
 

Repeat Prostate Biopsies Do Not Raise the Risk of 

Post-Prostatectomy Complications 

Undergoing repeat biopsies during active surveillance (AS) for 
prostate cancer does not result in higher rates of erectile dys-
function (ED) or urinary incontinence (UI) within one, two, and 
three years after radical prostatectomy (RP). The study was 
published online ahead of print in Urologic Oncology. 

Biopsies can cause local inflammation, prostatitis, edema, and 
hematoma that, in theory, might worsen functionality after RP. 
Clemens M. Rosenbaum, MD, and colleagues from University 
Hospital Hamburg-Appendorf in Germany studied ED and UI 
rates for a cohort of 11,140 AS patients from their institution 
who had one or more biopsies prior to surgery.  

Previous studies have examined functional outcomes within 
just one year of RP, so the team expanded the timeframe to 
within three years. During AS 86.9% of men had one biopsy, 
8.4% had two, and 3.6% had three or more biopsies. Most pa-
tients (81.8%) had open retropubic RP and 18.2% had robotic-
assisted laparoscopic RP (RALP) during 2007 to 2015. Men with 
three or more biopsies tended to be older (age 67 vs. 65 years), 
underwent RALP, and had bilateral nerve sparing. 

Results showed that 45.9%, 57.9%, and 60.9% of men achieved 
potency at one, two, and three years after RP, respectively. 
Adjusted univariate and multivariate logistic regression analy-
ses found no greater influence of repeat biopsy on ED rates at 
one, two, and three years compared with a single biopsy. UI 
rates followed the same trend: By one, two, and three years 

(Continued on page 8) 

Metastasis-directed therapy 
(MDT) for oligometastatic 
prostate cancer (PCa) im-
proves progression-free sur-
vival (PFS) when compared 
to the use of active surveil-
lance (AS) alone, according 
to Belgian investigators. 

Their randomized, phase II 
study found that men given 
MDT had a median androgen 
deprivation therapy (ADT)-
free survival of 21 months vs. 
13 months for the AS group. 
Results of the STOMP 
(Surveillance or Metastasis-
directed Therapy for Oli-
gometastatic Prostate Cancer 
Recurrence) trial, led by Piet 
Ost, MD, PhD, of Ghent Uni-
versity Hospital, were pub-
lished online in the Journal of 
Clinical Oncology on 14 De-
cember 2017. 
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For men experiencing oli-
gometastatic PCa recurrence, 
standard treatment is ADT. 
While ADT has significant 
survival advantages, it is as-
sociated with castration re-
sistance and significant ad-
verse events. 

Previous retrospective stud-
ies have demonstrated the 
possibility that MDT delays 
clinical progression in men 
with biochemically recurrent 
PCa – and the start of subse-
quent palliative ADT – and 
results in minimal adverse 
events. The STOMP trial is 
the first prospective study to 
look at this question. 

In this study, 62 men were 
recruited in six Belgian insti-
tutions. Eligibility criteria 
included biochemical recur-

(Continued on page 6) 

Enzalutamide Safe in Seizure-Prone Prostate Cancer Patients 

Study suggests incidence is similar with or without drug 

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

In men with metastatic cas-
tration-resistant prostate 
cancer (mCRPC) at risk for 
seizures, the androgen re-
ceptor inhibitor enzalu-
tamide (Xtandi®) didn't raise 
seizure incidence when 
dosed at 160 mg/day, re-
searchers found in a manu-
facturer-sponsored study. 

Confirmed seizure incidence 
in the Study to Evaluate the 
Potential Increased Risk of 
Seizures Among Metastatic 

Castration-Resistant Prostate 
Cancer Patients Treated With 
Enzalutamide (UPWARD) was 
2.6 per 100 patient-years, 
according to Susan Slovin, 
MD, PhD, of Memorial Sloan 
Kettering Cancer Center in 
New York City, and col-
leagues. That's about the 
same as the incidence previ-
ously calculated in a large 
retrospective analysis in the 
U.S., at 2.8 per 100 patient-
years in patients with mCRPC 
and seizure risk factors who 
never took the drug, Slovin 

and colleagues reported 
online in JAMA Oncology. 

“These data suggest that en-
zalutamide did not increase 
seizure incidence in patients 
with mCRPC and seizure risk 
factors and is an option for 
men with seizure risk fac-
tors," the researchers wrote. 
"However, it should be used 
with caution and input from 
neurology specialists.” 

“The risk profile presented, 
along with the previously 

(Continued on page 5) 

Metastasis-Directed Treatment Improves 

Progression-Free Survival in Prostate Cancer 

Nearly doubled survival time without androgen deprivation  
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New Prostate Cancer Imaging Tracer Improves Detection 

now able to identify PCa 
early and accurately,” said 
Andrei Iagaru, MD, from the 
Stanford University School of 
Medicine. He added, “These 
new radiopharmaceuticals 
will play important roles at 
all stages of PCa.” 

Dr. Iagaru’s presentation 
highlighted performance of 
these new classes of agents 
by describing his experience 
with 68Ga-PSMA-11 and gas-
trin-releasing peptide recep-
tor (GRPR) ligands for the 
imaging of PCa at initial diag-
nosis and BCR. 68Ga-PSMA-11 
can be used for PCa imaging, 
but it has “a short half-life 
and production limitations,” 
said Dr. Giesel. 

His group selected 18F-PSMA-
1007 because of its high la-
beling yields, excellent tumor 
uptake, and non-urinary 
background clearance, which 
minimizes radiation exposure 
to other parts of the body. 
“This agent is much more 
precise, compared with oth-
ers, for N (lymph node) and 
M (metastatic) staging, and 
opens a new field of radiol-
ogy, where we also consider 
PET for an important part of 
patient stratification.” 

Presented at the RSNA 2017 
Annual Meeting; abstracts 
SSA16-06, SSA16-07, 
SPSH52D, and SPSH52B. 

Medscape Medical News 
4 December 2017 

(Eur J Nucl Med Mol Imaging 
44: 678-688, 2017).  

In a new study, Dr. Giesel's 
team looked at the diagnos-
tic potential of 18F-PSMA-
1007. They analyzed biodis-
tribution in the normal or-
gans and tumors of seven 
men with a biochemical re-
currence (BCR) of prostate 
cancer (PCa), and assessed 
lesion size. Men were in-
jected with 18F-PSMA-1007 
and underwent PET–CT scan-
ning one hour and three 
hours after injection. 

Local recurrence was de-
tected in two men with PSA 
levels of 1.9 and 3.6 ng/mL, 
lymph node metastases was 
detected in two men with 
PSA levels of 0.16 and 2.0, 
and bone metastases was 
detected in one man with a 
PSA level of 3.8 ng/mL. In the 
other two patients, with PSA 
levels of 0.4 and 0.5 ng/mL, 
PET-positive findings were 
not observed. 

Tracer uptake increased in all 
tumor lesions from one to 
three hours post-injection 
(increase in mean maximum 
standardized uptake value 
[SUVmax], 8.4 to 14.1). 

The 18F-PSMA-1007 tracer 
had high potential for nonin-
vasive localization diagnos-
tics in PCa patients with BCR, 
the researchers conclude.  

“Everyone is excited. We are 

“Emerging agents for pros-
tate imaging will dramatically 
improve the ability to deter-
mine the location of cancer-
ous legions,” stated Frederik 
Giesel, MD from Universität 
Heidelberg Germany. “This 
will allow the precise target-
ing of radiotherapy (RT).”  

“One agent, 18F-PSMA-1007, 
has some characteristics that 
are different from other 
agents,” Dr. Giesel explained 
during his presentation of 
three different studies at the 
Radiological Society of North 
America (RSNA) 2017 Annual 
Meeting in Chicago. 

“It has a longer shelf life than 
the others and minimal kid-
ney clearance, so urinary 
excretion of it is minimal,” he 
said. “18F-PSMA-1007 is the 
first tracer that has a differ-
ent elimination route, which I 
would say is an advantage.” 

“But more important is the 
increased uptake in tumor 
tissue,” he stated. “Its tumor-
to-background ratio makes 
the detection of small lymph 
node metastases easier than 
with other agents. We see 
advantages of diagnostic 
performance in this tracer,” 
he added. 

In a 2017 study, Dr. Giesel 
and his colleagues demon-
strated that 18F-PSMA-1007 
has a 95% sensitivity for 
small lymph node metastases 
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Doc Moyad’s What Works & What is Worthless or “No Bogus Science” Column 

“Exercise is Now Officially Recommended to Prevent Dementia if You Are at High-Risk for Dementia!” 

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. 

And, how does this apply to 
cancer or prostate cancer? 
That is easy! Whether it is 
hormone therapy or other 
drugs, we focus on whether 
or not these things increase 
the risk of dementia. Despite 
lack of a proven cause and 
effect, let us just assume that 
prostate cancer patients are 
at increased risk of dementia 
not just because of age but 
because of hormone therapy. 
So, why should we not focus 
on a potential solution or 
how to prevent it? Individu-
als at higher risk of dementia 
are also commonly labeled 
with the term “Mild Cogni-
tive Impairment” (MCI), 
which basically means the 
situation is not normal but it 
does not mean the person 
has dementia. It basically 
means that things are pro-
gressing toward dementia.  

Now, after countless hun-
dreds of millions of dollars 
spent on research (actually 

billions) what does research 
have to show for it? What 
drug is recommended to stop 
MCI or slow its progression? 
None! What dietary supple-
ment? None! What medical 
procedure? None! So, let me 
read you the new guidelines 
for the AAN: First, it says 
clinicians may choose not to 
offer prescription medica-
tions, but if offering, “they 
must first discuss lack of evi-
dence.” And, then here 
comes the moment that 
should have changed all our 
lives! Are you ready for it? 
Here it is (capitalized by me 
for emphasis but still word 
for word): “CLINICANS 
SHOULD RECOMMEND 
REGULAR EXERCISE.” What 
the heck?! Take just one mo-
ment in your life to appreci-
ate this because it is amaz-
ing! If this is not enough to 
get you off your gluteus 
maximus to move more… 
well then, probably nothing 
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else will do it! Several clinical 
trials have shown the ability 
to delay the progression of 
cognitive impairment and 
memory loss with exercise! 
WHERE THE HECK IS THE 
COMMERICAL? Well, you just 
got a true commercial from 
Dr. Moyad and Us TOO, and 
remember it forever or espe-
cially the next time you do 
not want to go out for a 
walk, or get on a treadmill, or 
elliptical, or go swimming, or 
do tai chi or whatever! Now, 
I’ve got to go walk my dog 
and then go for a run be-
cause clinical guidelines now 
suggest that it really matters! 
How about that for a start to 
2018?! Wow! And wow 
spelled backwards! 

References:  

Petersen RC, Lopez O, Arm-
strong MJ, et al. Practice 
guideline update. Neurology 
27 December 2017, Epub 

Shorter but Higher Dose Radiation Course Cuts Risk of Prostate Cancer Returning 

Delivering radiotherapy (RT) 
over a shorter time frame 
significantly reduced the 
chance of prostate cancer 
(PCa) returning in men with 
an intermediate-risk form of 
the disease, a study found. 

The approach failed to im-
prove survival, however. Re-
searchers argued that a sur-
vival benefit may occur only 
in a subset of patients in ex-
cellent health. They called for 
more research on the topic. 
The study was published in 
European Urology Focus. 

Standard RT, called confor-
mal RT (CRT), delivers daily 
doses over 40 to 45 treat-
ment sessions. RT reduces 
cancer recurrence and can 

increase survival. CRT is the 
standard RT approach. RT 
can also be given at higher 
doses over 15 to 30 sessions. 
This approach, called hy-
pofractionated RT (HRT), 
reduces cost and inconven-
ience. A research team at 
Brigham and Women’s Hos-
pital decided to compare the 
effectiveness of both RT ap-
proaches. 

They analyzed data from 
three large clinical trials cov-
ering 5,485 PCa patients, of 
whom 3,553 (65%) had inter-
mediate-risk prostate cancer. 

Researchers found that HRT 
reduced the risk of recurrent 
cancer by 13% compared 
with standard CRT. There 

was a trend toward better 
overall survival in the HRT 
group, but this was not sta-
tistically significant. 

“Our results provide evi-
dence for clinicians to con-
sider HRT vs. CRT as a pre-
ferred RT method in men 
with intermediate-risk pros-
tate cancer and at low risk of 
other complications,” stated 
Dr. Trevor Royce, a radiation 
oncologist at Brigham and 
Women’s Hospital and the 
first author of the study. 

However, the HRT-treated 
patients were at higher risk 
of side effects – 42% more 
likely to have acute gastroin-
testinal toxicity, and 18% 
more likely to have genital or 

urinary-organ complications.  

“Late bladder and urethra 
toxicities were noted to be 
higher in the HRT as com-
pared to CRT group, which 
necessitates carefully choos-
ing men who are not at risk 
for sustaining a late bladder 
or urethral side effect,” said 
Dr. Anthony D’Amico, chief 
of Genitourinary Radiation 
Oncology at Brigham and 
Women’s Hospital. 

“More studies are needed to 
determine the benefits vs. 
toxicities of HRT as a treat-
ment for high-risk prostate 
cancer,” the team said. 

Prostate Cancer News Today 
8 December 2017  

Okay, if people really appre-
ciated breaking news in 
medicine, the American 
Academy of Neurology (ANN) 
just put exercise in their clini-
cal guidelines as arguably the 
only way to officially slow the 
progression to dementia, but 
where the HECK is the love 
and appreciation? 

One of the most dramatic 
and significant moments in 
my medical career just oc-
curred, but all I heard was 
crickets (aka “silence”)! So, 
this is why my column is so 
darn important. If a drug or 
supplement was invented 
that was now recommended 
in clinical guidelines to re-
duce the risk of dementia in 
some of those at the highest 
risk of getting dementia/
Alzheimer’s disease then it 
would make the cover of 
every darn newspaper and 
major media outlet. Yet, here 
the lack of attention is em-
barrassing.   
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Circulating Tumor Cell Count May Predict Overall Survival in Prostate Cancer 

Circulating tumor cell (CTC) 
counts correspond with over-
all survival (OS) among pa-
tients with early-phase me-
tastatic castration-resistant 
prostate cancer (mCRPC), 
according to a study pub-
lished in the Journal of Clini-
cal Oncology. 

Treatment modalities are 
changing rapidly for patients 
with mCRPC, creating a need 
for more robust and reliable 
endpoints to determine the 
benefit of clinical interven-
tions. It is unclear, further-
more, whether PSA testing is 
still the best surrogate 
marker for survival. 

For this study, researchers 
assessed CTC and PSA re-
sponse endpoints in 6,081 
men enrolled in one of five 
prospective randomized 
phase 3 studies: COU-AA-301 
ClinicalTrials.gov Identifier 
(CTI: NCT00638690), AFFIRM 
(CTI: NCT00974311), ELM-
PC5 (CTI: NCT01193257), 

Safety Concerns with 

Trial of Xofigo®/Zytiga® 

Combination 

An Independent Data Moni-
toring Committee has asked 
Bayer to un-blind a Phase 3 
clinical trial of a Xofigo® 
(radium-223)-based therapy 
for prostate cancer (PCa) 
after data showed more 
bone fractures in patients. 

The study randomly assigned 
PCa patients to treatment 
with Xofigo or a placebo – 
both given in combination 
with Zytiga® (abiraterone) 
and prednisone or predniso-
lone. Neither patients nor 
staff of the study was aware 
of the treatment  
assignment – a set-up called 
blinding. 

To properly examine the po-
tential safety issue, scientists 
need to know which patients 
received Xofigo. 

For now, patients will con-
tinue to be monitored accord-
ing to the study protocol 
while researchers examine 
the data identified by the 
monitoring committee. 

“Patient safety is our top pri-
ority. We are therefore un-
blinding the study to thor-
oughly analyze the data,” 
stated Mike Devoy of the 
Pharmaceuticals’ Division 
Executive Committee and 
Bayer’s chief medical officer. 

The Phase 3 trial, called ERA 
223, included PCa patients 
with asymptomatic bone me-
tastases. Patients had never 
received chemotherapy and 
their cancer did not respond 
to androgen deprivation 
treatment alone. 

The trial completed recruit-
ment in September 2016. 
Bayer has shared the informa-
tion with health authorities in 
the 19 countries where the 
trial is running. Patients who 
are concerned about their use 
of Xofigo should contact their 
physicians, the company ad-
vised. 

Prostate Cancer News Today 
8 December 2017 

ELM-PC4 (CTI: 
NCT01193244), and COMET-
1 (CTI: NCT01605227). 

Eight CTC and PSA response 
measures were investigated: 
CTC0 (men with a CTC count 
of one or higher at baseline 
and 0 at week 13), CTC con-
version (CTCconv; men with 
a CTC of count five or higher 
at baseline and four or fewer 
at week 13), and three meas-
ures of percent change for 
CTC (CTC counts of five or 
greater at baseline and a 
30%, 50%, or 70% decline 
from baseline to week 13, 
respectively) and PSA (PSA 
level 5 ng/mL and greater at 
baseline and a 30%, 50%, or 
70% decline from baseline to 
week 13, respectively). 

CTC0 and CTCconv were the 
most useful markers for dif-
ferentiating survival out-
comes between responders 
and non-responders at week 
13. The average weighted c-
indices for CTC0 and CTCconv 

Purpose: To compare patho-
logic and biochemical out-
comes after radical 
prostatectomy (RP) in favor-
able intermediate-risk (IR) 
patients who fulfilled current 
NCCN active surveillance (AS) 
criteria to outcomes in men 
who met more traditional 
criteria for AS. 

Materials and Methods: Our 
IRB (Institutional Review 
Board)-approved prostate 
cancer database was queried 
for men meeting NCCN crite-
ria for very low (T1c, Grade 
Group I, ≤3/12 cores, ≤50% 
core volume, and PSA density 
<0.15), low (T1-T2a, Grade 
Group 1, PSA <10), or favor-
able intermediate (major 

were 0.81 and 0.79, respec-
tively. Weighted c-indices 
ranged from 0.5 to 1.0; a 
higher index indicated a 
greater probability of longer 
survival for men who re-
sponded to treatment. 

Undetectable CTCs after 
treatment or converting to a 
level less than five CTCs best 
discriminated survival vs. 
percent change measures for 
CTC or PSA. Both measures 
allowed for broad eligibility, 
but more men were evalu-
able with CTC0 (75%) vs. 
CTCconv (51%). 

Authors conclude that CTC0 
provides “objective and reli-
able evidence that the ther-
apy being administered has 
altered the patient's progno-
sis in a favorable way. Taken 
together, the results of this 
study support the use of 
CTC0 as a response end point 
in early-phase clinical trials.” 

Cancer Therapy Advisor 
28 December 2017  

Results: 3,686 men under-
went RP between 1/1/04 and 
12/31/15; 1,454, 250, and 
1,362 men fulfilled criteria 
for LR, FIR and UIR groups, 
respectively. The rate of ad-
verse pathological findings 
for FIR (27.4%) was signifi-
cantly higher than that for LR 
(14.8%, p <0.001) and signifi-
cantly lower than for UIR 
(48.5%, p <0.001). Time to 
biochemical recurrence dif-
fered significantly over risk 
groups (p <0.001). 

Conclusions: Relative to LR 
patients, FIR patients repre-
sent a distinct group and 
care should be taken in se-
lecting these patients for AS 
and in monitoring them once 
in AS programs. 

NCCN Favorable Intermediate-Risk Prostate Cancer Patients: Is Active  

Surveillance Appropriate? 

Aghazadeh MA, Frankel J, Belanger M, et al. 

J Urol, Epub 26 December 2017; Article in Press 

pattern grade 3, percentage 
of positive biopsy cores 
<50%, and one IR factor 
[T2b/c, Grade Group II, or 
PSA 10-20]) risk. IR patients 
not meeting favorable crite-
ria were labeled as unfavor-
able IR. Favorable IR (FIR) 
patients were compared to 
lower-risk (LR) (very low- and 
low-risk patients) and unfa-
vorable IR (UIR) patients to 
identify differences in rates 
of adverse pathologic find-
ings at RP (Gleason score 
Grade Group III-V, non-organ 
confined disease, or nodal 
involvement). The groups 
were compared on time to 
biochemical recurrence using 
Cox regression. 
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Enzalutamide Safe in Seizure-Prone Prostate Cancer Patients 

(Continued from page 1) 

established efficacy profile, 
suggests that enzalutamide 
can benefit men with seizure 
risk factors, who should be 
closely monitored through-
out treatment duration to 
ensure continued benefit and 
safety,” they added. 

Jim Hu, MD, MPH, of New 
York Presbyterian/Weill Cor-
nell Medicine in New York, 
who wasn't involved in the 
study, noted that the results 
contrast with those of a prior 
study, but they do suggest 
"enzalutamide does not pre-
dispose to seizure. This dem-
onstrates that enzalutamide 
may be safely used in men 
with metastatic prostate 
cancer who have risk factors 
for seizure." 

UPWARD was initiated after 
requests for additional safety 
information from the FDA 
and the European Medicines 
Agency. Although enzalu-
tamide is known to prolong 
survival in men with mCRPC, 
phase I and II studies re-
ported seizures in 3 of 140 

(2%) enzalutamide-treated 
patients at doses greater 
than 360 mg/day. 

Controlled clinical trials such 
as AFFIRM, PREVAIL, TER-
RAIN, and STRIVE have 
shown that only 0.5% of men 
treated with enzalutamide 
160 mg daily experienced a 
seizure. However, men with 
a history of seizure or risk 
factors were excluded from 
these trials, the researchers 
noted. 

For UPWARD, they evaluated 
423 patients at 73 sites in 20 
countries, all of whom had at 
least one risk factor for sei-
zure, including drugs to 
lower seizure threshold 
(57.2%); history of brain in-
jury (26.5%); and history of 
cerebrovascular accident or 
transient ischemic attack 
(22.2%). 

All men received oral enzalu-
tamide at a dose of 160 mg/
day for an initial four-month 
treatment period, and were 
given the option to extend 
treatment for one year. 

Overall, four out of 366 
evaluable patients (1.1%) 
had at least one confirmed 
seizure within four months of 
starting enzalutamide. Sei-
zures were considered en-
zalutamide-related in three 
of the four patients. In addi-
tion, three patients (0.8%) 
had a seizure in the four-
month period after the study 
ended. 

All 423 patients were in-
cluded in the safety analysis. 
The majority (84.4%) experi-
enced at least one  
treatment-emergent adverse 
event (AE), 33.3% had at 
least one serious treatment-
emergent adverse event, and 
6.9% had at least one drug-
related serious adverse 
event. 

A total of 66 patients (15.6%) 
permanently discontinued 
treatment as a result of a 
drug-related AE, and three of 
these patients had a seizure, 
the researchers reported. 

During the four-month study 
period, or within 30 days of 

Contemporary Incidence & Outcomes of Prostate Cancer Lymph Node Metastases 

Bernstein AN, Shoag JE, Golan R, Halpern JA, Schaeffer EM, et al. 

J Urol, Epub 26 December 2017; Article in Press  

Purpose: The incidence of 
localized prostate cancer 
(PCa) has declined with shifts 
in PCa screening. While re-
cent population-based stud-
ies show a stable incidence of 
loco-regional PCa, this cate-
gorized organ-confined,  
extra-prostatic and lymph 
node positive disease to-
gether. The contemporary 
incidence of PCa with pelvic 
lymph node metastases 
(PLNM) however, remains 
unknown. 

Methods: We used Surveil-
lance, Epidemiology and End 

Results (SEER) from 2004 to 
2014 to identify men diag-
nosed with PCa. We analyzed 
trends in age-standardized 
PCa incidence by stage. The 
impact of extent of disease 
on mortality was assessed by 
adjusted-Cox proportional 
hazard analysis. 

Results: During the study 
period, the annual incidence 
of non-metastatic PCa de-
clined from 5119.1 per mil-
lion to 2931.9 per million 
(Incidence Ratio [IR]: 0.57, 
95% confidence interval [CI]: 
0.56-0.58, p <0.01), while 

PLNM increased from 54.1 
per million to 79.5 per mil-
lion (IR: 1.47, 95% CI: 1.33-
1.62, p <0.01). The incidence 
of distant metastases in men 
aged 75 years and over nadi-
red in 2011 vs. 2004 (IR: 0.81, 
95% CI: 0.74-0.90, p <0.01), 
and increased in 2012 (IR: 
1.13, 95% CI: 1.02-1.24, p 
<0.05) vs. 2011. Risk of can-
cer-specific mortality was 
significantly increased in men 
diagnosed with PLNM 
(hazard ratio [HR]: 4.5, 95% 
CI: 4.2-4.9, p <0.01) and dis-
tant metastases (HR: 21.9, 

95%CI: 21.2-22.7, p <0.01) vs. 
non-metastatic disease. 

Conclusions: The incidence 
of PLNM is increasing, coinci-
dent with a decline in detec-
tion of localized disease. 
Whether this portends an 
increase in the burden of 
advanced disease or simply 
reflects diminished lead-time 
remains unclear. However, 
this should be monitored 
closely, as the increase in N1 
disease reflects an increase 
in incurable PCa at diagnosis. 

the treatment ending, there 
were 38 deaths (9%), four of 
which were considered possi-
bly drug-related. One patient 
died of cerebral hemorrhage, 
one of mCRPC, one experi-
enced sudden cardiac death, 
and another had general de-
terioration. No seizure-
related deaths were reported. 

“Study limitations included 
that it was not a randomized 
trial, and that predisposing 
risk factors for seizure such 
as a history of seizure or of 
brain arteriovenous malfor-
mations were underrepre-
sented,” the researchers 
said. 

"The risk profile presented 
and an established efficacy 
profile, suggests that enzalu-
tamide can benefit patients 
with seizure risk factors, who 
should be closely monitored 
throughout treatment to 
ensure continued benefit and 
safety," they concluded. 

MedPage Today 
11 December 2017 
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tween those arms.” 

For example, more men in 
the AS arm had Gleason 6, 
low clinical disease stage and 
unknown lymph node status 
than the MDT arm, which 
meant that patients in the 
MDT arm had more ad-
vanced disease at diagnosis. 
“This suggests,” Philips and 
his colleagues wrote, “that 
the observed effect of MDT 
in STOMP may in fact be an 
underestimation.” 

Philips and his colleagues also 
wrote that while forestalling 
systemic therapy is an attrac-
tive way of avoiding nasty 
adverse effects, the combina-
tion of MDT and immediate 
ADT “also warrants additional 
investigation,” considering 
that the immediate use of 
ADT can improve overall sur-
vival compared to delayed 
therapy. 

“While great progress has 
been made in managing PCa, 
questions remain, particularly 
concerning the management 
of oligometastatic cancer,” 
Philips and his colleagues con-
cluded. “The STOMP trial 
represents an important ad-
vance in this pursuit and pro-
vides a strong argument for 
continued investigation of the 
role of MDT for managing 
oligometastatic PCa.” 

MedPage Today 
18 December 2017 

Metastasis-Directed Treatment Improves PFS (Continued from page 1) 

rence (BCR) after radical 
prostatectomy (RP), radio-
therapy (RT), or both, and 
three or fewer extracranial 
(skull) metastatic lesions  
detectable on PET-CT. 

Men were randomly assigned 
to either AS with delayed 
ADT, or MDT of all detected 
lesions. Those assigned to AS 
were examined and had PSA 
measurements every three 
months, while men assigned 
to the MDT group either un-
derwent metastasectomy or 
stereotactic body RT. 

Men in both groups were 
monitored for toxicity and 
PSA progression every three 
months until the primary 
endpoint (ADT-free survival) 
was met, according to the 
European Association of 
Urology guidelines. 

Ost and his colleagues found 
that the median ADT-free 
survival was 13 (80% confi-
dence interval [CI] 12 to 17 
months) for the AS group 
and 21 (80% CI 14 to 29 
months) for the MDT group 
(Hazard ratio 0.60, 80% CI 
0.40 to 0.90). Investigators 
also found that 75% of men 
treated with MDT experi-
enced a PSA decline, com-
pared to 35% in the AS arm. 

Baseline quality-of-life (QoL)
questionnaires were com-
pleted by 60/62 (97%) men 

in the study and showed no 
clinically relevant changes in 
QoL scores between the two 
groups. While six men devel-
oped a grade 1 toxicity in the 
MDT arm, none developed 
grade 2 to 5 toxicities. 

Investigators noted that the 
results of previous retrospec-
tive studies looking at this 
question have been promis-
ing. The low number and 
heterogeneity of patients in 
these studies, and the ab-
sence of comparative or ran-
domized trials, led the au-
thors of a recent systematic 
review to conclude that MDT 
should not be considered a 
standard of care. 

Yet, Ost and his colleagues 
also pointed out that about 
two-thirds of experts at the 
2017 Advanced Prostate 
Consensus Conference con-
sider that MDT should be 
tested in larger phase III 
studies. 

In an editorial accompanying 
the study, Ryan M. Philips, 
MD, PhD, Johns Hopkins 
Medicine in Baltimore, MD 
and colleagues, noted that 
the STOMP trial enrolled 
patients on a 1:1 basis, and 
therefore “limited the statis-
tical power to detect differ-
ences in efficacy and lended 
itself to certain, perhaps in-
evitable, imbalances be-

of side effects and patient 
preference instead of PCa 
mortality risk. 

The investigators cited re-
sults from the first random-
ized clinical trial comparing 
RT, RP, and active monitoring 
showing no significant differ-
ence in PCa mortality risk 
after 10 years of follow-up. 
However, in that study, 
which was published in the 
New England Journal of 

Smaller Difference in Prostate Cancer Death Risk Found Between RT, RP 

New research shows that 
prostate cancer (PCa) mortal-
ity risk is lower after radical 
prostatectomy (RP) com-
pared with radiotherapy (RT), 
but the difference in risk is 
much smaller than found in 
previous studies. In fact, 
among men with high-risk 
cancer, no significant differ-
ence in risk exists between 
the treatments. 

In a population-based Swed-
ish study of 41,503 men with 
PCa, investigators found that 
RT was associated with a 
35% higher risk of PCa mor-
tality compared with RP 
among men with low- and 
intermediate-risk PCa and 
14% higher for patients with 
high-risk PCa, in fully ad-
justed analyses. In period 
analyses with full adjust-
ment, the difference in PCa 
risk decreased to 24% among 
men with low- and interme-
diate-risk cancer, and the 
difference in risk among men 
with high-risk cancer de-
creased to 3%, a non-
significant difference be-
tween the treatment groups. 
The investigators defined risk 
categories according to Na-
tional Comprehensive Cancer 
Network (NCCN) criteria. 

The absolute difference in 
risk of death within 10 years 
was less than 1% across all 
Cancer of the Prostate Risk 
Assessment (CAPRA) risk 
categories, David Robinson, 
MD, of Ryhov Hospital in 
Jönköping, Sweden, and col-
leagues reported online in 
European Urology. 

Compared with previous 
studies, the difference in PCa 
death risk between RP and 
RT “was much smaller than 
in previous studies and very 
small in absolute terms,” the 
authors concluded. As a re-
sult, they noted, the choice 
between the treatments 
should be guided by the risk 

Medicine, there were only 
four PCa deaths after RT and 
five after RP. A previous sys-
tematic review and meta-
analysis published in Euro-
pean Urology found that PCa 
patients who underwent RT 
had a significant two-fold 
higher risk of PCa mortality 
than those who underwent 
RP in adjusted analyses. 

The authors noted that limi-
tations of their study in-

cluded incomplete data, mis-
classification of bone metas-
tases, and subpar RT in the 
early calendar time. “To ad-
dress this issue, we used pe-
riod analysis, an analytical 
approach that increases the 
influence of data from more 
recent calendar time. Period 
analysis is arguably the best 
analysis to inform current 
treatment decisions.” 
(Continued on page 8) 
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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, “Enzalutamide Safe…” 
Enzalutamide has been an 
important addition to the 
treatment options for men 
with advanced prostate can-
cer (PCa) with a very low-risk 
profile. However, seizures 
have been one concern, with 
a reported incidence of ap-
proximately 3%. Accordingly, 
some physicians have been 
reluctant to prescribe the 
drug to men with risk factors 
for seizures. The new study 
conducted by the company 
looked specifically at the inci-
dence of seizures in a group 
of men with potential risk 
factors for seizures. Fortu-
nately, the incidence was less 
than 2% in this group of men 
when they were given a 160 
mg/day dosage. This means 
that it is reasonable to offer 
the drug to men with risk 
factor for seizures, provided 
the men are carefully evalu-
ated and closely monitored. 

The Bottom Line: The risk of 
seizures in men receiving the 
lower dose of enzalutamide 
is still very low and therefore 
the drug is not contraindi-
cated in these men. 

P1, “Repeat Prostate…” One 
of the requirements for men 
on active surveillance (AS) is 
that they undergo repeat 
prostate biopsy depending 
on the protocol being used. 
In addition to the discomfort, 
there is a recognized risk of 
infection, bleeding and in-
flammation, which might 
impact on the development 
of impotence and/or inconti-
nence of men who eventually 
undergo radical prostatec-
tomy. The study by 
Rosenbaum and co-workers 
should alleviate some of that 
concern. They analyzed a 
large cohort of men who had 
been on AS but eventually 
underwent prostatectomy 

and found that the impo-
tence and incontinence rates 
were not significantly differ-
ent at three years whether 
they had undergone one, 
two, or three or more biop-
sies. One limitation is that it 
is not clearly stated whether 
an objective quality of life 
questionnaire was used prior 
to AS and then periodically 
throughout the study to 
make this comparison. 

The Bottom Line: Repeat 
biopsies for men on AS does 
not appear to increase the 
risk for impotence or inconti-
nence if they just undergo 
radical prostatectomy. 

P1, “Metastasis-Directed…” 
Doctors have long debated 
the potential merits of treat-
ing metastatic PCa with ei-
ther surgical removal or focal 
radiation (RT) to metastatic 
sites (MDT) in addition to 
androgen deprivation ther-
apy (ADT). The merits of this 
approach have not been 
proven by a randomized 
study, but a new phase II 
study by Ost, et al. provides 
some interesting findings. A 
small group of men that de-
veloped fewer than four me-
tastatic sites after failing pri-
mary therapy were progres-
sively enrolled. The group 
was randomized to receive 
delayed ADT or focal treat-
ment (surgery or RT) to the 
metastatic sites. The end 
point was time to ADT ad-
ministration. The study 
showed an eight-month in-
crease in time to endpoint in 
the group receiving focal 
treatment to the metastatic 
sites. We have several ques-
tions that need answers.  
First, why the authors enroll 
only men with fewer than 
four metastatic sites? Why 
did they choose that num-
ber? Wouldn’t MDT apply for 

men with a fewer or greater 
number of sites? Second, 
while delaying ADT spares 
patients from side effects, 
early ADT offers a survival 
benefit and delays metastatic 
events. Lastly, before MDT 
can be recommended, a sig-
nificant survival benefit must 
be shown. For now, this ap-
proach should only be done 
as part of a properly de-
signed randomized trial 

The Bottom Line: MDT ther-
apy may have a role in man-
aging men developing metas-
tatic disease after local ther-
apy but much more informa-
tion must be obtained from a 
randomized trial before this 
approach should be recom-
mended. 

P2, “New Prostate Cancer…” 
Until recently, bone scan and 
CAT scan imaging have been 
the standard of care for iden-
tifying metastatic disease in 
men with PCa. Both suffer, 
however, from poor sensitiv-
ity at PSA levels below 10 ng/
mL. Early detection of metas-
tases has presented a chal-
lenge in newly diagnosed 
patients and for those with a 
rising PSA after local therapy. 
In recent years, studies using 
PET scans using different ra-
dioactive reagents have been 
able to identify disease out-
side the prostate when PSA 
levels are lower. The current 
challenge is to decide which 
of the reagents work best in 
terms of sensitivity, stability 
of the reagent, cost and side 
effects. The presentation by 
Iagaru, et al. found good re-
sults using 18F-PSMA-1007, 
which has several advantages 
over other agents. The use of 
PET scanning is resulting in a 
paradigm shift in managing 
this disease. Although more 
studies are needed, it ap-
pears very likely that  

18F-PSMA-1007 PET will re-
place bone and CAT scans for 
all patients. Currently, bone 
scan and CAT scan testing has 
been abandoned for newly 
diagnosed cases when the 
PSA is under 10 or 20 ng/mL, 
even though we know that 
some of these men, particu-
larly those with high-grade 
disease, harbor metastases at 
the time they get their local 
therapy. It also will have 
great value in designing fu-
ture studies of men with a 
rising PSA after local therapy. 

The Bottom Line: PET scans 
will become the new norm to 
evaluate disease outside the 
prostate with the best agent 
to use yet to be determined.   

P3, “Shorter but Higher…” 
To hypofractionate RT or not 
is the question. A meta-
analysis by Royce and co-
workers attempts to address 
this question. They critically 
assessed a large number of 
reports and extracted data 
from three randomized stud-
ies. They found a 13% re-
duced risk of recurrence in 
the men getting hypofrac-
tionated RT, but there was 
no difference in overall sur-
vival. Importantly, side ef-
fects were significantly 
higher. Acute gastrointestinal 
toxicity was 42% higher and 
late grade 2 or higher geni-
tourinary toxicity was 18% 
higher in the hypofractiona-
tion group. The authors con-
clude that, “Treatment with 
a shorter course of radiation 
and higher doses over fewer 
days may be the preferred 
approach in appropriately 
selected patients with local-
ized prostate cancer, reduc-
ing treatment time and cost 
to the patient, and increasing 
patient convenience and 

(Continued on page 8) 
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study, a new population 
based assessment by Robin-
son, et al. of men in Sweden, 
found less than a 1% differ-
ence in survival. They used a 
method called period analy-
sis to balance the effects of 
changes in RT given over 
time. Regardless of the 
methods used, this analysis, 
like previous uncontrolled 
studies, CANNOT provide us 
with a valid comparison of 
these two treatments. One 
must ask then, why they con-
tinue to be published given 
all the intrinsic biases that 
occur? Do they improve the 
ability to counsel patients? 
Not really. In my view, they 
can help with the design of 
the studies needed to an-
swer the question. Unfortu-
nately, time and money limi-
tations continue to impede 
conducting the studies nec-
essary to find the answer. 
Until they are done, patients 
need a balanced presenta-
tion of the reported odds of 
good and bad results. 

The Bottom Line: Without 
data from randomized trials, 
it is not possible to truly tell 
patients whether surgery or 
radiation offers better sur-
vival in men with localized 
prostate cancer.   

www.ustoo.org 

Other limitations included 
lack of data on PSA density 
and total cancer extent in 
biopsies in millimeters, both 
factors of which influence 
outcome. 

Dr. Robinson's team identi-
fied study patients using the 
National Prostate Cancer 
Register of Sweden. Of the 
41,503 men, 26,449 under-
went RP and 15,054 under-
went RT. RT recipients were 
older than those who under-
went RP (mean 67 vs. 63.1 
years), and they had higher T 
stage, Gleason grade group, 
PSA level, and proportion of 
biopsies with cancer. 

Renal and Urology News 
19 December 2017 

RT vs. RP 

(Continued from page 6) 

access to treatment.” I 
strongly disagree with this 
conclusion for several rea-
sons. First, the PCa morbidity 
is significantly higher. Sec-
ond, there is no evidence this 
approach improves survival. 
Third, only one of the three 
studies combined the RT 
with ADT, which is known to 
improve survival in men with 
intermediate-risk disease. 
Without stratifying patients 
by disease risk in their find-
ings, it is possible that the 
significance of the differ-
ences they reported may be 
lost.    

The Bottom Line: It remains 
unclear whether hypofrac-
tionation is either as effec-
tive or as safe as standard 
radiation and additional well 
done studies are needed. 

P6, “Smaller Difference in…” 
Which is better for men with 
PCa, surgery or RT? The de-
bate continues, in part, be-
cause of the paucity of well-
designed studies. Aside from 
a well-designed randomized 

after RP, 87.9%, 90.9%, and 
91.6% of all men, respec-
tively, had achieved conti-
nence, regardless of biopsies. 

“The growing acceptance of 
AS has led to a relevant num-
ber of patients who will re-
quire RP after multiple 
[biopsies]. Those patients 
can be counseled that repeat 
[biopsies] do not seem to 
result in worse functional 
outcomes,” Dr. Rosenbaum 
and colleagues stated. 

Prior studies showed incon-
sistent results on the number 
of biopsies and ED risk, so 
the current study offers 
some assurance.  

Renal and Urology News 
20 December 2017 

Repeat Biopsies 

(Continued from page 1) 
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