 
Sci Transl Med, 13 March 
2019; Epub 

because it tells us exactly 
where the recurrence is hap-
pening,” he said. “It has a 
reasonable sensitivity and 
accuracy and I don’t think 
there is any other test avail-
able right now which does as 
well as this. 

“Also, this meta-analysis is 
very clear in stating that it is 
not being recommended, at 
least based on this data, for 
pretreatment staging,” he 
added. “It has not yet been 
proven for that.” 

Reuters Health Information 
28 March 2019 
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partment of radiation oncol-
ogy at the University of 
North Carolina at Chapel Hill, 
told Reuters Health that 
“there are now multiple 
studies consistently showing 
underutilization of ADT in 
men with high-risk PCa 
treated with EBRT. This is 
very concerning. 

“While ADT does have side 
effects, as all cancer treat-
ments do, patients need to 
be informed that long-
duration ADT improves cure 
rates and prolongs life, as 
demonstrated by multiple 
clinical trials,” he continued. 
“Therefore, skipping ADT or 
giving short-duration instead 
of long-duration ADT for 
these patients with the most 
aggressive form of localized 
PCa, has significant potential 
negative consequences. 

“Further research is needed 
to better understand if men 
are deciding not to receive 
ADT, or physicians are rec-
ommending against ADT,” 
said Dr. Chen, who was not 
involved in the study. “I sus-
pect there is some of both.” 

In an email to Reuters 
Health, Dr. Quoc-Dien Trinh, 
co-director of the prostate-
cancer program at Dana-
Farber/Brigham and 
Women’s Hospital in Boston 
and assistant professor of 
surgery at Harvard Medical 
School, called the racial dis-
parity “a notable finding.” 

“Many investigators 
(including myself) feel that 
the racial differences in PCa 
outcomes have more to do 
with access to quality care 
rather than biological differ-
ences,” he explained. “To 
demonstrate that A-A men 
are under-treated for poten-
tially lethal PCa supports that 
hypothesis.” 

Reuters Health Information 
12 March 2019 

Men scoring high for the per-
sonality trait of neuroticism 
tend to have worse recovery 
and suffer from more ad-
verse events after radical 
prostatectomy (RP) than men  
with a more serene outlook 
on life, investigators re-
ported at the European Asso-
ciation of Urology (EAU) 
2019 Congress. 

“Neuroticism was identified 
by using the validated Ey-
senck Personality Question-
naire at a mean of three 
years after surgery. Approxi-
mately one fifth (22%) of the 
761 who answered scored 
high for neuroticism, and 
these men had 21% higher 
severity scores for symptoms 
such as erectile dysfunction, 
urinary leakage, and bowel 
problems than men with low 
neuroticism scores,” said 
Karol Axcrona, MD, from 
Akershus University Hospital 
in Lørenskog, Norway. 

“This is significant in our 
opinion, and it’s very, very 
interesting since many men 
are offered radical treatment 
for their prostate cancer 
(PCa). In this instance, we 
analyzed patients operated 
on with RP; it would be very 
interesting to also analyze 
patients treated with radical 
radiation therapy,” he told 
Medscape Medical News. 

Axcrona emphasized that 
men were asked to fill out 
the questionnaire only after 
undergoing RP, and that the 
investigators did not have 
baseline data on the degree 
of neuroticism for each man 
in the study. At the poster 
session where he presented 
his data, however, Axcrona 
noted that a psychiatrist at 
his institution informed him 
that “the personality trait is 
constant during life.” 

Neuroticism Defined 

In an entry in the Interna-
tional Encyclopedia of the 
Social & Behavioral Sciences, 

propensity score. 

Men were excluded if they 
had more than one primary 
malignancy, positive lymph 
node involvement, or metas-
tasis at diagnosis; underwent 
orchiectomy or ADT not 
coded as a gonadotropin-
releasing hormone agonist; 
started ADT more than six 
months before start of RT, or 
received consecutive ADT for 
more than 36 months. 

Of the participants, 23.4% 
received no ADT, 30.9% re-
ceived one to six months of 
treatment, 32.6% seven to 
23 months, and 13.1% re-
ceived 24 to 36 months. 

Use of ADT differed between 
A-A and NHW men, with 
33.9% vs. 22.1% receiving no 
ADT, respectively. This differ-
ence was significant even 
after adjusting for covariates. 

“This racial disparity is con-
sistent with recent reports of 
disparities in the delivery of 
definitive treatments in A-A 
men vs. NHW men and 
could, in part, explain the 
inferior PCa-specific mortal-
ity outcomes reported for A-
A men,” the authors write. 

“While it is certainly possible 
that a fair number of men 
had cardiac or other comor-
bidities that led to a medical 
decision to decrease the du-
ration of ADT, the degree of 
underutilization is quite sig-
nificant and unlikely to be 
wholly explained by this limi-
tation,” they add. 

“More training on the clear 
survival benefit of longer-
term ADT, and training on 
minimizing the side effects, 
may be helpful,” Dr. Kishan 
said. “An alternative ap-
proach, which is also ongo-
ing, is trying to learn how to 
decrease ADT duration with-
out compromising survival.” 

Dr. Ronald C. Chen, associate 
professor and associate chair 
for education with the de-

David Watson, PhD, from the 
University of Iowa, described 
neuroticism as “a broad per-
sonality trait that reflects the 
extent to which a person 
experiences the world as 
stressful, threatening, and 
problematic. Neurotic indi-
viduals experience frequent 
and intense negative emo-
tions; they report a wide 
variety of problems and are 
dissatisfied with themselves 
and the world around them.” 

The self-absorbed, nebbish 
character Alvy Singer, played 
by Woody Allen in his Acad-
emy Award-winning comedy 
Annie Hall – and in fact 
nearly every character he 
played in his early films – are 
among the best known ava-
tars of neuroticism. For con-
temporary audiences, think 
of the persona of Larry 
David, creator and star of the 
TV show Curb Your Enthusi-
asm, or the entire cast of 
uber-nerds in The Big Bang 
Theory. 

Axcrona and colleagues note 
as examples six of the 12 
questions in the Eysenck Per-
sonality Questionnaire neu-
roticism domain: 

 “Are your feelings easily 
hurt?” 

 “Do you worry too long 
after an embarrassing ex-
perience?” 

 “Do you often feel ‘fed 
up’?” 

 “Are you a worrier?” 
 “Do you worry about aw-

ful things that might hap-
pen?” 

 “Have you often felt list-
less and tired for no rea-
son?” 

Axcrona told Medscape 
Medical News that while the 
effects of surgical technique 
and age on post-RP out-
comes are well known, the 
effects of personality on the 
ability to recover urinary 
function have been less well 
(Continued on page 5) 
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three groups was 7.9, 5.7 and 
6.0 years, respectively.  

In the CIRT group, 218 (15%) 
men developed 234 subse-
quent primary tumors. The 
most common malignancies 
were stomach (19%), lung 
(17%), colon (12%), and blad-
der (9%), with a median time 
to first subsequent cancer of 
5.7 years. Risk factors for 
these later tumors were in-
creased age and smoking. 

“This hypothesis-generating 
study requires further valida-
tion in prospective studies, or 
from additional multinational 
datasets, in disease sites other 
than PCa, especially in the 
setting of similar proton RT 
data,” Makishima’s group 
wrote. 

The study is limited by its ob-
servational design, the uncon-
trolled use of external beam 
and brachytherapy in the pho-
ton RT group, and the lack of 

details on dose fractionation 
and field design.  

In addition, the maximum fol-
low-up was only 10 years; the 
results could not reflect an 
increase in cancers in all co-
horts over time.  

Howard M. Sandler, MD, of 
Cedars-Sinai Medical Center in 
Los Angeles, said that the find-
ings were “encouraging.” He 
added that CIRT facilities 
would be more expensive be-
cause of high start-up costs 
and much larger facilities re-
quired for the heavy  
cyclotron-charged particles.  

He also pointed out that wide-
spread adoption of CIRT will 
only happen if studies show it 
is more effective. And in an 
era when we try to keep 
healthcare costs down, it will 
have to be, not only more ef-
fective, but also cost-effective. 

MedPage Today 
20 March 2019 

Patients with localized pros-
tate cancer (PCa) seemed to 
have a lower risk of develop-
ing subsequent primary can-
cers when treated with car-
bon-ion radiotherapy (CIRT) 
vs. photon beam radiother-
apy (RT) or surgery, accord-
ing to researchers from Ja-
pan. 

“Based on a propensity  
score-weighted analysis, CIRT 
was associated with a hazard 
ratio (HR) of 0.81 (95% confi-
dence interval [CI] 0.66-0.99, 
P=0.38, not a statistically 
significant difference) com-
pared with photon beam RT, 
and an HR of 0.81 compared 
with surgery (95% CI 0.68-
0.95, P=0.0088),” reported 
Hirokazu Makishima, MD, of 
the National Institute of Ra-
diological Sciences (NIRS) in 
Chiba, and colleagues online 
ahead of print in Lancet On-
cology. 

The findings could have 
safety implications for PCa 
patients in an era of younger-
age diagnosis and expanding 
life expectancy. In addition, 
charged-particle therapy is 
thought to achieve better 
dose distribution and higher 
biological effectiveness than 
photon RT. “The heavy ion 
and larger mass of carbon 
has the potential to lead to 
deeper tissue penetration 
and efficacy in hypoxic tu-
mors,” the authors ex-
plained. 

The study observed a cumu-
lative incidence of subse-
quent primary cancers at 9.9 
years’ follow-up of 16.1% 
(95% CI 13.9-18.4) in the 
CIRT group, 24.0% (95% CI 
20.5-27.6) in the photon 
beam RT group, and 18.7% 
(95% CI 17.4-20.1) in the sur-
gery group. 

“Although prospective 
evaluation with longer  
follow-up is warranted to 
support these results, our 

data supports a wider adop-
tion of CIRT for men with 
expected long-term overall 
survival or those with poor 
outcomes after receiving 
conventional treatments,” 
the authors stated. 

The retrospective study drew 
on the records of men receiv-
ing CIRT for PCa from 1995 to 
2012 at the NIRS, and from 
control cohorts of PCa pa-
tients receiving photon RT or 
surgery in the Osaka Cancer 
registry from 1994 to 2012. It 
excluded those with metas-
tasis, node-positivity, locally 
invasive PCa, prior synchro-
nous malignancies, and pre-
vious RT or chemotherapy. 

In the NIRS cohort, 1,455 
eligible men received CIRT. In 
the Osaka Registry, 1,983 
men received photon beam 
RT, and 5,948 had surgery. 
The median follow-up in the 

bloody stools, rectal pain; P 
<0.001 for overall bowel 
problems). Similar results 
were seen in the sexual prob-
lems domain: such men had 
more erectile dysfunction 
and had difficulty achieving 
orgasm (P <0.001 for overall 
sexual problems). In the hor-
monal domain, men with 
high neurotic scores had sig-
nificantly more hot flashes, 
breast problems, depression, 
lack of energy, and weight 
change (P <0.001 for all). 

Christopher Porter, MD, a 
urologic oncologist at the 
Virginia Mason Medical Cen-
ter in Seattle, Washington, 
who was not involved in the 
study, said “it’s interesting in 
their study that one in five 
men had some form of neu-
roticism. I think that’s worth 
looking at. It’s something 
that’s unknown and maybe 

(Continued on page 6) 

documented. 

“People with neuroticism are 
more susceptible to stress-
ors, and might be susceptible 
to developing somatic dis-
eases and mental disorders 
such as depression in re-
sponse to these stresses,” he 
said. For example, neuroti-
cism is known to exacerbate 
conditions such as inflamma-
tory bowel disease and ul-
cerative colitis in some pa-
tients, and to influence uri-
nary symptoms and sexual 
function. 

Study Details 

Axcrona and colleagues sent 
surveys to 982 men who had 
RPs at the Oslo University 
Hospital from 2005 through 
2010, and based their study 
on responses from 761 men 
who reported adverse events 
and who responded to the 
neuroticism questionnaire. 
Quality of life was measured 

by the self-reported EPIC-26 
(Expanded Prostate Cancer 
Index Composite – Short 
Form) instrument. 

At a mean of three years 
after surgery, 21% of the 
men reported treatment 
failure, defined as salvage 
radiation treatment, hormo-
nal treatment, or significant 
PSA elevation, and 22% re-
ported high neurotic tenden-
cies. Compared with men 
who reported low neuroti-
cism, the men with high neu-
rotic scores reported signifi-
cantly more overall comor-
bidities (P=0.006) and signifi-
cantly worse scores in the 
EPIC-26 urinary domain (P 
<0.001), including inconti-
nence and irritation sub-
scales (P <0.001) for each. 

Men who scored high on 
neuroticism also fared less 
well in bowel problems 
(rectal urgency, loose/liquid 
stools, fecal incontinence, 

Worry Postprostatectomy a Self-fulfilling Prophecy (Continued from page 4) 
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(N=282) or standard of care 
(N=281). The mean age of 
the men was 66 years. 

Patients had either a Gleason 
score of 9-10; a score of 7-8 
and a PSA level ≥20 ng/mL, 
with disease of any tumor 
stage; or a score >8 and a 
PSA level <20 ng/mL, with 
stage ≥T2 disease. The maxi-
mum allowed PSA level was 
150 ng/mL. Men with nodal 
or distant metastasis at study 
entry were excluded. 

“This trial demonstrated an 
improvement in disease-free 
survival, overall survival (OS), 
and a reduction in distant 
metastases,” Rosenthal 
stated. Median follow-up 
was 5.7 years. However, the 
impact on OS, which was the 
primary endpoint, fell short 
of the trial’s goal. 

The reported four-year OS 
rate was 89% for standard of 
care and 93% for standard of 
care plus docetaxel (hazard 
ratio [HR], 0.69; one-sided 
P=.034), or a significant 31% 
relative risk reduction. How-
ever, the OS goal was to de-
tect an improvement from a 
rate of 86% (standard of 
care) to 93% (standard of 
care plus docetaxel), or a 
51% relative risk reduction. 

For that reason, when these 
results were first presented 
last year at the annual meet-
ing of the American Society 
of Clinical Oncology, meeting 
discussant Ian Tannock, MD, 
PhD, from Princess Margaret 
Cancer Center, University of 
Toronto, Canada, did not 
endorse the approach in 
early-stage disease. 

“If there is no effect on over-
all survival, then chemo de-
layed is toxicity delayed, and 
is the preferred strategy,” 
said Tannock at the time. He 
added that his opinion might 
change with longer follow-
up. Rosenthal said he antici-
pated an update in about 
two years. “Longer-term fol-

low-up may help to clarify 
the significance of these re-
sults,” he agreed. 

Comparing the arms 
(standard of care vs. stan-
dard of care plus docetaxel), 
there were 59 vs. 43 deaths, 
including fewer deaths from 
PCa (23 vs. 16). Likewise, the 
six-year rate of distant me-
tastasis (DM) was lower with 
standard of care plus do-
cetaxel: 14% vs. 9.1% (HR, 
0.60; two-sided P=.044, a 
statistically significant differ-
ence). The six-year disease-
free survival (DFS) rate was 
improved with the addition 
of chemotherapy: 55% vs. 
65% (HR, 0.76; 95% Confi-
dence Interval [CI], 0.58-
0.99; two-sided P=.043, a 
statistically significant differ-
ence). 

The investigators reported 
that treatment was “well 
tolerated” in both arms. 
However, there were two 
patient deaths due to ad-
verse events (AEs) in the 
standard of care plus do-
cetaxel arm. As expected, the 
difference between arms 
was primarily related to 
greater hematologic AEs in 
the standard of care plus 
docetaxel arm. “Rates of 
gastrointestinal and genitou-
rinary AEs were not signifi-
cantly different between 
arms,” researchers said. 

“Chemotherapy consisted of 
six 21-day cycles of docetaxel 
plus prednisone starting 28 
days after RT. The RT doses 
(72-75.6 Gy) were standard 
at the time of study but are 
‘modestly’ lower than con-
temporary doses (e.g., 79.2 
Gy),” say the authors. 

RTOG 0521 is one of four 
major studies evaluating do-
cetaxel in untreated, higher-
risk, early-stage PCa. The 
others had negative findings. 

The Groupe d’Étude des 
Tumeurs Uro-Génitales 
(GETUG) 12 demonstrated no 

statistically significant im-
provement among men with 
high-risk disease for the pre-
specified endpoint of metas-
tasis-free survival, and the 
Scandinavian trial SPCG-13 
(Scandinavian Prostate Can-
cer Group) demonstrated no 
benefit in biochemical DFS in 
intermediate- or high-risk 
disease. Similarly, the SPCG-
12 study showed no benefit 
in biochemical DFS for pa-
tients with high-risk disease 
who were randomly assigned 
to undergo radical prostatec-
tomy (RP) plus adjuvant do-
cetaxel vs. RP alone. 

“The discordance in results 
between RTOG 0521, which 
showed benefits in OS, DM, 
and DFS, and the three Euro-
pean studies may stem from 
differences in the studies’ 
patient populations,” suggest 
Rosenthal and colleagues. 
“The RTOG 0521 cohort in-
cluded men with more ag-
gressive disease,” they say. 
“Notably, 84% of men in 
RTOG 0521 had Gleason 
score 8-10, whereas for a 
majority of men in GETUG-
12, SPCG-13, and SPCG-12, 
Gleason score was ≤7.” 

Omar Mian, MD, PhD, a ra-
diation oncologist at the 
Taussig Cancer Center, Cleve-
land Clinic, said “The results 
of this randomized phase 3 
study, taken in the context of 
prior negative studies admin-
istering chemotherapy to 
men with treatment-naive 
localized PCa, illustrate the 
importance of appropriate 
patient selection,” said Mian, 
who was not involved in the 
trial. 

“Noting the survival benefit 
and acceptable risks in the 
NRG Oncology/RTOG 0521 
study, one may reasonably 
consider adjuvant chemo-
therapy for the highest-risk 
patients (e.g., Gleason 9-10 
disease),” he concluded. 

Medscape Medical News 
18 March 2019 

it’s part of a whole host of 
other factors that need fur-
ther investigation. 

“The center takes a multidisci-
plinary approach to the care 
of men with PCa, including a 
psychologist and social work-
ers who can intervene when 
there are potential health 
effects of a patient’s personal-
ity,” he said. 

Anne Sofie Friberg, MD, from 
the Rigshospitalet in Copenha-
gen, Denmark, is lead author 
of another study showing that 
men who undergo RP have a 
significantly increased risk for 
depression. She commented, 
“The neuroticism trait could 
be a vulnerability factor for 
depression, of course, so this 
would be a way to find some 
of those patients who are at 
most at risk,” she said. 

Presented at the 2019 EAU  
Congress, Abstract 1172 

Medscape Medical News 
21 March 2019 

Worrying  

(Continued from page 5) 

Resources Address 

Anxiety, Depression 

and Prostate Cancer 

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

We encourage you to visit 
the Us TOO web page for 
important information on 
recognizing and managing 
anxiety, depression and pros-
tate cancer.  

www.ustoo.org/anxiety-
and-depression 

Chemo for Early-Stage PCa? (Continued from page 1) 
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Doctor Chodak’s Bottom Line  

Gerald Chodak, MD, Author, Winning the Battle Against Prostate Cancer, Second Edition http://www.prostatevideos.com/ 

Editor’s Note: Us TOO has invited 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. 

P1, “Chemo for Early…” Can 
men with high-risk non-
metastatic disease treated 
with external radiation bene-
fit from the addition of do-
cetaxel chemotherapy? That 
question was addressed in a 
prospective randomized 
study reported by Rosenthal 
and co-workers. The primary 
end point was overall sur-
vival, which was not signifi-
cantly different at four years.  

However, the chemotherapy 
group did show an improve-
ment in disease-free survival, 
overall survival, and a reduc-
tion in distant metastases. 
Given that the follow-up is 
relatively short, it is too early 
to make definitive recom-
mendations. However, based 
on the results thus far, one 
might anticipate an eventual 
improvement in survival. 
Importantly, three other ran-
domized studies did not 
show a survival benefit, 
which is why longer follow-
up is needed. 

The Bottom Line: A random-
ized study has found im-
provement in secondary out-
comes for men with high-risk 
disease receiving external 
radiation plus chemotherapy, 
but more time is needed 
before we know the impact 
on overall survival. 

P1, “PET-Based Imaging…” A 
growing number of studies 
are showing that Gallium PET 
scans are better at finding 
metastases in men with ris-
ing PSA after local therapy 
than conventional CT and 
bone scans. That finding is 
demonstrated from a meta-
analysis of non-randomized 
studies reported by Perera, 
et al that expands on a previ-
ous meta-analysis. One 
would think that with all the 
non-randomized studies 

available, someone would be 
undertaking a randomized 
study by now. Until one is 
done, we are unlikely to see 
this test available for men in 
the U.S. This is critical be-
cause many men with a rising 
PSA after radical prostatec-
tomy will be advised to re-
ceive radiation when, in fact, 
they actually have metastatic 
disease. Hopefully, the nec-
essary studies will be done 
soon. 

The Bottom Line: Gallium 
PET scans appear to be able 
to pick up more metastatic 
disease in men with a rising 
PSA than CT and bone scans 
but randomized data are 
needed before it will become 
available to most patients. 

P1, “Long-Term Androgen…” 
Over and over again, aca-
demic physicians talk about 
the need and value of ran-
domized studies for deter-
mining the optimal manage-
ment for each disease. In the 
case of high-risk prostate 
cancer, numerous studies 
have proven that ADT signifi-
cantly improves survival of 
men with high-risk disease 
when combined with exter-
nal radiation. The optimal 
duration continues to be 
studied but it is now known 
that 18-36 months is better 
than 6-12 months, but no 
study has shown that omit-
ting ADT is beneficial.  

So the study by Kishan and 
co-workers raises several 
questions. They found that in 
men with Gleason grade 4-5 
cancers, nearly 55% received 
either no or up to six months 
of ADT and African-American 
men were significantly less 
likely to receive any ADT. 
Why is this happening? The 
studies demonstrating im-
proved survival are not new 

and existing guidelines 
clearly recommend ADT for 
these men. Are doctors not 
reading these guidelines or 
studies? Is there any financial 
reason to withhold therapy? 
Most importantly, what can 
be done to insure that the 
recommended guidelines are 
followed for more patients?  

Clearly something must be 
done for all patients, but in 
particular African-American 
men, or they will continue to 
have worse outcomes by 
receiving suboptimal care. 

The Bottom Line: ADT is not 
being used properly for men 
with high-risk disease when 
they are treated with exter-
nal beam radiation and 
something must be done so 
they receive optimal care.    

P2, “Intervention Helps…” 
On so many occasions I have 
commented on the need for 
improved patient education 
about their treatment op-
tions for managing localized 
prostate cancer.  

A recent randomized study 
provides support for the im-
pact of that approach. The 
authors used a validated sur-
vey to assess patient satisfac-
tion and regret and found 
that the education tool they 
used improved patient satis-
faction with treatment deci-
sions, and reduced regrets 
about those decisions.  

As pointed out, it is unclear 
how complications or the 
likelihood of cure impacted 
on the answers to the ques-
tionnaire. Interestingly, the 
intervention group had a 
higher percentage of men 
choosing active surveillance. 
Perhaps one day, a formal 
education program will be 
used on all men with local-
ized disease. 

The Bottom Line: Using a 
formal education program 
appears to offer patients a 
benefit in terms of their sat-
isfaction with their treatment 
choice. 

P5, “Carbon-Ion RT…” A sel-
dom-discussed side effect of 
photon radiation is the in-
creased incidence of secon-
dary pelvic cancers. That risk 
is brought to light in the ret-
rospective study comparing 
results with carbon-ion radia-
tion, photon radiation or 
radical prostatectomy.  

The authors reported the 
cumulative incidence of ab-
dominal and/or pelvic can-
cers at almost ten years after 
treatment. The incidence 
was one-third lower with 
carbon-ion radiation com-
pared to photon therapy and 
was similar to the incidence 
in the surgery group.  

(Continued on page 8) 
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Prospective Multicenter Validation of Androgen Receptor Splice Variant 7 and 

Hormone Therapy Resistance in High-Risk Castration Resistant Prostate  

Cancer: The PROPHECY Study 
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J Clin Oncol 13 March 2019; Epub ahead of print 
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cance of baseline CTC AR-V7 
on the basis of radiographic 
or clinical progression free-
survival (PFS) by using the 
Johns Hopkins University 
modified-AdnaTest CTC AR-
V7 mRNA assay and the Epic 
Sciences CTC nuclear-specific 
AR-V7 protein assay. Overall 
survival (OS) and prostate-
specific antigen responses 
were secondary end points. 

Results: We enrolled 118 
men with mCRPC who were 
starting abiraterone or en-
zalutamide treatment. AR-V7 
detection by both the Johns 
Hopkins and Epic AR-V7 as-
says was independently asso-
ciated with shorter PFS 
(hazard ratio, 1.9 [95% CI, 1.1 
to 3.3; P = .032] and 2.4 [95% 
CI, 1.1 to 5.1; P = .020], re-
spectively) and OS (hazard 
ratio, 4.2 [95% CI, 2.1 to 8.5] 
and 3.5 [95% CI, 1.6 to 8.1], 
respectively) after adjusting 

Caution is needed in drawing 
conclusions since the data is 
not from a randomized 
study. But certainly, this in-
formation should encourage 
prospective studies to assess 
this finding properly. Should 
such a study be done and the 
findings confirmed, what 
would it mean for radiation 
in the US?  Can photon radia-
tion equipment be modified 
to deliver carbon-ion radia-
tion? If not, imagine the cost 
of changing equipment.  

Regardless of the answers, 
this provides important infor-
mation that needs rapid con-
firmation, and certainly pa-
tients receiving photon radia-
tion need to be informed of 
the potential side effect. 

The Bottom Line: This non-
randomized study suggests 
that carbon-ion radiation 
results in a lower likelihood 
of developing a pelvic cancer 
but it needs to be further 
studied before any recom-
mendations can be made.   

The Bottom Line 

(Continued from page 7) 

Purpose: Androgen receptor 
splice variant 7 (AR-V7) re-
sults in a truncated receptor, 
which leads to ligand-
independent constitutive 
activation that is not inhib-
ited by anti-androgen thera-
pies, including abiraterone or 
enzalutamide. Given that 
previous reports suggested 
that circulating tumor cell 
(CTC) AR-V7 detection is a 
poor prognostic indicator for 
the clinical efficacy of secon-
dary hormone therapies, we 
conducted a prospective 
multicenter validation study. 

Patients and Methods: 
PROPHECY (ClinicalTrials.gov 
identifier: NCT02269982) is a 
multicenter, prospective-
blinded study of men with 
high-risk mCRPC starting abi-
raterone acetate or enzalu-
tamide treatment. The pri-
mary objective was to vali-
date the prognostic signifi-
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for CTC number and clinical 
prognostic factors. Men with 
AR-V7–positive mCRPC had 
fewer confirmed prostate-
specific antigen responses 
(0% to 11%) or soft tissue 
responses (0% to 6%). The 
observed percentage agree-
ment between the two AR-
V7 assays was 82%. 

Conclusion: Detection of AR-
V7 in CTCs by two blood-
based assays is independ-
ently associated with shorter 
PFS and OS with abiraterone 
or enzalutamide, and such 
men with mCRPC should be 
offered alternative treat-
ments. 

Visit the Us TOO  

Prostate Cancer  

Clinical Trial Finder at 
www.ustoo.org/HCP-Clinical-

Trials  

http://www.ustoo.org/Hot_Sheets.asp


Pssst! 

Check out our 

feature on sex and intimacy, 

Between the Sheets...
Between the Sheets...                         May 2019
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. 

This column was compiled with the help of Dr. Anne Katz, Certified 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 Connections, and the author of 13 books on the topics of illness, sexuality and cancer survivorship.  
(www.drannekatz.com)

QUESTION FROM PROSTATE CANCER SURVIVOR:
Should my partner wear a condom while he is on Zytiga? 

RESPONSE FROM DR. ANNE KATZ:
Zytiga (abiraterone) is an anti-androgen (it blocks testosterone). The only caution related to sexual activity is that 
a man on this medication should use a condom if he is having sex with a pregnant woman or a woman who wants 
to become pregnant, as the medication can harm the fetus. 

We do not know if the medication or breakdown products of the medication are found in the semen of men taking 
this medication. This means that we don’t know if the sexual partner of a man taking abiraterone can be exposed 
to the medication during oral or penetrative sex. If you are concerned, then a condom should be used for all sexual 
activity where you may be exposed to the medication.

Remember that this is a testosterone blocker so, in theory, there should be no adverse effects on a female partner. 
A male partner may, however, experience some side effects, but this is not discussed in any of the material posted 
by the drug manufacturer.

QUESTION FROM PROSTATE CANCER SURVIVOR:
I had my prostate removed almost a year ago and am happy to say that I am cancer free! I am able to have the 
occasional erection but they are not reliable and, of course, this is making me frustrated. But what I did not realize 
is that I don’t have orgasms – nothing comes out! They didn’t tell me about this before the surgery!

RESPONSE FROM DR. ANNE KATZ:
First, I want to clear up any confusion about orgasms vs. ejaculation. These are two separate processes. However, 
for most men, they have always occurred together. So many men don’t know there is a difference. Orgasms are 
the pleasurable sensations that men feel during intercourse, oral sex and/or masturbation; these are a spinal 
cord reflex. Ejaculation is the usually simultaneous emission of semen and needs both the prostate and seminal 
vesicles to occur. The surgery for prostate cancer removes both the prostate and seminal vesicles, resulting in no 
ejaculation. BUT you can still experience the sensations of orgasm without ejaculation. Some men report that 
their orgasms are more intense after the surgery than before. Of course, there are also men who report that their 
orgasms are less intense than before and this bothers them.

A lot of the sensation of orgasm comes from contraction of the muscles of the pelvic floor. So if you experience 
orgasms that are so intense that they are painful OR orgasms that are very weak, you should see a specialized 
pelvic floor physiotherapist who will assess those muscles and suggest exercises that may help to correct this.

Watch Dr. Katz’ presentation on sexual health and intimacy from the Prostate Cancer Pathways for Patients and 
Caregivers event recorded at Englewood Health in Englewood, NJ on September 29, 2018.  
https://www.youtube.com/watch?v=A2ZdDHw2WGY&t=8542s 

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



Progress on Prostate Cancer Research                     May 2019
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. Us TOO
is excited to introduce this new, regular Hot SHEET supplement which includes some of the latest research 
from the Prostate Cancer Foundation (www.pcf.org). 

The PCF is the world’s leading philanthropic organization funding and accelerating 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 universities. 

Natural Killer Cells for Prostate Cancer Immunotherapy
Achoo! Caught a nasty cold from that co-worker who insisted on bringing her hacking cough to the office? No  
problem … your immune system will fight the invading virus and you’ll be feeling better in a few days. 

We’re used to thinking of the immune system as the body’s defense against colds, the flu, or a troublesome stomach 
bug. But it does much more, including detecting and destroying errant cells almost anywhere in our body that have 
become cancerous. Scientists can harness the power of the immune system to treat cancer, including prostate 
cancer. (For background, go to https://www.pcf.org/news/immunotherapy-a-vaccine-for-prostate-cancer/ for a  
three-part primer on the immune system and prostate cancer. These articles provide a clear introduction to what can 
seem like a complex topic). 

Now, PCF-funded investigator Dr. Aaron LeBeau of the University of Minnesota and his team are developing an 
interesting and provocative new type of immunotherapy using a specific type of immune cell called natural killer 
cells, or NK cells for short. These cells are like beat cops on patrol, traveling around the body to look for and kill cells 
infected with a virus, bacteria, and cancer cells. 

NK cells have several potential advantages vs. other types of immunotherapy.  
A single patient requires an infusion of ten billion NK cells. Where 
do these cells come from? NK cells can easily be isolated from 
blood and grown in the lab. They do not require donor matching, 
a process similar to that used for blood transfusions, so a single 
donor could, in theory, provide NK cells for many patients. Thus, 
NK cell treatments can be significantly cheaper than other 
immunotherapies that must be made from a patient’s own cells. 
NK cells live for about a week in the body, so they won’t “hang 
around” too long, possibly causing adverse effects.

What’s the catch? NK cell therapies still face some hurdles, such 
as a lack of “targeted” action – they don’t necessarily go to where 
they are needed. Tumors can also influence the environment 
immediately around them and suppress the immune system locally. 

One way to overcome the problem of tumors hiding from the immune system is to create and attach a “targeting 
device” to the NK cell, such that it would recognize prostate cancer cells and not normal tissue. Dr. LeBeau and his 

team are creating a specialized “chimeric antigen receptor,” or CAR for 
short, to accomplish tumor targeting. The CAR is a genetically engineered 
protein that recognizes a particular protein on the surface of prostate 
cancer cells and activates the NK cell to kill the tumor cell. Supported by 
a PCF Challenge Award, the project will move to testing in animal models 
this fall. It may be possible to start clinical trials in four years.

That may sound like a long time for a patient considering his options for 
treatment today. However, it is a reminder that clinician-scientists like Dr. 
LeBeau are working today to ensure that we have safe and effective new 
treatments in the future. PCF is proud to support promising 
early-stage research that has the potential to significantly advance the 
field of prostate cancer therapeutics.

For more information visit www.pcf.org, email info@pcf.org, or call 1-800-757-2873.  
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How do NK cells work?
They are ready to go, and don’t require any 
ramp-up time to become activated. Once they 
recognize a foreign or dangerous cell, they 
release toxic payloads of enzymes that make 
holes in the target cell, enter that cell, and 
digest its proteins, killing it. However, NK cells 
don’t run amok. They receive both activating 
(go!) and inhibitory (stop!) signals; whether 
they actually deploy depends on the balance 
of these signals.

NK cell (pink) attacking tumor cell (green). 
Sources: Nature (Credit: Eye of science/SPL)


