
 

Apalutamide for Metastatic Castration-Sensitive 

Prostate Cancer 

Chi KN, Agarwal N, Bjartell A, et al. 

N Engl J Med 31 May 2019; Epub ahead of print 

Apalutamide is an inhibitor of the ligand-binding domain of the 
androgen receptor. Whether the addition of apalutamide to 
androgen-deprivation therapy (ADT) would prolong radio-
graphic progression-free survival (rPFS) and overall survival 
(OS) as compared with placebo plus ADT among men with me-
tastatic, castration-sensitive prostate cancer (mCSPC) has not 
been determined. 

In this double-blind, phase 3 trial, we randomly assigned men 
with mCSPC to receive apalutamide (240 mg per day) or pla-
cebo, added to ADT. Previous treatment for localized disease 
and previous docetaxel therapy were allowed. The primary end 
points were rPFS and OS. 

A total of 525 patients were assigned to receive apalutamide 
plus ADT and 527 to receive placebo plus ADT. The median age 
was 68 years. A total of 16.4% of the men had undergone 
prostatectomy or received radiotherapy for localized disease, 
and 10.7% had received previous docetaxel therapy; 62.7% had 
high-volume disease, and 37.3% had low-volume disease. At 
the first interim analysis, with a median of 22.7 months of fol-
low-up, the percentage of men with rPFS at 24 months was 
68.2% in the apalutamide group and 47.5% in the placebo 
group (hazard ratio [HR] for radiographic progression or death, 
0.48; 95% confidence interval [CI], 0.39 to 0.60; P<0.001, a sta-

(Continued on page 8) 

More is not better when in-
hibiting the androgen recep-
tor in men with metastatic 
castration-resistant prostate 
cancer (mCRPC), the Alliance 
study shows. 

Indeed, treating patients 
with both enzalutamide and 
abiraterone produces no 
further anticancer activity 
than treating them with en-
zalutamide alone, and it es-
sentially doubles the adverse 
event (AE) rate compared to 
the single-agent approach. 

“We hypothesized that dual 
inhibition of the androgen 
receptor signaling [pathway] 
by different mechanisms of 
action would improve the 
antitumor effects of the regi-
men,” said study author Mi-
chael Morris, MD, Memorial 
Sloan-Kettering Cancer Cen-
ter, New York City. 

“But we conclude that add-
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ing abiraterone to enzalu-
tamide does not improve 
overall survival [OS] relative 
to enzalutamide alone, and 
the current standard of care 
should not be changed by 
this study,” he emphasized. 
The study was presented at 
the American Society of Clini-
cal Oncology (ASCO) 2019 
Annual Meeting. 

The study was conducted in 
men with progressive 
mCRPC; 657 men were ran-
domly assigned to receive 
enzalutamide, and 654 were 
allocated to receive enzalu-
tamide plus abiraterone. 
Enzalutamide was given at a 
dosage of 160 mg/day. The 
men in the combination arm 
received abiraterone 1,000 
mg once a day plus predni-
sone 5 mg twice a day. 

(Continued on page 5) 

Misleading Advertising Claims by Proton Beam Therapy Centers 
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Proton beam therapy (PBT) is 
increasingly being used for a 
variety of cancers, but it re-
mains controversial because 
of the huge cost of establish-
ing and maintaining treat-
ment facilities and the still-
unanswered question of how 
it compares to conventional 
radiotherapy for many types 
of cancers. 

Nevertheless, the number of 
centers offering PBT is in-
creasing exponentially, and 
consensus guidelines now 
support PBT use in a limited 

number of disease sites or in 
clinical trials. 

However, direct-to-consumer 
advertising (DTCA) from PBT 
centers is telling a different 
story. The information con-
tent and claims made by 
these centers are often in-
consistent with international 
consensus guidelines, ac-
cording to a new study. 

“Patients who are interested 
in PBT will often go to the 
website of a hospital or can-
cer center in order to obtain 
information about the proce-

dure. Therefore, it can be 
problematic if the advertising 
is not accurate,” say the re-
searchers. 

The results were presented 
at the 2019 American Society 
of Clinical Oncology (ASCO) 
Annual Meeting. 

DTCA has received the most 
attention for pharmaceuti-
cals and has stirred up quite 
a bit of controversy. In 2015, 
the American Medical Asso-
ciation’s (AMA) House of 

(Continued on page 4) 
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Time to Biochemical Relapse After Radical Prostatectomy and Efficacy of 

Salvage Radiotherapy in Patients with Prostate Cancer 

Pak S, You D, Jeong IG, et al.  

Int J Clin Oncol 13 May 2019; Epub ahead of print 
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817 (25.5%) patients experi-
enced BCR at a median of 
24.9 months after surgery. 
The 8-year rate of distant 
metastasis-free survival 
(64.3% vs. 41.3%, p = 0.002) 
and cancer-specific survival 
(86.6% vs. 63.4%, p < 0.001) 
was higher in the salvage 
radiotherapy (SRT) group 
than the androgen depriva-
tion therapy (ADT) group in 
patients with early BCR, 
whereas those rates (91.3% 
vs. 87.9%, p = 0.607 and 
100.0% vs. 93.1%, p = 0.144, 
respectively) were similar in 
patients with late BCR. In the 
intermediate BCR group, the 
impact of SRT over ADT on 8-

year cancer-specific survival 
was modest (91.9% vs. 
82.3%, p = 0.057) and was 
limited to patients with pT2 
or pT3a disease. 

SRT may decrease the risk of 
distant metastasis and can-
cer-specific mortality in pa-
tients with early BCR. How-
ever, a survival benefit for 
those with late BCR was not 
apparent. For patients with 
intermediate BCR, SRT was 
associated with a cancer-
specific survival benefit in 
patients with pT2 or pT3a 
disease. Novel genomic tests 
and imaging modalities may 
support clinical decision-
making in these patients. 

This study investigated the 
prognostic and therapeutic 
implications of time to bio-
chemical relapse (BCR) in 
patients with prostate cancer 
after radical prostatectomy. 

The records of 3,210 con-
secutive men with prostate 
cancer who underwent radi-
cal prostatectomy between 
January 1998 and June 2013 
were retrospectively re-
viewed. Patients with BCR 
were divided into three 
groups based on quartiles of 
time to BCR, namely an early 
group (first quartile), an in-
termediate group (second 
and third quartiles) and late 
group (fourth quartile). 

 
 

NEW! A Prostate  
Cancer Forum for Gay 

Men and Their Partners 
Us TOO Call-In  
Support Group 

 

A Prostate Cancer Forum for 
Gay Men and Their Partners 
is an ongoing conference call 
series which provides gay 
men and their partners with 
important peer-to-peer  
support. 
 

Usually, both the man living 
with prostate cancer and his 
husband or partner are 
deeply impacted, and each is 
subject to his own physical 
and emotional concerns. It 
can be helpful to address 
these concerns by speaking 
with others in a similar  
situation. 

 

Contact Terri Likowski at 
terril@ustoo.org or  

336-842-3578 
to reserve your spot and to 

get the call-in  
information! 

Space is limited. 
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Evaluating the Safety of Active Surveillance:  

Outcomes of Deferred Radical Prostatectomy After 

an Initial Period of Surveillance 

Balakrishnan AS, Cowan JE, Cooperberg WR, et al. 

J Urol 8 April 2019; Epub ahead of print 

As enrollment in active sur-
veillance (AS) expands, it is 
increasingly important to 
assess potential risks of de-
ferred treatment. We evalu-
ated the risk of prostate spe-
cific antigen (PSA) recurrence 
in a large cohort of men un-
dergoing radical prostatec-
tomy (RP) after initial AS. 

The study included men un-
dergoing RP after a period of 
AS with Gleason grade group 
(GG) 1 or 2 at diagnosis, clini-
cal [stage] ≤T2, and a low- or 
intermediate-risk disease at 
diagnosis. Men were strati-
fied by a composite variable 
of GG and volume of high-
grade cores at diagnosis. 
Pathological characteristics 
and recurrence after RP were 
evaluated. 

Of 1,916 men enrolled in AS 
between 1994 and 2017, 448 
(23.4%) underwent deferred 
RP. Median time to RP was 

27 months (IQR 15.5-46.5). 
At diagnosis, 388 men 
(86.6%) had GG1 disease, 31 
men (6.9%) had GG2 disease 
with one high-grade core, 
and 29 men (6.5%) had GG2 
with ≥2 high-grade cores. 
GG2 with ≥2 high-grade 
cores at diagnosis was associ-
ated with an increased risk of 
recurrence when compared 
to GG1 disease (Hazard Ratio 
3.29, 95% Confidence Inter-
val 1.49 to 7.26, p<0.01, a 
statistically significant differ-
ence), while GG2 with one 
high-grade core did not sig-
nificantly differ from GG1. 

Our results support the care-
ful use of AS in men with 
GG2 and one high-grade core 
at diagnosis. Men with ≥2 
high-grade (GG≥2) cores at 
diagnosis may benefit from 
immediate treatment. 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“Fruit Juice = Sugary Soda = Freaking Out?!” 

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. 

tween sugar-filled soda and 
fruit juice. Can someone ex-
plain this to me? Because 
when I look at the label on 
many fruit juices, they have 
more sugar and calories than 
most cola drinks, or at least 
similar amounts. Yeah, but 
fruit juice is loaded with nu-
trients, right Moyad?  

Who cares?! You can load up 
cola with nutrients and it 
does not make the product 
healthy because the overall 
product and sugar and con-
centrated caloric content 
appears unhealthy to me. 
Take a look at some fruit 
juices in terms of sugar and 
calories and, even in a few 
cases, it would arguably be 
healthier for you to drink a 
cola! Therefore, it should not 
be surprising that a prelimi-
nary large U.S. study recently 
found that the greater con-
sumption of sugary bever-
ages, including fruit juices, 
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Cochrane library, and Clini-
caltrials.gov databases. We 
included prospective and 
retrospective paired studies 
where the index test was 
MRI-TB and the comparator 
test was systematic biopsy. 
We also included randomised 
controlled trials (RCTs) if one 
arm included MRI-TB and 
another arm included sys-
tematic biopsy. The risk of 
bias was assessed using a 
modified Quality Assessment 
of Diagnostic Accuracy Stud-
ies-2 checklist. In addition, 
the Cochrane risk of bias 2.0 
tool was used for RCTs. 

We included 68 studies with 

Magnetic Resonance Imaging-Targeted Biopsy vs. Systematic Biopsy in the Detection of Prostate Cancer: 

A Systematic Review and Meta-Analysis 

Kasivisvanathan V, Stabile A, Neves JB, et al. 

Eur Urol 23 May 2019; Epub ahead of print 

Cola is a healthy beverage 
today. What? Did Moyad just 
say “cola with sugar is 
healthy?” What’s the matter 
with Moyad? Has he lost it?  
First of all, I have never had 
“it” but, in reality, when you 
look at many cola or soda 
drinks with sugar, they are 
being blamed for almost eve-
rything unhealthy. The obe-
sity epidemic? Perhaps. The 
reduction in life expectancy? 
Perhaps. The increase in type 
2 diabetes? Perhaps. The 
reason our dog ran away 
from home? Sure!  

My point is that there has 
been a relentless assault on 
sugary soda beverages and 
now many (not just some) 
parts of the country are con-
sidering adding a large tax to 
these nefarious sugary prod-
ucts. However, what has al-
ways intrigued me over 30 
years is that I never under-
stood the difference be-

was associated with 
“increased all-cause mortal-
ity among older U.S. adults.”1 
YIKES! Just like the sugary 
soda/cola beverage category, 
the harm appears to exceed 
the benefit! Critics will argue 
that this is just one large ob-
servational U.S. study, but I 
would argue that more stud-
ies are not really needed to 
essentially think about com-
mon sense for a moment.   

It’s always better to eat the 
whole fruit with the fiber, 
which has the ability to make 
you feel full compared to the 
sugary concentrated caloric 
version of the fruit (aka “fruit 
juice san fiber”). All of this is 
a big deal because, as we all 
get bigger in America, re-
search continues to find that 
weight gain or obesity makes 
the prostate bigger and also 
increases the risk of aggres-
sive prostate cancer.2 Pass 
me the whole apple or or-

a paired design and eight 
RCTs, comprising a total of 
14,709 men who either re-
ceived both MRI-TB and sys-
tematic biopsy, or were ran-
domised to receive one of 
the tests. MRI-TB detected 
more men with clinically sig-
nificant cancer than system-
atic biopsy (detection ratio 
[DR] 1.16 [95% confidence 
interval {CI} 1.09-1.24], 
p<0.0001) and fewer men 
with clinically insignificant 
cancer than systematic bi-
opsy (DR 0.66 [95% CI 0.57-
0.76], p<0.0001). The propor-
tion of cores positive for can-
cer was greater for MRI-TB 

ange and leave the juice 
alone to sit at the grocery 
store right next to its other 
family members which, in my 
mind, includes cola bever-
ages or other sugary soda! 
And, the next time I see an-
other kid at the airport suck-
ing down some type of juice 
in a box/carton with the par-
ent(s) simultaneously smiling 
and fully encouraging this 
habit I am going to freak out! 
This means I am going to 
freak out in the next few 
days! Aaargh!!!!  

#dontletmoyadfreakout 
#juice=cola 

References:  

1. Collin LJ, Judd S, Safford 
M, Vaccarino V, Welsh JA. 
JAMA Network Open 
2019; 2: e193121. 

2. Dickerman BA, Torfadottir 
JE, Valdimarsdottir UA, et 
al. Cancer 10 June 2019; 
Epub ahead of print. 

than for systematic biopsy 
(relative risk 3.17 [95% CI 
2.82-3.56], p<0.0001). 

MRI-TB is an attractive alter-
native diagnostic strategy to 
systematic biopsy. 

We evaluated the published 
literature, comparing two 
methods of diagnosing pros-
tate cancer. We found that 
biopsies targeted to suspi-
cious areas on magnetic 
resonance imaging were bet-
ter at detecting prostate can-
cer that needs to be treated 
and avoiding the diagnosis of 
disease that does not need 
treatment than the tradi-
tional systematic biopsy. 

Magnetic resonance imaging 
(MRI)-targeted prostate bi-
opsy (MRI-TB) may be an 
alternative to systematic 
biopsy for diagnosing pros-
tate cancer. 

The primary aims of this sys-
tematic review and meta-
analysis were to compare the 
detection rates of clinically 
significant and clinically insig-
nificant cancer by MRI-TB 
with those by systematic 
biopsy in men undergoing 
prostate biopsy to identify 
prostate cancer. 

A literature search was con-
ducted using the PubMed, 
Embase, Web of Science, 
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that a problem exists and for 
healthcare providers to be 
aware of what information is 
available to patients. 

“Many patients with cancer 
will turn to the internet for 
information — however, it is 
worrisome that these pa-
tients may be finding infor-
mation on hospital/cancer 
center websites not in keep-
ing with clinical guidelines, 
particularly when these web-
sites would be seen as more 
trustworthy than other inter-
net sources,” he said. 

“At the same time,” Corkum 
added, “it is important to 
keep in mind that DTCA by 
an institution does not nec-
essarily reflect the level of 
discussion that occurs at the 
provider/patient level. But it 
could potentially be a driver 
for increasing referral/
treatment volumes to a par-
ticular center,” he said. 
“Moving forward, we believe 
more can be done to stan-
dardize the messages pa-
tients are receiving.” 

Presented at the 2019 ASCO Annual 
meeting, Abstract 6599. 

Medscape Medical News 
3 June 2019 

Delegates called for a ban on 
DTCA of prescription drugs 
and medical devices, al-
though others have sup-
ported such advertising and 
feel that it can educate pa-
tients and spread valuable 
information about the par-
ticular product. 

“DTCA is often controversial, 
but this is not just limited to 
drug advertising,” said lead 
author Mark T. Corkum, MD, 
of the University of Western 
Ontario, London, Canada. 

“In comparison to many pre-
vious studies, our study of 
DTCA in PBT focused on 
online advertising content 
and claims by hospital/
cancer center websites, vs. 
more typical print/media 
advertising which must con-
form to nationally-regulated 
standards,” he explained. 

In contrast to traditional me-
dia, online DTCA has no such 
oversight, and online DTCA 
has already been shown to 
be controversial in other 
technology-driven advance-
ments, such as stereotactic 
body radiotherapy and ro-
botic prostatectomy. 

“Provisos that acknowledge 
treatments need to be indi-

(85%), or that PBT was the 
standard of care (13%). 

The most frequently cited 
cancer sites indicated for PBT 
were prostate (87%), head 
and neck (87%), and pediat-
ric (83%) cancers, and these 
were consistent with interna-
tional guidelines. 

However, pancreatobiliary 
(52%), breast (50%), and eso-
phageal (44%) cancers were 
frequently advertised even 
though treatment with PBT 
has not been endorsed for 
these cancer types in any 
consensus guidelines. 

“Randomized trials in proton 
radiation are lacking and 
have proven to be difficult to 
accrue to,” said Corkum. 
“When one considers the 
significant additional costs of 
proton radiation, we believe 
there should be compelling 
data to support its use.” 

He pointed out that there are 
many examples in oncology 
where advances on paper or 
in single-arm studies, such as 
the dosimetric benefit in 
proton therapy, “may not 
pan out to be true benefits 
to patients.” 

Corkum commented that the 
first step is to acknowledge 

vidualized — ‘ask your doctor 
if drug x is right for you’ — 
are a mainstay of other 
forms of DTCA, but they 
were not a prominent fea-
ture of the websites we ex-
amined,” he told Medscape 
Medical News. “Whether 
proton beam therapy can 
offer clinically meaningful 
differences to quality or 
quantity of life is not always 
clearly defined, and can be 
subject to interpretation.” 

Misleading Information 

The goal of the study was to 
evaluate DTCA content and 
claims made by PBT center 
websites. Corkum and his 
colleagues identified English 
language websites world-
wide using the Particle Ther-
apy Co-Operative Group 
website and used eight inter-
national guidelines to deter-
mine the appropriate indica-
tions for PBT. 

They looked at a total of 48 
proton therapy centers with 
46 English websites. More 
than half (58%) did not pro-
vide any references for the 
claims that they made re-
garding the use of PBT. These 
claims included improved 
disease control or cure 
(61%), fewer side effects 

Misleading Advertising Claims by Proton Beam Therapy Centers (Continued from page 1) 

Enzalutamide Joins Initial Treatment List for Metastatic Prostate Cancer 

The oral androgen receptor 
inhibitor enzalutamide is an 
effective first-line treatment 
option for men with metas-
tatic prostate cancer (PCa), 
conclude researchers report-
ing the phase 3 ENZAMET 
trial. 

“Enzalutamide significantly 
improved overall survival 
(OS) in comparison with a 
conventional nonsteroidal 
antiandrogen (NSAA; bicalu-
tamide, nilutamide, or flu-
tamide) when both were 
added to standard of care 
(SOC) in this setting,” re-
ported lead author Christo-

pher Sweeney, MD, of Dana 
Farber Cancer Institute, Bos-
ton. 

SOC was either a luteinizing 
hormone-releasing hormone 
analogue or surgical castra-
tion. Notably, the SOC also 
included early use of do-
cetaxel (DOC) in about 45% 
of patients, which allowed 
investigators to also report 
on this “subgroup of inter-
est.” In total, investigators 
randomly assigned 1,125 
men with metastatic PCa to 
SOC plus either enzalutamide 
or a conventional NSAA. 

The OS rate at three years, 

which was the primary out-
come, was 80% in the enzalu-
tamide arm and 72% in the 
NSAA arm (hazard ratio [HR], 
0.67; P = 0.002, a statistically 
significant difference). 

Criteria for early reporting 
were met at the first interim 
analysis after a median fol-
low-up of 33 months. At that 
point, 64% of the men in the 
enzalutamide arm were still 
receiving their assigned 
study treatment, in compari-
son with only 36% of the 
men in the NSAA arm. 

Enzalutamide also substan-
tially improved time to pro-

gression compared to NSAA 
(P <0.001). 

The study was presented at 
the plenary session of the 
American Society of Clinical 
Oncology (ASCO) 2019 An-
nual Meeting and were si-
multaneously published 
online in the New England 
Journal of Medicine. 

At a meeting press confer-
ence, Sweeney summarized 
that enzalutamide plus SOC 
“represents an appropriate 
option for men with           

(Continued on page 6) 
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Commenting on the findings, 
discussant Michael Carducci, 
MD, AEGON professor in 
prostate cancer research, 
Hopkins Kimmel Cancer Cen-
ter, Baltimore, Maryland, felt 
that Alliance was an impor-
tant study in which “timely” 
and “significant” questions 
for clinical practice were ad-
dressed. 

“We know that there are 
patients who have fast-paced 
disease, so we do need to 
develop new drugs based on 
targets and their molecular 
features, but we also have to 
be mindful that if we over-
treat patients and give them 
more therapy, we can make 
the time they have left actu-
ally fairly miserable,” he said. 

“So while both drugs are 
capable of extending sur-
vival, they can take a toll on 
quality of life as well as cost, 
so we have to make sure that 
we put it all together for our 
patients,” he added. 

Also commenting on the 
findings, Celestia Higano, 
MD, professor of medicine 
and urology, University of 
Washington, noted that en-
zalutamide and abiraterone 
have different mechanisms 
of action and different resis-
tance mechanisms, “so it 
certainly made sense to 
study this combination.” 

However, because the addi-
tion of abiraterone to enzalu-
tamide did not improve OS, 
“we should not do that” in 
clinical practice, Higano em-
phasized. 

“And while this was a nega-
tive trial, I think it’s an exam-
ple of how a negative trial 
can be very useful for us 
clinically,” she said. 

Presented at the ASCO 2019 Annual 
meeting, Abstract 5008. 

Medscape Medical News 
5 June 201 

More is Not Better in Treatment of Metastatic CRPC (Continued from page 1) 

“Men in the two treatment 
arms were well balanced in 
terms of age, performance 
status, race, and risk group,” 
Morris pointed out. Disease 
characteristics were also well 
matched between the two 
treatment arms; 56.8% of 
enzalutamide recipients and 
54% of those treated with 
abiraterone had disease of 
Gleason grade 8, 9, or 10. 

“At a median follow-up of 
34.2 months in the enzalu-
tamide-plus-abiraterone arm 
and 32.5 months in the en-
zalutamide-alone arm, there 
was no difference in OS be-
tween the two arms,” Morris 
reported. Rates of decline in 
PSA levels were also similar 
between the two arms. 

“Radiographic progression-
free survival (rPFS) rates 
were modestly in favor of the 
doublet arm, at 33%, com-
pared with 42% for the  
single-agent arm. The me-
dian on-treatment rPFS rate 
was 25.2 months for the dou-
blet arm and 20.7 months for 
the single-agent arm. There 
was thus a modest (but sta-
tistically significant) improve-
ment with the addition of 
abiraterone (P = 0.02),” Mor-
ris noted. 

Similarly, there was a modest 
improvement in the median 
on-treatment and off-
treatment rPFS rate of 25.2 
months for enzalutamide 
plus abiraterone, vs. 22.4 
months for enzalutamide 
alone, but again, these differ-
ences were “nothing to write 
home about and were barely 
statistically significant (P = 
0.05),” he commented. 

“The number one reason 
men came off treatment was 
radiographic progression,” 
Morris noted. “On the other 
hand, slightly fewer than 
20% of patients in each arm 
experienced clinical progres-
sion before there was evi-
dence of radiographic pro-

gression; these men came off 
treatment because of clinical 
progression,” he added. 

“Among the patients who 
received the combination 
therapy, the withdrawal rate 
from treatment because of 
AEs was more than double 
that of the men who re-
ceived enzalutamide alone,” 
Morris continued. 

For example, the rate of 
grade 3 or 4 fatigue was 
11.4% in the combination 
arm, vs. 6.2% in the enzalu-
tamide arm. The rate of 
grade 3 or 4 hypertension 
was also higher, at 30.1%, for 
patients who received en-
zalutamide plus abiraterone, 
compared with 22.6% for the 
single-agent arm. 

The atrial fibrillation rate, 
although low in both arms, 
was higher, at 1.1%, for the 
doublet arm, vs. 0.5% for 
single-agent enzalutamide. 
Increases in levels of liver 
enzymes also occurred in 
more of the patients given 
the combination, at 8.6 vs. 
2.2% for those treated with 
enzalutamide alone. 

In total, 68.5% of patients in 
the enzalutamide-plus-
abiraterone arm experienced 
a grade 3 or 4 nonhema-
tologic AE, compared to 
56.6% for those who re-
ceived enzalutamide alone. 

Despite the greater risk for 
AEs in the combination arm, 
“the median difference in 
treatment duration between 
the two arms was 51 days, so 
not that big of a difference 
between the two arms, those 
receiving enzalutamide hav-
ing a longer duration of 
treatment,” Morris said. 

“And the likely reason why 
this trial ended up being a 
negative study was simply 
that there was not much 
more anticancer activity in 
one arm vs. the other,” he 
concluded. 

 
 
 

Satisfaction with Care 

Among Men with  

Localised Prostate  

Cancer: A Nationwide 

Population-based Study 

Bergengren O, Garmo H,  
Bratt O, et al. 

Eur Urol Oncol 15 May 2019; 
Epub ahead of print  

Information about how men 
with prostate cancer (PCa) 
experience their medical care 
and factors associated with 
their overall satisfaction with 
care (OSC) is limited. 

To investigate OSC and fac-
tors associated with OSC in 
men with low-risk PCa. 

Men registered in the Na-
tional Prostate Cancer Regis-
ter of Sweden as diagnosed 
in 2008 with low-risk PCa at 
the age of ≤70 years who had 
undergone radical prostatec-
tomy (RP), radiotherapy (RT), 
or started on active surveil-
lance (AS) were invited in 
2015 to participate in this 
nationwide population-based 
survey (n=1,720). 

OSC data were analyzed us-
ing ordinal logistic regres-

(Continued on page 8) 
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metastatic PCa commencing 
testosterone suppression.” 

Complex Study Design 

The results are big news, but 
Sweeney acknowledged that 
interpreting these early  
three-year results is complex. 
“The complexity stems, in 
part, from the findings on 
prespecified subgroups of 
men who did and those who 
did not also receive DOC as 
part of SOC in the study. EN-
ZAMET is the first metastatic 
hormone-sensitive PCa trial 
to report OS data of an an-
drogen receptor inhibitor 
(enzalutamide) and out-
comes among a set of pa-
tients who also concurrently 
received DOC,” explained 
Sweeney. 

For the men whose SOC 
treatment included DOC (N = 
503), there was no significant 
difference in OS between the 
enzalutamide arm and the 
NSAA arm at three years (HR, 
0.90). “We do not see a sig-
nificant treatment effect [of 
enzalutamide] in this early 
analysis,” said Sweeney. 
“That’s the first information 
that we, as investigators, will 
have to think through – what 
to give our patients if they’ve 
had DOC,” he added. 

“In other words, if there is no 
survival benefit with enzalu-
tamide for men who also 
receive DOC, then perhaps 
enzalutamide, being a more 
expensive therapy, can be 
withheld at this early point, 
because DOC can do the job 
instead, especially in select 
patients,” he suggested. 
“Enzalutamide is priced in 
the neighborhood of $10,000 
per month,” said Sweeney, 
“whereas chemotherapy is 
much less costly.” 

However, this clinical sce-
nario needs an asterisk. Most 
of the men in the DOC sub-
group (71%) had high-
volume, poor-prognosis me-
tastatic disease (four or more 

visceral metastases). 

On the other hand, for the 
men whose SOC treatment 
did not include DOC (N = 
622), there was indeed a 
notable difference in OS be-
tween the enzalutamide arm 
and the NSAA arm at three 
years (HR, 0.53). Only about 
a third (37%) of these men 
had high-volume disease. In 
other words, enzalutamide 
was effective in improving 
survival, when not competing 
with DOC, and in men with 
mostly low-volume disease. 

Serious adverse events (AEs) 
within 30 days of the study 
occurred among 42% of men 
in the enzalutamide arm and 
34% in the NSAA arm, which 
was “commensurate with the 
different durations of study 
treatment,” the study au-
thors report in their meeting 
abstract. 

However, in terms of AEs, 
Sweeney pointed out that, in 
comparison to the NSAA 
arm, the enzalutamide arm 
had higher rates of grade 2 
and 3 hypertension, fatigue, 
falls, and syncope, as well as 
seizures (any grade). “We as 
physicians have to ask, ‘Are 
the patients fit enough, even 
for the hormone enzalu-
tamide?’” said Sweeney, 
adding that clinicians need to 
counsel patients about risk. 

He also highlighted the fact 
that the rate of treatment 
discontinuations due to drug-
related adverse events was 
16% in the enzalutamide arm 
vs. 4% in the NSAA arm. Also, 
seven men (1%) in the en-
zalutamide group experi-
enced seizures, vs. no pa-
tients in the NSAA group. 

Currently, in the United 
States, enzalutamide is indi-
cated for the treatment of 
patients with metastatic cas-
tration-resistant PCa who 
have previously received 
DOC. It is also indicated for 
the treatment of men with 

earlier, nonmetastatic, cas-
tration-resistant PCa. 

“Enzalutamide will now also 
be used in this new setting of 
metastatic hormone-
sensitive PCa,” predicted 
Charles Drake, MD, PhD, di-
rector of genitourinary oncol-
ogy, New York-Presbyterian/
Columbia University Medical 
Center, and associate direc-
tor for clinical research, Her-
bert Irving Comprehensive 
Cancer Center, New York 
City, who was not involved in 
the new study. “I think this 
will be a regimen that people 
use in the first line,” he said. 

“There are currently two 
established treatment op-
tions in the first line,” he 
noted. “Men with metastatic 
hormone-sensitive PCa ex-
perience a survival benefit 
with the addition of either 
DOC chemotherapy or abi-
raterone acetate to andro-
gen deprivation therapy; 
both approaches are current 
standards of care and are 
supported by evidence from 
the major clinical trials,” said 
Drake, who was asked for 
comment. 

“Men with metastatic hor-
mone-sensitive PCa and their 
clinicians in this first-line set-
ting now have more choice,” 
he said. “But the current trial 
is only a partial help.” 

In hypothetical head-to-head 
trials, Drake suspects that 
the current choices would be 
very similar in efficacy: “I 
doubt that abiraterone 

Enzalutamide Joins Initial Treatment List for Metastatic Prostate Cancer (Continued from page 4) 

would beat chemo, or chemo 
would beat abiraterone. I 
doubt that enzalutamide 
would beat chemo or abi-
raterone. 

“Enzalutamide has the ad-
vantage of not requiring ster-
oids (like abiraterone) but 
has the disadvantage of caus-
ing fatigue, among other 
adverse events,” he added. 
“DOC is associated with pe-
ripheral neuropathy and 
other side effects. Abirater-
one use is not advisable for 
men who are at risk for dia-
betes and cardiovascular 
disease,” he said. 

Major Collaboration 

The new study was a collabo-
ration between the Univer-
sity of Sydney; the Australian 
and New Zealand Urogenital 
and Prostate Cancer Trials 
Group; the National Health 
and Medical Research Coun-
cil, Australia; Cancer Trials 
Ireland; and the NCIC Clinical 
Trials Group. 

Sweeney explained that  
ENZAMET randomization was 
stratified by a number of vari-
ables, including the afore-
mentioned early DOC vs. no 
DOC. Another variable was 
volume of disease: high vol-
ume (four or more visceral 
metastases) vs. low volume. 
The authors performed re-
lated subgroup analyses to 
assess possible modulation of 
the treatment effect. 

Presented at the ASCO 2019 Annual 
meeting, Abstract LBA2 

Medscape Medical News  
3 June 2019  

Group N HR (95% CI) 

Three-Year OS 

NSAA ENZA 

High-Volume 
Disease 

595 0.74 (0.55–1.01) 64% 71% 

Low-Volume 
Disease 

529 0.48 (0.28–0.80) 82% 90% 

No Planned 
Early DOC 

622 0.53 (0.36–0.73) 70% 83% 

Planned Early 
DOC 

503 0.90 (0.62–1.35) 75% 74% 
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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, “More is Not Better…” 
Major improvement in out-
comes has occurred from the 
use of both enzalutamide 
and abiraterone in men with 
advanced disease. Since their 
mechanisms of actions differ, 
combining the two was an 
important study to under-
take. Moore and co-workers 
reported on a randomized 
study comparing enzalu-
tamide to enzalutamide plus 
abiraterone in men with me-
tastatic castrate resistant 
disease. Sadly, the combina-
tion did not result in better 
overall survival, but did result 
in a higher incidence of side 
effects. Going forward, there 
is no reason to use the two 
together. Now it remains to 
determine if there is an ad-
vantage to choosing either of 
the drugs first before switch-
ing to the second and, if so, 
whether any factors can 
identify which drug will 
benefit which patient. 

The Bottom Line: Patients 
with advanced disease do 
not benefit from using en-
zalutamide and abiraterone 
together. 

P1, “Misleading…”  
A personal pet peeve for 
quite some time has been 
the lack of oversight in the 
way medical advertising pro-
motes different treatments, 
in this case Proton beam 
radiotherapy (PBT). Now an 
online analysis of websites by 
Corkum, et al. has also as-
sessed potential bias. They 
looked at 48 websites pro-
moting PBT and found many 
made claims about improved 
efficacy or reduced side ef-
fects with few providing any 
support. As the authors 
state, first the problem 
needs to be acknowledged 
and then a decision can be 
made about what to do.  

At the least, men should be 
discouraged from relying on 
websites promoting various 
treatments, as there is a 
great potential for bias. One 
suggestion might be to have 
the specialty boards create 
review groups that evaluate 
a medical website for con-
tent, accuracy, balance and 
bias and provide a stamp of 
approval if found to meet the 
necessary requirements. 
Men could then look for that 
stamp when deciding if the 
material is worth reading. 

The Bottom Line: Websites 
promoting PBT often provide 
misleading or unsupported 
claims to the public and men 
should be aware of this bias. 

P1, “Apalutamide for…”  
Men with castrate sensitive 
metastatic prostate cancer 
now have another option for 
treatment – apalutamide. A 
randomized study by Chi, et 
al. was recently published 
showing that the combina-
tion of apalutamide with 
conventional androgen dep-
rivation therapy (ADT) re-
sulted in a better radio-
graphic progression-free sur-
vival and overall survival 
compared to the ADT alone. 
This occurred without a sig-
nificant increase in grade 3 
or 4 side effects. The drug 
has already been approved 
for men with non-metastatic 
disease and this study is 
likely to result in an addi-
tional approval. When that 
occurs, the next question will 
be, which drug is better for 
the combination with ADT, 
apalutamide, enzalutamide 
or abiraterone? 

The Bottom Line: Apalu-
tamide combined with ADT 
results in better overall sur-
vival than ADT alone. 

P2, “Time to Biochemical…” 

Each patient faced with a 
rising PSA after radical 
prostatectomy (RP) has sev-
eral choices: continue obser-
vation, salvage radiation 
therapy (RT) or early ADT. 
Pak, et al. conducted a retro-
spective analysis to assess 
the benefit of RT vs. ADT 
according to the timing of 
biochemical relapse, which 
was divided into four equal 
periods.  

They found that men in the 
earliest time period of PSA 
recurrence had a lower me-
tastatic rate and lower pros-
tate cancer mortality after RT 
compared to ADT. A similar 
benefit was not seen in the 
latest PSA recurrence group. 
Although these data suggest 
that RT is better than ADT for 
the early recurrences, there 
are problems with the design 
that could bias the results.  

First, it is retrospective, so 
the decision to select RT or 
ADT was not uniform. Sec-
ond, it is unclear why quar-
tile time periods were used. 
Had the men been divided 
into three or five time peri-
ods, the results might be 
different. Only a randomized 
study can confirm if RT offers 
a real benefit.     

The Bottom Line: It remains 
unclear if salvage RT is sig-
nificantly better than ADT for 
PSA recurrence after RP. 

P2, “Evaluating the Safety…” 
A critical component of ac-
tive surveillance (AS) is the 
long-term risk if deferred 
treatment is needed. 
Balakrishnan and co-workers 
conducted an analysis of 
over 1,900 men on AS diag-
nosed between 1994 and 
2017, of which about 25% 
underwent delayed RP. They 
found the characteristic asso-
ciated with risk of recurrence 

was the presence of two or 
more cores of higher-grade 
disease. This suggests that 
having a Gleason 3+4 cancer 
does not mean AS should be 
avoided but it may need to 
be limited to those men with 
only one core showing the 
higher Gleason score. How-
ever, since only 29 men were 
in this higher-risk group, 
more data are needed to 
substantiate these findings. 

The Bottom Line: AS may 
need to be re-evaluated 
carefully in men with two or 
more areas of Gleason grade 
4 cancer, but more data are 
still needed to substantiate 
this finding. 

P3, “Magnetic Resonance…” 
Which is better? MRI-
targeted biopsies (MRI-TB) or 
systematic biopsies? More 
data is appearing on this 
topic, but the answer is still 
not clear. A meta-analysis 
conducted by Kasivisvana-
than, el al. provides an as-
sessment of the studies that 
have been published. Based 
on 68 reports, plus eight ran-
domized trials, the authors 
found that MRI-TB was sig-
nificantly better at finding 
tumors needing treatment 
while finding fewer men with 
tumors not needing treat-
ment. Whether this is 
enough to support abandon-
ing systematic biopsies in 
favor of MRI-TB remains un-
clear.   

The Bottom Line: Increas-
ingly, it appears that MRI-TB 
has advantages over system-
atic biopsy and may soon 
become the standard of care.  
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sion. Odds ratios (ORs) were 
calculated for comparisons 
between the highest and 
lowest possible response 
categories. 

A total of 1,288 men (74.9%) 
responded. High OSC was 
reported by 958 (74.4%). 
Factors associated with high 
OSC were high participation 
in decision-making (OR 4.18, 
95% confidence interval [CI] 
2.61-6.69), receiving more 
information (OR 11.1, 95% CI 
7.97-15.6), high-quality infor-
mation (OR 7.85, 95% CI  
5.46-11.3), access to a nurse 
navigator (OR 1.80, 95% CI 
1.44-2.26), and better func-
tional outcomes (defined as 
25 points higher on the EPIC-
26 questionnaire; OR 1.34, 
95% CI 1.21-1.48). OSC was 
not affected by whether a 
doctor or specialist nurse 
conducted follow-up (OR 
0.84, 95% CI 0.66-1.07).  

These findings were similar 
across treatment groups. 
Men who had undergone RP 
or RT reported high OSC 

more often than men on AS 
(78.2 vs. 84.0 vs. 72.6%), high 
participation in decision-
making (70.5 vs .64.5% vs. 
49.2%), and having received 
more information (40.5 vs. 
45.8 vs. 28.6%), and were 
less likely to believe they 
would die from PCa (3.8 vs. 
3.9 vs. 8.0%). Limitations 
include the nonrandomized 
retrospective design and 
potential recall bias. 

Information and participa-
tion in decision-making, as 
well as access to a nurse 
navigator, are key factors for 
OSC, regardless of treatment. 
Men on AS need more infor-
mation about their treat-
ment and need to participate 
more in decision-making. 
OSC was as high among men 
who had nurse-led follow-up 
as among men who had doc-
tor-led follow-up. 

Information about how men 
with low-risk prostate cancer 
experience their medical care 
is limited. In this nationwide 
population-based study we 
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tistically significant differ-
ence). OS at 24 months was 
also greater with apalu-
tamide than with placebo 
(82.4% in the apalutamide 
group vs. 73.5% in the pla-
cebo group; HR for death, 
0.67; 95% CI, 0.51 to 0.89;  
P = 0.005, a statistically sig-
nificant difference). The fre-
quency of grade 3 or 4 ad-
verse events was 42.2% in 
the apalutamide group and 
40.8% in the placebo group; 
rash was more common in 
the apalutamide group. 

In this trial involving men 
with mCSPC, OS and rPFS 
were significantly longer with 
the addition of apalutamide 
to ADT than with placebo 
plus ADT, and the side-effect 
profile did not differ substan-
tially between the two 
groups. (Funded by Janssen 
Research and Development; 
TITAN ClinicalTrials.gov num-
ber, NCT02489318). 

Apalutamide 

(Continued from page 1) 

Satisfaction with Care Among Men with Localized PCa (Continued from page 5) 

found that information and 
participation in decision-
making as well as access to a 
nurse navigator are key fac-
tors for satisfaction, regard-
less of treatment.  

Men who are being closely 
watched for prostate cancer 
without immediate curative 
treatment need more infor-
mation than they now re-
ceive and need to participate 
more in decision-making 
than they currently do. 
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Pssst! 

Check out our 

feature on sex and intimacy, 

Between the Sheets...
Between the Sheets...                         July 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:
I had radiation along with hormone therapy two years ago and, since then, I have not had any erections. I 
expected this and this is bad enough but my penis has almost disappeared. I can hardly find it when I need to 
urinate and it has made things really awkward at the golf course or any public restroom. Why has this happened 
and what can I do about it?

RESPONSE FROM DR. ANNE KATZ:
Genital shrinkage is very common after radiation therapy and especially after hormone therapy (or androgen 
deprivation therapy as it is correctly termed). This shrinkage is a complex process resulting, in part, from lack 
of testosterone (the purpose of androgen therapy) and lack of erections that limits blood flow to the penis. As 
a result, penile tissue is starved of oxygen and other nutrients and penile tissue becomes like scar tissue (not 
flexible etc.). The androgen deprivation also results in shrinkage of the testicles. All of this may impact negatively 
on a man’s body image. It also has some practical problems as you describe; men tell me that they do not have 
the penile length to urinate into a urinal and they may drip urine on their clothing and/or shoes. And they are 
embarrassed to urinate in a public restroom where other men may see that they have a ‘problem’ with a short/
small penis.

There are two things that might help. The first is to do daily gentle penile massage to encourage blood flow to the 
tissues. The intent is not necessarily to try and have an erection but merely to get oxygen into the tissues. There is 
some evidence that using a penile pump is helpful for this too. Success may depend on how long it has been since 
treatment and the onset of the shrinkage. The other potential is for the man to lose weight if he is overweight. 
The fat pad over the pubic bone will shrink with weight loss and give the penis some extra length outside the body 
(estimated to be about half an inch with each 15 lbs of weight lost!). Surgery may be suggested, however, there is 
not a lot of evidence supporting this and many men are not interested in this after everything else they have been 
through with treatment.

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. 

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



Progress on Prostate Cancer Research                     July 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. This  
regular Hot SHEET supplement 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. 

No Clinical Benefit with Metformin Added to Docetaxel in mCRPC
At the 2019 ASCO Annual Meeting in early June, Dr. Marc Pujalte Martin presented results of TAXOMET, the first 
randomized-controlled trial of metformin’s impact when given in combination with docetaxel treatment (a form of 
chemotherapy) for metastatic castration-resistant prostate cancer (mCRPC).1 The results showed that metformin does 
not have a benefit in non-diabetic patients with mCRPC receiving docetaxel. 

Interest in Metformin
Preclinical data (studies in a lab) and some retrospective studies (looking back at data from patients’ medical records) 
suggest that metformin, a drug typically used to treat Type 2 diabetes, may have preventive and therapeutic effects in 
cancer. Researchers have observed that patients with Type 2 diabetes who are treated with metformin have a lower 
risk of cancer incidence and mortality. Other studies point to metformin’s antitumor activity—namely, a link between 
the drug and the prevention of tumorigenesis, or the development of cancer. This has led scientists to further explore 
the relationship between metformin and prostate cancer. A randomized-controlled trial is the “gold standard” study 
that allows scientists to measure the effect of a particular treatment in a certain type of patient.

The TAXOMET Trial
The study was designed to observe the difference between prostate cancer patients who received metformin with 
their chemotherapy treatment and those who did not. Participants were non-diabetic and had mCRPC (metastatic 
prostate cancer that had become resistant to hormone therapy). Patients were randomly assigned to two groups 
in which they either: (A) received docetaxel treatment with metformin or (B) received docetaxel with a placebo. 
Researchers tracked 99 patients over nearly 3 years, recording information such as their PSA levels, progression-free 
and overall survival rates, toxicity, and quality of life. (PSA response rate was defined as 50% [or greater] decrease from 
baseline PSA level. Progression-free survival is time to disease progression or death from any cause. Overall survival is 
time to death from any cause).

The results showed that the addition of metformin to docetaxel did not improve PSA response rate (72% in both 
arms) or median progression-free survival (7.3 months in arm A vs. 5.8 months in arm B) or overall survival (24.2 
months vs. 19.7 months) compared with docetaxel alone in patients with mCRPC. (While the duration of survival is 
longer numerically in Arm A, statistical analysis indicates that those differences could be due to chance alone). More 
patients who took metformin had diarrhea vs. patients who did not (70% vs. 50%). This study indicates that metformin 
was not effective in combination with docetaxel treatment in mCRPC patients.

What Does This Mean for Metformin in the Treatment of Prostate Cancer?
It is possible that metformin is simply not effective in men with mCRPC, or that the combination with docetaxel 
is not efficacious. At ASCO, the results of a small, early phase trial suggested that metformin in combination with 
enzalutamide was found to be clinically active in men with CRPC.2 However, based on the results of TAXOMET, given 
the lack of clinical benefit, and increased gastrointestinal toxicity, non-diabetic patients with mCRPC should not take 
metformin in combination with docetaxel for an “anti-cancer” effect. 
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