
 

New Data on RT in Prostate Cancer Are  

“Practice Changing” 

Radiotherapy (RT) to the prostate on top of standard androgen 
deprivation therapy (ADT) significantly improved overall sur-
vival (OS) for men with newly diagnosed metastatic prostate 
cancer (mPCa) with low metastatic burden, according to new 
data from the STAMPEDE trial. They were presented at the 
European Society of Medical Oncology (ESMO) 2018 annual 
meeting and simultaneously published in The Lancet. 

However, the OS benefit did not extend to the total unselected 
population of men with newly diagnosed mPCa. The results 
came from the multi-arm STAMPEDE study; specifically, from a 
phase 3 comparison to evaluate whether or not RT improved 
OS in men with newly diagnosed mPCa. 

“Prostate RT should be the standard of care for men with low 
metastatic burden,” commented lead investigator Christopher 
C. Parker, MD, of the Royal Marsden NHS Foundation Trust, 
London, UK. “Until now, it was thought that there was no point 
in treating the prostate itself if the cancer had already spread 
because it would be like shutting the stable door after the 
horse has bolted,” Parker said at the press conference. 

“However, this study proves the benefit of prostate RT for 
these men. Unlike many new drugs for cancer, RT is a simple, 
relatively cheap treatment that is readily available in most 
parts of the world,” he added. 

“Standard treatment for men newly diagnosed with mPCa is 
currently drug treatment alone,” Parker explained in an ESMO 

(Continued on page 6) 

Adding androgen deprivation 
therapy (ADT) and radiation 
therapy (RT) to the pelvic 
lymph nodes increased the 
freedom-from-progression 
(FFP) rate for prostate cancer 
in the salvage setting, an 
interim analysis of the 
SPPORT trial found. 

“At five years, FFP was 89.1% 
when this approach was 
added to prostate bed radia-
tion therapy (PBRT) for men 
with persistent or rising PSA 
levels after radical prostatec-
tomy (RP) compared with 
82.7% with PBRT plus ADT 
and 71.7% with PBRT alone 
(P <0.0001),” reported Alan 
Pollack, MD, PhD, of the Syl-
vester Comprehensive Can-
cer Center in Miami, FL. 

In a press briefing at the 
American Society for Radia-
tion Oncology (ASTRO) meet-
ing, Pollack called the signifi-
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cant difference between the 
group receiving pelvic lymph 
node RT plus ADT an the 
PBRT alone group “striking.” 

“Pelvic lymph node treat-
ment has major effect that 
we haven’t seen before, and 
this is the first trial to docu-
ment that effect in the sal-
vage setting,” he said. 

The trial compared three 
treatment approaches: 

 PBRT alone 64.8-70.2 Gy 
 PBRT plus four to six 

months of ADT 
 PBRT and ADT plus 45 Gy 

RT to the pelvic lymph 
nodes 

Among men followed for up 
to eight years, the rate of 
distant metastases trended 
toward benefit with the tri-
ple therapy vs. PBRT alone 
(Hazard Ratio [HR] 0.52, 95% 
(Continued on page 3) 

Adding Radium-223 to Abiraterone No Help in Prostate Cancer 

More Fractures, Deaths in Patients with mCRPC and Bone Metastases 

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

Men with bone-predominant 
metastatic castration-
resistant prostate cancer 
(mCRPC) had worse out-
comes when radium-223 was 
added to abiraterone and 
prednisone, according to the 
randomized ERA-223 trial. 
“The study ended early after 
an interim analysis showed 
that the three-drug combina-
tion was associated with 
worse survival and a much 
higher fracture rate (26% vs. 
10% in placebo group),” re-
ported Matthew Smith, MD, 

PhD, of Massachusetts Gen-
eral Hospital Cancer Center. 

On average, survival without 
a symptomatic skeletal event 
(SSE), the primary endpoint, 
was about four months less 
among those receiving ra-
dium-223. Overall survival 
(OS) was also worse in this 
group. And an analysis of 
treatment-emergent adverse 
events (TEAEs) showed al-
most three times as many 
fractures in the radium-223 
groups, as reported at the 

2018 European Society for 
Medical Oncology (ESMO) 
meeting. 

Radium-223 received FDA 
approval primarily on the 
basis of data from the pla-
cebo-controlled phase III 
ALSYMPCA trial. The study 
showed a 3.6-month im-
provement in OS and almost 
a six-month improvement in 
time to SSE in men with 
mCRPC and bone metastases 

(Continued on page 5) 

Nearly 90% Free of Prostate Cancer Progression 

with ADT Plus Pelvic Node RT 

Data Showed Trend Toward Reduction in Distant Metastases 
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race, we should treat pa-
tients based on the stage and 
characteristics of their tu-
mor. If a patient is black, he 
should not get intensified 
treatment or de-intensified 
treatment.” 

Compared with white men, 
there is a 60% higher inci-
dence of PCa among black 
men, and the disease-specific 
mortality rate is more than 
two-times greater. 

The reasons for these dis-
parities are complex and 
multifactorial. These include 
racial bias in treatment, so-
cioeconomic issues, insur-
ance, and disparities in ac-
cess to care. However, data 
also suggest that there may 
be important intrinsic bio-
logical differences between 
races. For example, PCa is 
diagnosed, on average, about 
five years earlier in blacks 
than whites. 

However, in the new study, 
when investigators adjusted 
for non-biological factors, 
the differences between 
races disappeared, Spratt 
explained. “We looked at 
biologic differences that 
could influence treatment 
sensitivity, not just at the 
biologic differences between 
races.” 

In this two-part study, Spratt 
and colleagues investigated 
the interplay of androgen-
receptor (AR) activity and 
radiotherapeutic sensitivity, 
with the goal of providing a 
molecular rationale that 
could help explain the dispar-
ity in outcomes. 

First, they investigated differ-
ences in gene expression in 
tumor samples from 17,003 
men (1,953 or 11.5% were 
black men) with PCa and 
found that tumors from black 
men had lower AR activity 
and DNA-repair expression. 

Tumors with low AR activity 
were significantly more likely 
to develop distant metasta-

ses within a 10-year period 
(37 vs. 17%; P=0.008), and 
low AR activity was an inde-
pendent predictor of distant 
metastasis. This association 
did not change after charac-
teristics, including Gleason 
grade, T-stage, PSA, margin 
status after surgery, and 
lymph node invasion, were 
adjusted (P=0.03). 

Their tumors also had de-
creased expression of the 
double-strand DNA repair 
pathway (P <0.001), in-
creased expression of im-
mune pathways (P <0.001), 
and increased radiosensitiv-
ity as predicted by a 24-gene 
PCa radiation sensitivity 
score that was developed by 
Spratt and his team. 

“This increase in radiosensi-
tivity suggests that black men 
with PCa will have better 
outcomes with RT,” Spratt 
explained. 

In part two of the study, 
transcriptome-wide expres-
sion profiles and clinical ra-
diosensitivity were examined 
in tumor samples from 5,854 
men (1,129 were black) par-
ticipating in four large NRG 
Oncology/RTOG randomized 
PCa trials (trials 9202, 9408, 
9413, and 9910). Competing 
risk adjustments were used 
for all survival analyses for 
biochemical recurrence (BCR) 
and distant metastases. 

“This meta-analysis showed 
that black men have lower 
rates of BCR and metastatic 
disease compared with white 
men,” explained Spratt. 

Among black men with PCa, 
the rates of BCR (hazard ratio 
(HR), 0.82; 95% CI, 0.74, 0.92; 
P=0.0005) and distant metas-
tasis (HR, 0.70; 95% CI, 0.57, 
0.86; P=0.0008) were re-
duced, even after controlling 
for confounders such as age, 
performance status, PSA, 
Gleason grade, T-stage, N-

(Continued on page 5) 

Population-based studies 
suggest that, compared with 
white men, black men are at 
higher risk of dying from 
prostate cancer (PCa). How-
ever, a new analysis shows 
that black men may achieve 
comparatively higher cure 
rates when treated with ra-
diation therapy (RT). 

This is the first study demon-
strating improved PCa out-
comes for this population 
compared with whites. 

“Black men are more likely to 
die of PCa than white men in 
the USA, and black race is an 
independent prognostic fac-
tor for poor outcomes,” said 
lead author Daniel Spratt, 
MD, an associate professor 
and chief of the Genitouri-
nary Radiotherapy Program 
at the University of Michigan 
Rogel Cancer Center, Ann 
Arbor. “When we started this 
project, we had the com-
monly held assumption that 
black men harbor more ag-
gressive disease that leads to 
lower survival rates.” 

Data show that this assump-
tion may be untrue. Spratt 
presented his findings during 
the plenary session at the 
American Society for Radia-
tion Oncology (ASTRO) 2018. 

He explained that stage-for-
stage disparities in prognosis 
between black and white 
men with PCa are primarily 
driven by social/cultural fac-
tors. “However, a subset of 
black men with PCa has dis-
tinct biology that may favor 
RT, ” said Spratt. 

Discussing the findings, Rich-
ard Den, MD, associate pro-
fessor of radiation oncology, 
cancer biology, and urology 
at the Sidney Kimmel Medi-
cal College, Thomas Jefferson 
University, Philadelphia, pro-
vided a takeaway message: 
“Overall, these data suggest 
that race should not alter the 
approach to PCa,” Den con-
cluded. “Regardless of their 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“VITAL = The End of the Vitamin D Pill Debate? Nope!” 

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. 

in cancer deaths that could 
be significant in that group, 
but again this is not what the 
study was designed to test. 
And, even if this is true, the 
benefits were observed pri-
marily in normal weight indi-
viduals. There was also the 
suggestion that black partici-
pants might have experi-
enced a reduction in cancer 
risk compared to other races 
in the study.  

Regardless, pro-vitamin D 
folks will claim that these 
other findings are relevant 
and higher dosages should 
be tested; and anti-vitamin D 
folks will claim they were not 
relevant, and if you throw a 
ton of data at a wall some-
thing will stick to it (glass is 
always half-full rule). Regard-
less, there was no difference 
in death from all-causes be-
tween vitamin D and placebo 
groups (it did not help you 
live longer in general). What 
the heck should you do? 
Well, it appeared that 2,000 
IU was as safe as a placebo 
and did not appear to in-
crease the risk of prostate 
cancer and that is good news 
considering what we know 
now about vitamin E and 
selenium (SELECT trial) and 
the concerns over an in-
creased risk with those sup-
plements. Still, what received 
no attention was that there 
were more kidney stones 
reported in the vitamin D 
group (12% higher risk), but 
this did not reach statistical 
significance (close at p=0.08). 
It appears no benefit exists in 
the area of heart health at 
this dosage, but we need 
more research to determine 
if the anti-cancer effects 
could be real.  

What I learned from this trial 
is that trying to maintain a 
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Confidence Interval [CI] 0.32-
0.85, P=0.014) and PBRT plus 
ADT (HR 0.64, 95% CI 0.39-
1.06, P=0.28, not a statisti-
cally significant difference). 
There were 108 men with 
distant metastases among 
the nearly 1,800 patients. 

But Daniel Spratt, MD, of the 
University of Michigan, 
stated that, while this poten-
tial benefit has never been 
shown before, the three-arm 
trial design required a P 
value of less than 0.0125 to 
be significant. Spratt, who 
was not involved with the 
study, also cautioned that 
early data do not inform if 
giving intensive therapy for 
low-risk patients would be 
necessary. “I really think we 
should await longer follow-
up to see if these more fa-
vorable patients benefit.” 

Eric Horwitz, MD, of Fox 
Chase Cancer Center in Phila-
delphia, said that SPPORT is a 
modern, well-designed trial 
that reflects and supports 
how many men are treated 
in clinical practice. “So that’s 
a really big deal,” he said. 
“We’re pretty careful of us-
ing the data to support how 
we treat a person or not, and 

ADT Plus Pelvic Node RT (Continued from page 1) 

I have been waiting so long 
for the results of the VITAL 
trial (almost as long as I have 
been waiting for Michigan to 
beat Ohio State in Columbus, 
so hopefully by the time you 
read this column we accom-
plished this task, or else I will 
need a full-time therapist) 
that I have mentioned it at 
almost every lecture for 
years. VITAL is one of the 
greatest trials of vitamin D 
supplements (2,000 IU taken 
daily vs. placebo) ever con-
ducted and it is now pub-
lished in the New England 
Journal of Medicine.1 Ap-
proximately half of the par-
ticipants were men and the 
average age was 67 years. 
The goal of the trial was to 
determine if vitamin D could 
prevent cancer or cardiovas-
cular events (heart attack, 
stroke, or death from cardio-
vascular causes). There were 
over 25,000 participants fol-
lowed a median of 5.3 years, 
but the researchers found no 
benefit of vitamin D against 
cancer or cardiovascular 
events! OUCH!   

I have been saying for years 
to let this trial get published 
before you get convinced 
into taking more vitamin D, 
and now the trial has spoken 
but not shouted (I wish it 
shouted). For example, when 
looking at other things there 
appeared to be a slight non-
significant reduction in 
deaths from cancer and even 
a reduction in prostate can-
cer risk, but these findings 
could have been due to luck 
since many other cancers 
were not impacted at all 
(breast, colorectal…). When 
the researchers looked at 
those that took vitamin D for 
a longer period of time, there 
appeared to be a reduction 

normal weight or losing 
some weight not only makes 
you healthier but could make 
your pills work better, if they 
indeed do work! However, 
that is Moyad being boring 
again and advocating for 
more healthy lifestyle 
changes before turning to-
ward magic pills. So, sorry, 
and I will now step off my 
soapbox sitting on top of my 
treadmill. Stay tuned, in the 
next issue we will talk about 

this now really fills in a piece 
of the puzzle,” said Horwitz, 
referring to the Fox Chase 
approach. “It’s actually a big 
piece of the puzzle. 

“There is a group of men 
who do benefit from adding 
a short course of hormones,” 
he added. “And this now 
shows that with well de-
signed RT, some men actually 
benefit from a bigger or 
wider field.” 

He too cautioned that while 
the data are not fully avail-
able, it is likely that the bene-
fit is probably not for every-
body. For men with a “super-
low” PSA, evidence suggests 
that recurrence is likely con-
fined to the prostate bed, he 
said. “So that’s probably a 
person where you can proba-
bly get away with treating 
the prostate bed.” 

ASTRO moderator Neha 
Vapiwala, MD, of the Univer-
sity of Pennsylvania, called 
the study “paradigm chang-
ing,” explaining that radia-
tion oncologists who treat 
prostate cancer patients 
have struggled with the 
question of whether to treat 
the lymph nodes or not. “It’s 

(Continued on page 6) 

the fish oil pill results from 
this trial and other recent big 
trials! By the way, why are 
fish so smart? It is because 
they always travel in schools. 
“Dam!” That is what the fish 
said that swam into a wall.  

Reference:  

1. Manson J, Cook N, Lee I-M, et al. 
Vitamin D supplements and 
prevention of cancer and cardio-
vascular disease. N Engl J Med 10 
November 2018, Epub ahead of 
print.  
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there were no grade 3 gastro-
intestinal (GI) toxicities. Addi-
tionally, there were no grade 
4-5 GU or GI toxicities.  

Medicare covers Prostate SBRT 
as do most commercial insur-
ers. To learn more about Cy-
berKnife, visit 
www.cyberknife.com. Safety 
information, visit: 
https://www.accuray.com/saf
ety-statement/. 
 

Disclaimer: Study results are 
somewhat difficult to interpret 
and are compared with results 
from other unrelated studies. 
Survival data  
(www.ncbi.nlm.nih.gov/pmc/
articles/PMC5679773/) is 
available for a study of 200 
men followed over 10 years. 
There is only 10 year  
biochemical data for a group 
of men for whom the current 
guidelines recommend active 
surveillance as the standard of 
care. Beyond 10 years is not 
yet reported for men treated 
with CyberKnife. Other RT 
studies show that PSA is not a 
reliable predictor of  
long-term survival. Low-risk 
patients who participated in 
the study may have done 
equally well with active  
surveillance.  

Editors Note: Content of this 
article was reviewed and ed-
ited for inclusion in the Hot 
SHEET, but should be recog-
nized as information provided 
by Accuray Incorporated about 
their CyberKnife treatment. 
Side effects of CyberKnife 
treatment are usually mild and 
temporary, may include nau-
sea, fatigue, and skin irritation, 
and may vary from patient to 
patient. As with any RT 
method, the side effects can 
also be severe in some pa-
tients and lead to permanent 
injury or even death, and re-
sults may vary from patient to 
patient. 
 

References 

(Continued on page 6) 

There are numerous treat-
ment options for prostate 
cancer (PCa) including active 
surveillance, chemotherapy, 
hormone therapy, radiation 
therapy (RT), high intensity 
focused ultrasound, 
cryotherapy, and surgery. 
That’s why it’s important for 
each man to consult his phy-
sician about his specific diag-
nosis and by shared decision-
making, determine the treat-
ment option best for him. 

If RT is determined to be an 
appropriate treatment op-
tion, the physician, in consul-
tation with the patient, will 
then decide whether to use 
external beam RT (EBRT), 
internal RT (brachytherapy), 
or a combination of the two. 
In EBRT, a machine outside 
the body is used to direct 
beams of RT focused on the 
prostate gland. Low-dose-
rate (LDR) brachytherapy 
involves the permanent im-
plantation of small radioac-
tive seeds directly into the 
prostate gland, while with 
HDR (high-dose-rate) brachy-
therapy, high doses of RT are 
delivered via hollow cathe-
ters temporarily placed into 
the prostate. For some men 
with higher-risk, hormone 
therapy may also be added 
to the treatment regimen. 

Technological innovations 
have significantly advanced 
the field of RT over the past 
few decades and many physi-
cians are now using a form of 
EBRT called stereotactic body 
RT (SBRT) to treat PCa. SBRT 
is a type of RT used world-
wide since the early 2000s 
that couples a high degree of 
targeting accuracy with high 
doses of extremely precise, 
externally delivered RT, 
thereby maximizing the cell-
killing effect on the tumor(s) 
while minimizing RT-related 
injury in adjacent normal 
tissues. Treatment is gener-

lowed for seven years. The 
five-year median serum PSA 
was 0.1 ng/mL for low- and 
intermediate-risk PCa patients 
and the median PSA value 
subsequently decreased to 
0.035 ng/mL at the seven-
year mark for patients fol-
lowed to this time point. The 
lower the PSA value and the 
longer it continues to decline, 
the greater the patient’s likeli-
hood of achieving long-term 
disease free survival.2 Patients 
experienced low toxicity rates 
despite the high SBRT dosage 
and heterogeneous dose dis-
tribution, with higher dosage 
in the peripheral zone.  

In the second SBRT study, a 
prospective, 21 center study, 
172 low-risk and 137 interme-
diate-risk patients were evalu-
ated.3 A brachytherapy-like 
dose of RT was administered 
to the prostate gland itself, 
with a three to five millimeter 
margin of RT around the out-
side edge of the prostate to 
eradicate any microscopic 
cancer that could reside just 
outside the gland. Five-year 
recurrence-free survival rates 
were almost identical for low- 
and intermediate-risk pa-
tients. The five-year cancer 
control rate was 97.3% for 
low-risk PCa patients and 
97.1% for intermediate-risk 
patients. As with the four 
treatment session study, the 
five-year median PSA was 0.1 
ng/mL for all patients.  

After more than five years of 
follow-up, serious side effects 
were uncommon (<2%), an 
incidence that compares fa-
vorably to other RT tech-
niques, based on results from 
other external beam and 
brachytherapy studies.4-7 

There were two low-risk pa-
tients (1.2%) and two inter-
mediate-risk patients (1.5%) 
who experienced grade 3 
genitourinary (GU) toxicities 
including urinary retention, 
hematuria, urinary tract infec-
tion and ureteral stenosis; 

ally administered in four or 
five sessions over one or two 
weeks, compared to conven-
tional EBRT, such as intensity 
modulated RT, or proton 
therapy, that is typically de-
livered in 40 to 45 sessions 
over eight to nine weeks.  

Two recently published peer-
reviewed articles report on 
the five-year outcomes of 
prostate SBRT in the treat-
ment of low- and intermedi-
ate-risk PCa. Because HDR 
brachytherapy has been used 
so successfully to treat PCa, 
the study investigators 
wanted to determine if they 
could achieve similar survival 
rates and side effect profile, 
but non-invasively, using 
SBRT. In these studies, a ma-
chine called the CyberKnife® 
System was used to deliver 
prostate SBRT. This system is 
unique in that it not only 
tracks the prostate through-
out the treatment session, 
but it also corrects the radia-
tion beam in real-time to 
account for the slightest 
movement, completely 
autonomously. 

In the first SBRT study, a pro-
spective, Phase II study, phy-
sicians at 17 institutions ana-
lyzed 259 PCa patients; 112 
low-risk and 147 intermedi-
ate-risk who received a dos-
ing regimen similar to what is 
delivered with HDR brachy-
therapy.1 A much greater 
amount of RT was delivered 
to the peripheral zone of the 
prostate, where PCa is typi-
cally located, while less RT 
was given centrally to spare 
the urethra. The entire 
course of RT was completed 
in four visits. 

At five years, the disease-
free survival rate for low-risk 
PCa patients treated with 
SBRT was 100% and for inter-
mediate-risk patients was 
88.5%. These results were 
maintained by patients fol-

Prostate SBRT Results from 38 Institutions Following More than 500 Patients Up to Seven Years  

(Sponsor Editorial)   

By Susan Thompson, Senior Director, Patient Access, Accuray Incorporated 

http://www.cyberknife.com
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5679773
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5679773
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Death before SSE and other 
primary endpoint compo-
nents occurred in a similar 
proportion of men in each 
group, except for pathologic 
fracture, which occurred in 
twice as many men in the 
radium-223 arm. Median OS 
was 30.7 vs. 33.3 months in 
radium-223 and placebo 
groups, respectively (HR 1.20, 
95% CI 0.95-1.50, P=0.128 not 
a significantly significant dif-
ference). 

Analysis of TEAEs showed 
that fractures occurred in 103 
vs. 38 men in the  
radium-223 and placebo 
groups, respectively. Inde-
pendent review of men with 
fractures showed that 76 men 
in the radium-223 group had 
at least one fracture vs. 23 in 
the placebo group. All sub-
categories of fractures oc-
curred more often in the ra-
dium-223 arm: 

 Pathologic: 19 vs. 6 
 Traumatic: 27 vs. 13 
 Osteoporotic: 37 vs. 4 

“Based on data from this 
study, the use of radium-223 

Better RT Outcomes for Black Men  

(Continued from page 2) 

combined with abiraterone is 
not recommended,” said 
Smith. “Prescribing informa-
tion for radium-223 has been 
revised, based on these find-
ings. Use of bone-health 
agents substantially reduced 
the risk of fracture in both 
treatment arms,” he noted. 

Invited discussant Daniel 
Heinrich, MD, of Akershus 
University Hospital in Løren-
skog, Norway, suggested that 
the trial “never had a chance 
of being positive.” He pointed 
out that the assumed 21-
month SSE-free survival in the 
control arm was four to five 
months lower than the com-
bination of abiraterone and 
prednisone achieved in a 
prior placebo-controlled trial. 
In the ERA-223 trial reported 
by Smith, the abiraterone-
prednisone combination led 
to a median SSE-free survival 
of 26.0 months, consistent 
with the prior results. 

Presented at the ESMO 2018 Confer-
ence, abstract LBA30. 

MedPage Today 
20 October 2018 

Adding Radium-223 to Abiraterone No Help in Prostate Cancer (Continued from page 1) 

treated with radium-223 and 
prednisone. 

“The decision to pair radium-
223 with abiraterone was 
based on several lines of evi-
dence,” said Smith. 
“Abiraterone improved both 
progression-free survival 
(PFS) and OS as first-line ther-
apy for mCRPC; radium-223 
and abiraterone have non-
overlapping toxicity; and a 
post-hoc analysis of a phase 
III trial suggested a survival 
benefit with the addition of 
radium-223 to abiraterone or 
enzalutamide.” 

Men eligible for the ERA-223 
trial had to have asympto-
matic or mildly symptomatic 
bone-predominant (at least 
two bone metastases) 
mCRPC, no prior chemother-
apy for CRPC, and no known 
brain or visceral metastases. 
They were randomized to 
abiraterone and prednisone/
prednisolone plus placebo or 
radium-223. Use of bone 
health agents was allowed 
only for patients who were 
already on the agents at en-
rollment. 

The primary endpoint was 
SSE-free survival, defined as 
freedom from use of  
external-beam radiotherapy 
to relieve skeletal symptoms, 
new symptomatic pathologic 
bone fractures, spinal-cord 
compression, or tumor-
related orthopedic surgical 
intervention. 

Data analysis included 806 
men, and unblinding occurred 
after an interim analysis 
showed more deaths and 
fractures in the radium-223 
group. “All men completed 
study-specified treatment at 
that point,” Smith said. 
“Study procedures and treat-
ment continued, and the pro-
tocol was amended to allow 
bone-targeted therapy in all 
men.” 

The data showed a median 
SSE-free survival of 22.3 
months in men randomized 
to radium-223 and 26.0 
months in the placebo group 
(Hazard Ratio [HR] 1.12, 95% 
confidence interval [CI] 0.92-
1.37, P=0.263, not a statisti-
cally significant difference). 

number of genitourinary 
malignancies, including can-
cers of the prostate, bladder, 
testis and kidney,” the au-
thors note in The Journal of 
Urology posted online. 

“TCDD is stored in fat tissue 
and has a half-life of about 
7.5 years. Although it is not 
known how TCDD promotes 
carcinogenesis,” the authors 
wrote, “it probably involves 
interaction with the aryl hy-
drocarbon receptor. This 
protein,” they pointed out, 
“also interacts with the an-
drogen receptor which is of 
interest given that first line 
treatment for metastatic PCa 
involves ADT.” 

(Continued on page 8) 

stage, and androgen depriva-
tion therapy (ADT) use. 

“We show that a subset of 
black men with PCa does have 
a distinct biology that may 
favor treatment with RT,” 
Spratt concluded. 

“But the most important mes-
sage from this presentation,” 
he emphasized, “is that when 
population registry data such 
as SEER show that black men 
have worse outcomes, this can 
change if the social disparities 
are minimized and men are 
analyzed in the context of a 
randomized clinical trial. Not 
only do they have potential 
equal outcomes, we show they 
have significantly improved 
outcomes with RT,” he added. 

Dr. Den noted that the study 
does have limitations, such as 

if these data can be general-
ized to the entire US and inter-
national populations. “I would 
argue that the answer is yes,” 
he said. “The difference in 
biology is hypothesis generat-
ing and not conclusive, and it 
challenges us to generate 
more trials to truly address 
these challenges.” 

Den also pointed out that 
these data were the result of a 
single biopsy and, as there is 
significant heterogeneity in 
the prostate itself, it is un-
known if these results would 
be altered if multiples sites 
had been used. 

Presented at the 2018 annual ASTRO 
meeting, abstract 4 

Medscape Medical News 
October 23, 2018 

Agent Orange Exposure Does Not Appear to  

Worsen Prostate Cancer Outcomes 

Exposure to the defoliant 
Agent Orange (AO) does not 
appear to be associated with 
worse oncologic outcomes in 
military veterans receiving 
androgen deprivation ther-
apy (ADT) for advanced pros-
tate cancer (PCa), a large 
new study suggests. 

“Our study is unique, as it is 
the first (to our knowledge) 
to evaluate PCa oncologic 
outcomes in a large cohort of 
U.S. veterans on ADT for ad-
vanced PCa,” stated Dr. Kyle 
Richards of the University of 
Wisconsin-Madison by email. 

AO contains 2,3,7,8-
tetrachlorodibenzo-p-dioxin 
(TCDD), exposure to which 
“has been implicated in a 
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a very divisive sort of ques-
tion,” Vapiwala said. “What 
was presented here in this 
data are truly level 1 evi-
dence that clearly show the 
separation of curves to the 
point that we look forward 
to what additional follow-up 
will reveal.” 

From 2008 to 2015, the NRG 
Oncology/RTOG 0534 
SPPORT trial randomized 
1,792 prostate cancer pa-
tients with persistent or 
rising PSA levels from the 
U.S., Canada, and Israel to 
one of three treatment 
arms. Median patient age 
was 64 years and 87% were 
white. Nearly all (93%) had 
an ECOG performance 
status of 0. 

Gastrointestinal adverse 
events (AEs) were signifi-
cantly higher with the three-
treatment regimen (grade 
≥2: 6.9% versus 2.0% with 
PBRT alone) as were grade 
≥2 (5.1% versus 2.3%, re-
spectively) and grade ≥3 
(2.6% versus 0.5%) blood-
bone marrow AEs. 

Men were stratified by Glea-
son score (≤7, 8-9), PSA 
(≥0.1 to ≤1.0 ng/mL, >1.0 to 
<2.0 ng/mL), and stage (pT2 
and margin negative, all 
others). Over half the men 
had pT2 disease (54.3%) and 
positive margins (50.1%), 
while most had no seminal 
vesicle involvement (85.2%). 
The primary endpoint was 
FFP at five years, with fail-
ure defined as an increase in 
PSA of 2.0 ng/mL, clinical 
progression, or death due to 
any cause. 
 

Presented at the 2018 ASTRO  
meeting, abstract LBA-5. 

MedPage Today 
22 October 2018 

ADT + Pelvic Node RT 

(Continued from page 3) 

press release. “Although out-
comes have improved, men 
still typically die from mPCa 
within around five years, so 
there is a need for more ef-
fective treatment,” he said. 

“The rationale for the study 
was provided by animal mod-
els in which local treatment 
of the primary tumor not 
only inhibited the initiation 
of distant metastases, but 
also the progression of exist-
ing metastases,” Parker 
pointed out. 

The STAMPEDE investigators 
randomized 2,061 men with 
newly diagnosed mPCa to 
standard-of-care ADT or ADT 
and RT. After docetaxel was 
approved for use in this pa-
tient population in 2015, its 
use was left to the discretion 
of the investigator. Men re-
ceived lifelong ADT; do-
cetaxel was provided at a 
schedule of six three-weekly 
cycles of 75 mg/m2.   

External beam RT (EBRT) to 
the prostate was given on a 
weekly (36 Gy in six fractions 
of six Gy) or daily (55 Gy in 
20 fractions of 2.75 Gy over 
four weeks) schedule, which 
was decided before randomi-
zation. All endpoints were 
analyzed for the overall 
population and for the sub-
population of men with high 
and low metastatic burden. 

Baseline characteristics were 
well balanced for patient and 
disease characteristics. Men 
were 68 years at diagnoses; 
PSA was 98 ng/mL; 42.5% of 
men had low metastatic bur-
den, and 57.5% had high 
metastatic burden. Bone was 
the site of metastases in 89% 
of men; 18% of men had 
used docetaxel before RT. 

The primary endpoint of OS 
was similar for men in the 
control group and those re-
ceiving RT (hazard ratio [HR], 
0.92; P = 0.266). At three 
years, OS was 65% for men 

receiving RT and 62% for 
men in the control arm. OS 
analyzed based on the EBRT 
schedule showed no signifi-
cant difference. “There was 
no evidence that effect size 
differed with the RT sched-
ule. If there was a benefit, it 
was in men with low metas-
tatic burden,” Parker said. 

Significant improvement in 
OS was seen in the subgroup 
of men with low-burden me-
tastatic disease (HR, 0.68; 
P=0.007); three-year OS rates 
were 73% for the control vs. 
81% for the RT group. For 
patients with a high metas-
tatic burden, OS was not sig-
nificant, with an HR of 1.03. 
Three-year OS rates were 
54% for the control vs. 53% 
for the RT group. 

Parker provided a convincing 
rationale as to why the posi-
tive OS data in men with low 
metastatic burden was credi-
ble. “Our subgroup finding 
meets all the criteria pro-
posed to assess credibility of 
subgroup effects,” he said. 
Among these he pointed out 
that low metastatic burden 
status was determined be-
fore randomization and be-
fore bone scans were taken; 
the effect was hypothesized 
a priori; the subgroup effect 
was independent of other 
variables tested; the sub-
group effect was large; and 
the subgroup outcomes were 
consistent with other out-
come measures in STAM-
PEDE (e.g., failure-free sur-
vival). In addition, these data 
mirrored data from the HOR-
RAD study.     

“It also seems plausible that 
the effect of local RT would 
be diminished in men with a 
greater burden of metastatic 
disease,” Parker and col-
leagues write in their pub-
lished report.  

RT was well tolerated. “There 
was a small increase in risk of 

bladder and bowel side ef-
fects but these were modest. 
The side effects are certainly 
outweighed by the survival 
benefit,” Parker said. 

Commenting on the findings 
for ESMO, Karim Fizazi, MD, 
PhD, from the Gustave 
Roussy Institute, University 
of Paris Sud, France, said: 
“For the first time, this study 
provides evidence that treat-
ing the local primary tumor is 
associated with improve-
ment in OS in men with 
mPCa and minimal dissemi-
nated disease. For men with 
newly diagnosed oligometas-
tatic prostate cancer, it is 
quite likely that these data 
are practice changing,” he 
suggested. 

Medscape Medical News 
22 October 2018 

New Data on RT in Prostate Cancer Are ‘Practice Changing’ (Continued from page 1) 

1. https://euoncology.europeanurol
ogy.com/article/S2588-
9311(18)30098-1/fulltext 

2. Anwar M, et al. Hypofractionated 
SBRT vs. conventionally fraction-
ated EBRT for prostate cancer: 
Comparison of PSA slope and 
nadir. Radiat Oncol 2014; 9: 42. 

3. https://www.redjournal.org/artic
le/S0360-3016(18)30891-
5/fulltext 

4. Lawton CA, DeSilvio M, Lee WR, 
et al. Results of a phase II trial of 
transrectal ultrasound-guided 
permanent radioactive implanta-
tion of the prostate for definitive 
management of localized adeno-
carcinoma of the prostate (RTOG 
98-05). Int J Radiat Oncol Biol 
Phys 2007; 67: 39-47.  

5. Spratt DE, Pei X, Yamada J, et al. 
Long-term survival and toxicity in 
patients treated with high-dose 
intensity modulated RT for local-
ized prostate cancer. Int J Radiat 
Oncol Biol Phys 2013; 85: 686-
692.  

6. Pollack A, Zagars GK, Starkschall 
G, et al. Prostate cancer radiation 
dose response: Results of the 
M.D. Anderson phase III random-
ized trial. Int J Radiat Oncol Biol 
Phys 2002; 53: 1097-1105.  

7. Peeters ST, Heemsbergen WD, 
Koper PC, et al. Dose-response in 
RT for localized prostate cancer: 
Results of the Dutch multicenter 

Prostate SBRT Results 
(Continued from page 4) 

https://euoncology.europeanurology.com/article/S2588-9311(18)30098-1/fulltext
https://euoncology.europeanurology.com/article/S2588-9311(18)30098-1/fulltext
https://euoncology.europeanurology.com/article/S2588-9311(18)30098-1/fulltext
https://www.redjournal.org/article/S0360-3016(18)30891-5/fulltext
https://www.redjournal.org/article/S0360-3016(18)30891-5/fulltext
https://www.redjournal.org/article/S0360-3016(18)30891-5/fulltext


 

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

PAGE 7        

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, “New Data…” An ex-
tremely important question in 
managing men with metas-
tatic prostate cancer is 
whether treating the local 
tumor adds benefit beyond 
treating the metastases? 
Now, a large randomized trial 
provides some answers to 
that question. The STAMPEDE 
trial randomized men with 
metastases to receive andro-
gen deprivation (ADT) alone 
(with or without the use of 
appropriate chemotherapy) 
or ADT plus local radiother-
apy (RT). An important fea-
ture of the study design was 
the pre-study stratification of 
men into low-volume and 
high-volume metastases, 
which was defined as less 
than four metastatic bone 
sites. The study found that 
overall survival for the entire 
population was not improved 
by RT.  

However, when the results 
were evaluated by extent of 
disease, RT did significantly 
improve survival in the men 
with low-volume metastases. 
Unfortunately, the improve-
ment was relatively small. At 
three years, overall survival 
was 73% in the control arm 
compared to 81% in the RT 
arm, which translates into 
one man benefitting for every 
12-13 receiving RT. In addi-
tion, the mean survival was 
improved by only three 
months.  

While the benefit was not 
large, the morbidity of the 
therapy was low. The authors 
suggest that adding RT to 
men with low-metastatic vol-
ume should become the stan-
dard of care. It will be inter-
esting to see the results with 
longer follow-up, which hope-
fully will improve. This finding 
should also encourage partici-
pation in the ongoing ran-
domized trials for men with 

metastatic to assess the value 
of radical prostatectomy (RP), 
but we should not assume 
that the same benefit will 
occur. 

The Bottom Line: Men with 
small-volume metastatic 
prostate cancer appear to 
have a small improvement in 
survival by adding external RT 
to ADT.   

P1, “Nearly 90% Free…”  
Another recently reported RT 
study looked at its effect in 
men with a persistent or ris-
ing PSA by giving RT to the 
prostate bed and to the pelvic 
lymph nodes. This study was 
a three-arm randomized trial 
comparing prostate bed RT 
alone (PBRT), four to six 
months of ADT plus PBRT, or 
this combination plus RT to 
the pelvic lymph nodes. Al-
though the numbers are im-
pressive, they are not yet 
statistically significant. Free-
dom from progression (FFP) 
was 89% at five years in the 
group getting all three thera-
pies compared to only 72% in 
the men getting PBRT alone.  

It is unclear whether all men 
with rising PSA do benefit or 
whether the added treatment 
of the lymph nodes is really 
necessary in men with a low 
PSA. Although more time is 
needed to see if the results 
become significant, the 17% 
difference seen so far may be 
high enough for many doctors 
to urge their patients to get 
this treatment, even though 
the incidence of significant 
side effects was greater in the 
group getting pelvic node RT. 

The Bottom Line: The combi-
nation of PBRT, four to six 
months of ADT and RT to the 
pelvic nodes appears to result 
in higher progression-free 
survival but longer follow-up 
is needed to see if these re-
sults become statistically sig-
nificant. 

P1, “Adding Radium-223…” 
The concept of more is better 
in treating men with prostate 
cancer is not always true as 
seen in the randomized study 
comparing abiraterone plus 
prednisone with or without 
radium-223 for men with 
bone-predominant metastatic 
castration resistant prostate 
cancer. More skeletal-related 
events occurred in the group 
getting radium-223 treatment 
and overall survival was 
lower. One criticism of the 
study is that the assumption 
of the study in terms of the 
likelihood of not progressing 
was incorrect, so the study 
design had little chance of 
succeeding. Regardless, find-
ing that the men receiving 
radium-223 had a higher fail-
ure rate still means that  
radium-223 should not be 
used in this setting. In addi-
tion, results indicate that an-
other trial to make that con-
clusion is not required. 

The Bottom Line: Radium-223 
should not be combined with 
abiraterone and prednisone 
in men with bone-
predominant metastatic cas-
tration resistant disease.   

P2,”Better Outcomes…” Doc-
tors have recognized that 
African-American men have a 
greater risk of dying from 
prostate cancer than other 
ethnic groups. People have 
debated how much was due 
to biology vs. other factors 
such as access to therapies. 
Now, a new randomized 
study has found that African-
Americans have a better out-
come from RT after adjusting 
for biological differences. This 
means that treatment does 
not need to be modified 
when treating African-
American men.   

The Bottom Line: RT therapy 
is not less effective in  
African-American men.    

P5, “Agent Orange Expo-
sure…” Since the Vietnam 
War, many people have been 
concerned about the carcino-
genic effects of men exposed 
to Agent Orange. It has been 
thought to be an increased 
risk factor for genitourinary 
cancers. In this retrospective 
analysis of men diagnosed 
between 2000 and 2008 with 
advanced disease and treated 
with ADT, survival actually 
was higher in the men ex-
posed to this chemical. This is 
not to suggest any benefit 
from this product but rather 
it means that exposure to it 
should not result in any 
changes to therapy. 

The Bottom Line: Men ex-
posed to Agent Orange who 
require treatment for ad-
vanced prostate cancer 
should receive the same 
treatment as men who were 
not exposed to this chemical. 
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could reduce enthusiasm for 
PCa screening in these poten-
tially high-risk individuals.” 

Medscape Medical News 
2 November 2018 

The study used a U.S. Depart-
ment of Veterans Affairs (VA) 
database to identify more 
than 87,000 men who were 
diagnosed with advanced PCa 
from 2000 to 2008 and re-
ceived ADT. Of those, 4% had 
documented AO exposure 
during military service. 

AO-exposed men had signifi-
cantly lower PSA levels at 
both diagnosis and at initia-
tion of ADT. The AO-exposed 
group survived longer than 
the non-exposed group 
(medians 82.6 months vs. 
64.2 months; P <0.001). Multi-
variable analysis adjusting for 
age, race, finasteride use, 
type of ADT, CCI, year of diag-
nosis, PSA, Gleason score, 
docetaxel use and local ther-
apy also found significantly 
improved survival among ex-
posed veterans. 

Antiandrogen use alone was 
significantly associated with 
worse survival. The report 
highlights limitations in the 
study, including an inability to 
quantify AO exposure. 

“Physicians treating Agent 

exposed patients,” she contin-
ued. “This age difference is 
very significant. 

“The study participants lived 
approximately seven years 
after starting hormone ther-
apy regardless of exposure 
history. Therefore, men in the 
unexposed group actually 
lived about their normal life 
expectancy after starting 
treatment,” added Dr. Terris, 
who was not involved in the 
research. “However, the 
Agent Orange-exposed men, 
since they developed incur-
able cancer at a much 
younger age, lost almost 15 
years from their life expec-
tancy.” 

“While the U.S. Department 
of Veterans Affairs has re-
ceived a tremendous amount 
of bad press lately, VA provid-
ers have been exceptional in 
encouraging screening for PCa 
in young veterans exposed to 
Agent Orange,” she said. “I 
am concerned that studies 
erroneously suggesting Agent 
Orange may not be a risk fac-
tor for poor PCa prognosis 

Orange-exposed men with 
PCa should treat them simi-
larly to men with PCa that 
were not exposed to Agent 
Orange,” Dr. Richards advised. 
“They can counsel patients 
exposed to Agent Orange that 
their cancer is not necessarily 
more aggressive and that 
treatment should be individu-
alized based on their stage 
and grade of cancer.” 

Dr. Martha K. Terris, chief of 
urology at the Medical College 
of Georgia at Augusta Univer-
sity, stated, “This study sug-
gests that men with Agent 
Orange exposure have similar 
results to treatment with hor-
mone therapy for PCa as 
those without Agent Orange 
exposure. While this is an 
interesting finding, it in no 
way suggests that Agent Or-
ange should not be consid-
ered a potential contributor 
to poor PCa outcomes. 

“In this study, the group of 
men without Agent Orange 
exposure were a median age 
of 75 years as opposed to 60 
years for the Agent Orange-

Agent Orange Exposure Does Not Appear to Worsen Prostate Cancer (Continued from page 5) 
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Pssst! 

Check out our 

feature on sex and intimacy, 

Between the Sheets...
Between the Sheets...            December 2018
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. Jeffrey Albaugh, Director of Sexual Health at NorthShore  
University HealthSystem and at Jesse Brown VA Medical Center in Chicago, IL. Dr. Albaugh is a funded researcher,  
a board certified advanced practice urology clinical nurse specialist, and a board certified sexuality counselor. In  
addition to his many publications in peer reviewed journals and chapters in books on sexual dysfunction, Dr. Albaugh 
published Reclaiming Sex and Intimacy After Prostate Cancer Treatment. He has been quoted in media and publications 
as an expert in the treatment of sexual dysfunction, and is a member of the Us TOO Board of Directors. 

QUESTION FROM PROSTATE CANCER SURVIVOR:
After my surgery, I was surprised to find that I had an orgasm even though I did not have any erection at all. Is there any 
problem with having an orgasm without an erection?

RESPONSE FROM DR. JEFFREY ALBAUGH:
Although it may seem strange because you have always had an erection along with orgasm, most men will experience 
the orgasm/climax sensation even in the complete absence of an erection after sufficient sexual stimulation. After radical 
prostatectomy, you will no longer ejaculate fluid because the ejaculate came from the prostate and seminal vesicles 
which have been removed. Different peripheral (local) nerves control the orgasm sensation as opposed to the nerves for 
erections. The nerves for climax sit further away from the prostate and are less impacted by the surgery since they are 
not typically directly manipulated during the prostate removal. 

It may take some time for healing after surgery to fully experience the orgasm/climax sensation. One study of men with 
bilateral nerve sparing showed improvement up to 48 months post op, with the best improving mean outcomes orgasm 
sensation at 24-48 months (Salonia, A. et al., 2010). In a study of 408 men who had robotic bilateral nerve sparing radical 
prostatectomy, 90.7% were able to achieve orgasm compared to 82.1% of men who had unilateral nerve sparing and 
60.8% of men who had non-nerve sparing surgery (Tewari, A. et al., 2011). Sensation was reported better by men 60 
years old or younger than by older men. In my experience with men and our unpublished research of men followed for 2 
years after nerve sparing radical prostatectomy, almost all men can experience the orgasm sensation. The majority of our 
men either describe it as different/diminished or similar to the pre-surgical orgasm/climax sensation. A small percentage 
of men have a more intense climax after prostatectomy. There is no problem with having an orgasm with no erection or 
a partial erection. It is difficult to not compare it to your memory of pre-surgery orgasm intensity, but to fully enjoy the 
sexual experience and orgasm you need to be fully present (and not comparing in your mind). 

As you continue to recover after radical prostatectomy, you may find it helpful to be completely open and present during 
your sexual experiences to enjoy each sensation and pleasurable feeling. Anxiety can impact your erections and your 
ability to climax, so try and keep your mind directed to sex and pleasure. Being completely present experiencing every 
nuance of the sexual encounter may help you enjoy sex more fully.

Salonia, A., Gallina, A., Briganti, A., Colombo, R., Bertini, R., et al. (2010). Postoperative orgasmic function increases over time in patients undergoing 
nerve-sparing radical prostatectomy. JSM, 7(1 Pt 1), 149-155.
Tewari, A., Grover, S., Sooriakumaran, P., Srivastava, A., Rao, S., Gupta, A., Gray, R,, Leung, R. & Paduch, D.A. (2012). Nerve sparing can preserve 
orgasmic function in most men after robotic-assisted laparoscopic prostatectomy. BJU Int, 109(4), 596-602.

You can access the new edition of my book or download a free copy of my original book at www.drjeffalbaugh.com.

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



As the year comes to a close, please consider making a donation to help Us TOO International provide 
educational resources, support services and personal connections within the prostate cancer community 
through our:

• Network of more than 200 support groups across the country and abroad 
• Inspire online prostate cancer communities (UsTOO.inspire.com) 
• Toll-free Us TOO Prostate Cancer HelpLine (1-800-808-7866); including connecting callers with similar 

survivors for peer-to-peer conversations and support 
• Monthly Hot SHEET newsletter and monthly News You Can Use updates and articles 
• Support group meetings/services and telephone support groups including A Forum for Her 
• New website content on sexual health and intimacy, erectile dysfunction, and urinary incontinence
• Clinical Trials Finder website portal
• Educational videos and printed/digital materials 
• Events, physician presentations and webcasts

… all provided at no charge.

Your gift and the work we do together matters now more than ever. There are nearly 3 million men in the U.S. 
living with a prostate cancer diagnosis. That number is estimated to climb to 4 million by 2024 as men in the 
baby boomer generation age. Every one of those men and his loved ones will need access to education and 
support to make informed decisions on the best approach to minimize the impact of the disease and maximize 
the quality of life.

Please join us in giving the gift of Hope with a generous donation today.

DONATE NOW
at www.ustoo.org/donatehope

Thank you! 

This Season, 
Give the Gift 
of H  pe...
 


