
 

Patient-Reported Outcomes Mostly Similar  

Between Racial Groups after Prostatectomy 

A new study found no clinically significant variation based on 
race after radical prostatectomy (RP) in several patient-
reported outcomes, including bother scores and sexual func-
tion. But African American (AA) men reported a greater drop in 
urinary continence than did white men, researchers reported 
online November 3rd in the journal European Urology. 

“Racial disparities in prostate cancer survival are well de-
scribed,” lead author Dr. Mark Tyson from Vanderbilt Univer-
sity Medical Center in Nashville, TN, told Reuters Health by 
email. “However, variations in the effects of treatment on pa-
tient-reported urinary, sexual, bowel, and hormone function by 
race/ethnicity are not.” 

Dr. Tyson and colleagues conducted a prospective, population-
based, observational study in more than 3,700 men diagnosed 
with localized prostate cancer in 2011-2012. The study, named 
CEASAR for Comparative Effectiveness Analysis of Surgery and 
Radiation, measured patient-reported function and bother with 
the 26-item Expanded Prostate Index Composite (EPIC, scale of 
0-100, with higher scores indicating better function) at baseline 
and at six and 12 months after enrollment. 

Eligible men were aged 80 years and below with clinical stage 
cT1 or cT2 disease, PSA <50 ng/mL, and diagnosed within six 
months of enrollment. Race/ethnicity was classified as non-
Hispanic (H) white, non-H AA, and H from patient-reported data, 

(Continued on page 4) 

Researchers have identified a 
therapeutic target called 
DDX3 whose inhibition not 
only prevents the growth of 
prostate cancer cells, it also 
increases their sensitivity to 
radiation therapy (RT), both in 
culture and in animal models. 
The study, “RK-33 radiosensi-
tizes prostate cancer cells by 
blocking the RNA helicase 
DDX3,” published in Cancer 
Research, suggests that com-
bining the novel DDX3 inhibi-
tor RK-33 with RT may be a 
viable option to treat locally 
advanced prostate cancer. 

Conventional treatments for 
prostate cancer include sur-
gery, chemotherapy, RT, or 
active surveillance. RT has 
been used effectively as a 
first-line treatment for locally 
advanced prostate cancer, 
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but patients often develop 
resistance to radiation over 
time. Therefore, additional 
drugs that make cancer cells 
more sensitive to RT and that 
allow reduced RT doses and 
RT-induced side effects are 
urgently needed. 

Looking for a means to reduce 
the side effects associated 
with high doses of RT, Venu 
Raman, PhD, from the Johns 
Hopkins University School of 
Medicine and a member of 
the Johns Hopkins Kimmel 
Cancer Center, worked to-
gether with Phuoc Tran, MD, 
PhD, also a member of the 
Kimmel Cancer Center. 

They had previously found 
that DDX3 was highly ex-
pressed in a number of can-

(Continued on page 8) 
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Chemotherapy is an estab-
lished treatment for metas-
tatic castration-resistant 
prostate cancer (PCa), but its 
use in earlier-stage disease 
remains controversial. Given 
the heterogeneous nature of 
PCa, i.e., indolent disease and 
concern about overdiagnosis 
and overtreatment, there is 
no consensus among clini-
cians about potential patient 
subgroups that might benefit 
from earlier use of chemo-
therapy. Differences of opin-
ion played out again in pro/
con articles published online 
in the JAMA Oncology. 

The “Pro” Side 
The “pro” side of the argu-
ment gained support re-
cently from two large ran-
domized trials that showed 
absolute improvement in 
survival of 10 and 13.6 
months when chemotherapy 
was added to androgen dep-
rivation therapy (ADT) for 
hormone-sensitive metas-
tatic PCa. Larger absolute 
benefits were observed in 
men with high disease bur-
den and in those who had 
metastatic disease at diagno-
sis. 

Moreover, one of the trials, 
known as STAMPEDE, in-
cluded a large heterogene-

ous subgroup of men with 
nonmetastatic, high-risk PCa. 
In that subgroup, which ac-
counted for 39% of almost 
3,000 patients enrolled, the 
addition of docetaxel to che-
motherapy increased the 
absolute improvement in 
survival to 22 months, Evan 
Y. Yu, MD, and Daniel W. Lin, 
MD, of the University of 
Washington in Seattle noted 
in their article. 

“Admittedly, the survival 
data from the low-volume 
and nonmetastatic sub-
groups from these respective 
trials have not yet matured 
with regard to event rates; 

(Continued on page 4) 

Novel Molecule Combined with Radiation  

Killed Many More Prostate Cancer Cells in Mice 
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Aggressive Prostate 

Cancer Marker Works 

to Deliver Killing 

Agent to Cells in Early 

Study 

According to research pre-
sented at the National Can-
cer Research Institute (NRCI) 
Cancer Conference, a mo-
lecular marker NAALADL2, 
which helps to determine if a 
prostate cancer is aggressive 
and likely to return, could 
also be used to direct thera-
pies against the cancer. 

Scientists at the University 
College London had previ-
ously reported that the 
NAALADL2 molecule was 
highly expressed at the sur-
face of prostate cancer cells 
compared to healthy cells, 
and that prostate cancer 
patients with unusually high 
levels of this marker on their 
tumors were at least twice as 
likely to experience cancer 
recurrence after surgery as 
other patients. NAALADL2 
levels, they reported, ap-
peared to correlate with  
(Continued on page 4) 
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weight, tumor volume per 1 
ng/ml PSA or 1 μg PSA mass 
adjusted for prostate weight 
was 25% and 26% higher in 
black men, respectively. 

Conclusions: Benign prostate 
tissue produces equal 
amounts of PSA in black and 
white men. Gleason score 
3+3=6 prostate cancer (Grade 
Group 1) produces less PSA in 
black men. These data 
should be considered for 
lowering PSA and its deriva-
tives in determining biopsy 
thresholds and for adjusting 
values for active surveillance 
criteria in black men. 

demonstrate tumor volume 
per 1 ng/ml PSA and 1 μg 
PSA mass. PSA density and 
PSA mass density were used 
to adjust for prostate weight. 

Results: Comparison of 58 
black and 301 white men 
with low volume cancer 
demonstrated equal PSA 
production by benign pros-
tate tissue. Comparison of 30 
black and 75 white men with 
high volume cancer indicated 
that PSA was being driven by 
cancer volume, with lower 
PSA production in black men. 
In the cohort of 54 black and 
134 white men matched by 
age, PSA and prostate 

Do Black Non-Hispanic Men Produce Less Prostate Specific Antigen in  

Benign Prostate Tissue or Cancer Compared to White Non-Hispanic Men 

with Gleason Score 6 (Grade Group 1) Prostate Cancer? 

Kryvenko ON, Epstein JI, and Cote RJ 

J Urol 196: 1659-1663, 2016  

A Statewide Intervention Improves Appropriate 

Imaging in Localized Prostate Cancer 

Hurley P, Dhir A, Gao Y, et al. 

J Urol 2 December 2016; Article In Press 

Purpose: We evaluated PSA 
production by benign prostate 
tissue and Gleason score 
3+3=6 (Grade Group 1) pros-
tate cancer in black and white 
non-Hispanic men. 

Materials and Methods: We 
used Gleason score 3+3=6 
(Grade Group 1) cases to 
assess PSA production by 
benign prostate tissue in 
cases with low volume can-
cer that did not influence 
PSA and in those with high 
volume cancer in which 
gland weight did not influ-
ence PSA. We then created 
age, PSA- and prostate 
weight-adjusted cohorts to 

Purpose: We implemented a 
statewide intervention to 
improve imaging utilization 
for staging of men with newly 
diagnosed prostate cancer. 

Materials and Methods: The 
Michigan Urological Surgery 
Improvement Collaborative 
(MUSIC), a quality improve-
ment collaborative of 42 di-
verse practices representing 
approximately 85% of the 
urologists in Michigan, has 
developed imaging appropri-
ateness criteria (PSA >20 ng/
mL, Gleason score 7 or higher, 
clinical stage T3 or higher) 
that minimize unnecessary 
imaging with bone scan and 
computed tomography (CT). 
After baseline rates of radio-
graphic staging were estab-
lished in 2012 and 2013, we 
employed multi-dimensional 
interventions to deploy these 
criteria in 2014. Imaging utili-
zation was then re-measured 
in 2015 to evaluate for 
changes in practice patterns. 

Results: From January 1 to 
December 31 in 2012, 2013 
and 2015, 10,554 newly diag-
nosed prostate cancer patients 
were entered into the MUSIC 
registry. Of these, 7,442 (79%) 
and 7,312 (78%) men met our 
criteria to avoid bone scan and 
CT imaging, respectively. Use 
of imaging when not indicated 
decreased from 11.0% at base-
line to 6.5% for bone scans and 
from 14.7% at baseline to 7.7% 
for CT after interventions, re-
spectively (both p <0.0001).  

Variability among practices 
decreased substantially after 
the interventions as well. Use 
of recommended imaging 
remained stable during these 
time periods. 

Conclusions: An intervention 
aimed at appropriate use of 
imaging was associated with 
decreased use of both bone 
scans and CT among men at 
low risk for metastases. 
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Doc Moyad’s What Works & What is Worthless Column, Also Known As “No Bogus Science” Column 

“Glucosamine and Chondroitin supplements could have anti-cancer or anti-inflammatory effects?! What the ______!!!” 

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. 

insulin resistance. We now 
know that having high insulin 
levels could encourage pros-
tate and other cancer growth. 
However, magnesium supple-
ments can cause soft stools 
and diarrhea, which is why 
they are added to calcium 
supplements because calcium 
can cause constipation.  

However, again what gets 
missed with all the magne-
sium supplement hype is the 
fact that good food sources 
of magnesium also (not coin-
cidentally) have amazing 
nutrients and compounds 
that provide many other 
benefits. Some food sources 
carry larger amounts of FI-
BER and/or POTASSIUM and/
or LEAN PROTEIN and/or 
HEALTHY FAT, etc. Have you 

heard of almonds, spinach, 
soymilk, oatmeal, beans, 
other veggies and fruit and 
salmon or halibut?! You see, 
this is a classic case of a star 
athlete or coach (aka 
“magnesium”) getting all the 
credit for the victory without 
recognizing that their defen-
sive and offensive lines, 
along with some great assis-
tant coaches that made that 
athlete look good that day. 
This is what was supposed to 
happen in the Michigan and 
Ohio State game and then 
we got our magnesium, fiber, 
protein, and potassium re-
moved by a bunch of refe-
rees from the state of Ohio. 
See, I can’t let this comedic 
sad teaching moment go, but 
at least I have beer and I will 
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be, and have been, cheering 
for all Big Ten teams in the 
playoffs this year. Yes, even 
Ohio State because I gener-
ally like them 364 days a 
year, but one day a year they 
make me sick to my stomach 
and give me diarrhea (hey 
just like magnesium supple-
ments in excess!) Ahh, my 
ability to still end my column 
on an educational note never 
ceases to amaze me! Thanks 
for the therapy folks! 

References:  

1. https://ods.od.nih.gov/
factsheets/Magnesium-
HealthProfessional/ 

2. Sarrafzadegan N, Khosravi-
Boroujeni H, Lotfizadeh M, 
et al. Nutrition 32: 409-
417, 2016 

Androgen Deprivation Therapy and the Risk of Dementia in Patients with 

Prostate Cancer 

Khosrow-Khavar F, Rej S, Yin H, Aprikian A, Azoulay L 

J Clin Oncol 21 November 2016; Epub 

Purpose: Recent observa-
tional studies have associ-
ated the use of androgen 
deprivation therapy (ADT) 
with an increased risk of de-
mentia and Alzheimer’s dis-
ease, but these studies had 
limitations. The objective of 
this study was to determine 
whether the use of ADT is 
associated with an increased 
risk of dementia, including 
Alzheimer’s disease, in pa-
tients with prostate cancer. 

Patients and Methods: Using 
the United Kingdom’s Clinical 
Practice Research Datalink, 
we assembled a cohort of 
30,903 men newly diagnosed 
with nonmetastatic prostate 
cancer between April 1, 1988 
and April 30, 2015, and ob-
served them until April 30, 
2016. Time-dependent Cox 
proportional hazards models 
were used to estimate ad-

Bottom Line:  

First let me say…. “DONATE 
TO US TOO PLEASE!” It is that 
time of year when amazing 
groups like Us TOO need 
your donations so that they 
can keep bringing you the 
latest and greatest informa-
tion! Do this now for me 
please! Now, let’s move on.  
Before you reach for a mag-
nesium supplement please 
remember that dietary 
sources of magnesium actu-
ally contain most of the posi-
tive evidence and the supple-
ments are essentially getting 
a free ride (kind of like a 
rigged football game?). 

Let’s say you are 31 years of 
age or older, then the recom-
mended daily allowance 
(RDA) for magnesium is 420 
mg per day in men and 320 
mg per day for women. And, 
right now magnesium is hot-
ter than a Michigan football 
coach getting ripped off by a 
bunch of home-grown Ohio 
State referees that can’t call 
a single live action penalty on 
the home team (aka Ohio 
State) even during a full 
game and two overtimes?! 
(Okay, I am still bitter and 
upset about that football 
game but at least there is 
beer in moderation to get me 
through 2017, and beer does 
have some magnesium in it).   

Think about magnesium for a 
second – because some peo-
ple take supplements for hot 
flashes, muscle cramps or 
migraine prevention. Some 
others use Epsom salts (aka 
magnesium sulfate) because 
they need to make their glu-
teus not hurt to the maximus 
(hemorrhoid or back pain 
reliever). Still, where magne-
sium has some ongoing, even 
more interesting evidence is 
that it could reduce the risk of 

justed hazard ratios with 95%  
confidence interval (CI) of 
dementia associated with the 
use of ADT compared with 
nonuse. ADT exposure was 
lagged by one year to ac-
count for delays associated 
with the diagnosis of demen-
tia and to minimize reverse 
causality. Secondary analyses 
assessed whether the risk 
varied with cumulative dura-
tion of use and by ADT type. 

Results: During a mean 
(standard deviation) follow-
up of 4.3 (3.6) years, 799 
men were newly diagnosed 
with dementia (incidence, 
6.0; 95% CI, 5.6 to 6.4) per 
1,000 person-years. Com-
pared with nonuse, ADT use 
was not associated with an 
increased risk of dementia 
(incidence, 7.4 v 4.4 per 
1,000 person-years, respec-
tively; adjusted hazard ratio, 

1.02; 95% CI, 0.87 to 1.19). In 
secondary analyses, cumula-
tive duration of use (P for 
heterogeneity = 0.78) and no 
single type of ADT were asso-
ciated with an increased risk 
of dementia. 

Conclusion: In this popula-
tion-based study, the use of 
ADT was not associated with 
an increased risk of demen-
tia. Additional studies in dif-
ferent settings are needed to 
confirm these findings. 

Please consider making 

a tax-deductible  

donation that will help 

Us TOO provide  

support, education, and 

advocacy for the  

prostate cancer  

community at no charge.  

Visit www.ustoo.org to give 

the gift of HOPE.  
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yet, with further follow-up, 
benefit from early introduc-
tion of docetaxel may be-
come evident in the nonme-
tastatic subpopulation,” Yu 
and Lin wrote. “Regardless, it 
is now clear there is benefit 
to early docetaxel with ADT 
in men with PCa: The chal-
lenge is identifying patients 
in earlier disease states who 
have life-limiting PCa and are 
apt to benefit from early 
chemotherapy, rather than 
succumb to other competing 
causes of mortality.” 

The “Con” Side 
The authors of a counter-
point article acknowledged 
the data are encouraging, 
but pointed to inconsisten-
cies in the trials cited by Yu 
and Lin, and to other trials 
that showed improvement 
only in failure-free survival 
(FFS), not overall survival, 
with the addition of chemo-
therapy. STAMPEDE, GETUG-
12, and RTOG-0521 all en-
rolled large subgroups of 
men with nonmetastatic PCa. 
All three trials showed im-
provement in FFS, but sur-
vival data were inconsistent, 
noted Tomasz Beer, MD, 
Julie N. Graff, MD, and Joshi 
J. Alumkal, MD, of Oregon 
Health and Science Univer-
sity in Portland. 

GETUG-12 showed no sur-
vival benefit; STAMPEDE 
showed a benefit in a sub-
group of patients; and RTOG-
0521 showed an early sur-
vival benefit that appeared 
to be driven by nonprostate 
cancer deaths. Additionally, 
two other studies,  
VA CSP533 and SPCG12, 
showed no improvement in 
FFS among men with nonme-
tastatic PCa treated with 
chemotherapy alone, the 
counterpoint authors 
pointed out. 

“There is insufficient data at 
this time to support do-
cetaxel chemotherapy in the 
adjuvant or biochemical re-

currence settings,” Beer, 
Graff, and Alumkal asserted. 
“The recognized acute and 
long-term toxic effects of 
docetaxel must be taken into 
account as we weigh the 
uncertain benefits against 
known harms of chemother-
apy,” they added. Toxicity 
becomes an even more im-
portant consideration for 
men with earlier-stage dis-
ease, wherein 10- to 20-year 
survival is commonplace. 

In contrast to the uncertain 
benefits of chemotherapy in 
nonmetastatic PCa, systemic 
therapy with ADT has proven 
benefits in high-risk, clinically 
localized PCa, Beer, Graf, and 
Alumkal continued. “Multiple 
large, randomized trials have 
established an overall sur-
vival benefit for ADT in the 
adjuvant setting,” they 
wrote. “Conversely, at this 
time, it is premature to  
conclude that docetaxel 
treatment benefits men with 
high-risk localized PCa or 
biochemical recurrence.” 
However, they did not rule 
out the possibility of a future 
role for chemotherapy in 
earlier-stage PCa.  

At this year’s American 
Urological Association meet-
ing, Lin reported findings 
from a small clinical study of 
men with high-risk, localized 
PCa treated by radical 
prostatectomy. The addition 
of docetaxel to adjuvant ADT 
led to a 10-month improve-
ment in median FFS com-
pared with ADT alone. Al-
though this difference did not 
achieve statistical significance 
in the overall analysis,  
African-American men and 
patients with pathologic stage 
T3b disease derived statisti-
cally significant benefits.  

Following his presentation, 
Lin said chemotherapy “will 
come up in the discussion” of 
treatment options for the 
highest-risk men. 

MedPage Today 
15 November 2016 

Early Chemotherapy (Continued from page 1) 

or if missing, SEER 
(Surveillance, Epidemiology, 
and End Results ) registry data. 

All race/ethnic groups re-
ported considerable declines 
in scores for urinary inconti-
nence after RP compared with 
active surveillance. AA men 
reported a greater difference 
than did white men (adjusted 
difference-in-differences, 8.4 
points; p=0.01), but there was 
no significant difference in the 
change in EPIC bother scores 
between the groups. In addi-
tion, “No clinically significant 
racial variation was noted for 
the sexual, bowel, irritative 
voiding, or hormone do-
mains,” Dr. Tyson and col-
leagues write.  

“The interaction between 
treatment and race/ethnicity 
was modest overall,” Dr. Ty-
son stated, adding that race/
ethnicity was not as predictive 
of post-treatment function at 
one year as was treatment 
selection and baseline func-
tion. According to Dr. Tyson, 
this is very good news for mi-
nority communities.  

“The study demonstrated that 
among different races and 
ethnicities, there were no 
significant differences be-
tween outcomes,” said Dr. R. 
Jeffrey J. Karnes, a urology 
consultant at the Mayo Clinic 
in Rochester, MN, who was 
not involved in the research. 

He stated that it’s good to 
know there are no racial or 
ethnic disparities in the out-
comes of RPs. “It’s important 
to ensure that all patients 
receive equal care,” he said. 
“This is what we strive for.  

“Limitations included unmeas-
ured confounding, such as 
differential clinician experi-
ence, access to high-quality 
care, or pelvic floor rehabilita-
tion – factors could bias effect 
estimates,” Dr. Karnes said. 
According to Dr. Tyson, these 
were addressed by a compre-
hensive set of  
patient-level variables com-
bined with advanced model 
building to minimize the ef-
fects of confounding. 

“We also performed a sensi-
tivity analysis using propensity
-score adjustments, and 
noted no substantial differ-
ences in model outputs,” he 
said, and added that the 
CEASAR study data are 
uniquely equipped to investi-
gate joint associations be-
tween treatment effects and 
socioeconomic determinants 
of health outcomes. 

“They will eventually lay the 
groundwork for web-based 
patient-facing decision sup-
port tools,” Tyson said. 

Reuters Health 
29 November 2016 

Patient-Reported Outcomes (Continued from page 1) 

cancer aggressiveness. 

Now the same team found that the molecule may be used to 
target cancer therapies at tumor sites. “Using antibodies 
mounted with a toxic payload, we can exploit the fact that ag-
gressive prostate cancer cells have more NAALADL2,” Dr. Hayley 
Luxton, lead researcher with the university’s Molecular Diag-
nostics and Therapeutics Laboratory, said in a press release. 

Researchers linked the drug saporin, which induces cell death, 
to an antibody targeting the NAALADL2 protein. Working in a 
lab cell culture, they found that the antibody-drug conjugate 
killed cancer cells. “The next step is to further develop this for 
use in patients, which we hope can be done in a relatively 
short timeframe,” Luxton said. 

“This research was attractive to us as something that could 
potentially distinguish those so-called ‘pussy cat’ cancers from 

NAALADL2 Cancer Cell Target (Continued from page 2) 

(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, “Prostate Cancer…”  
Research into drug therapies 
for prostate cancer usually 
begins with advanced dis-
ease and if they are found to 
be beneficial then they are 
tested in earlier stages of 
disease. Unfortunately, just 
because a treatment im-
proves survival of men in one 
setting does not guarantee a 
similar benefit when used 
earlier. Such is the case with 
docetaxel chemotherapy.  

Recent studies found that 
men with newly diagnosed 
metastatic disease do signifi-
cantly better when it is com-
bined with ADT rather than 
giving it at the time the dis-
ease progresses. These re-
sults have led to even earlier 
testing of docetaxel, so far 
with mixed results. Although 
clinical improvement has 
occurred in some, improved 
survival, the gold standard, 
has not. Improved biochemi-
cal disease-free survival with 
a treatment does not guaran-
tee that it will improve over-
all survival. Treating before a 
survival benefit is known 
might be reasonable if drug 
cost and risk of side effects 
were low. However, do-
cetaxel can adversely affect a 
man’s quality of life and for 
that reason using it without a 
clear survival advantage is 
not in a patient’s best inter-
est at this time.  

The Bottom Line: In the in-
terest of good medicine 
(above all else, do no harm) 
it is premature to recom-
mend docetaxel in men with 
non-metastatic disease until 
improved survival is clearly 
shown in randomized trials. 

P1, “Patient-Reported…” The 
standard of care for doctors 
when counseling men about 
treatment options is to pro-
vide an estimate of the odds 

of developing good and bad 
outcomes. Without such in-
formation, patients cannot 
make an informed choice. 
Unfortunately, not enough 
doctors do this, in part be-
cause they do not ask their 
patients to complete vali-
dated surveys to accumulate 
this information. Instead, 
they may tell patients pub-
lished results by experts; 
however there is no guaran-
tee that an individual doctor 
would have the same results. 
Another complicating factor 
is race; are the side effects 
the same for African-
Americans as they are for 
other races? The report by 
Tyson, et al. addresses this 
issue. Although not based on 
a randomized trial, the results 
are somewhat reassuring that 
African-American men had a 
similar overall quality of life 
compared to other ethnic 
groups. Now we need more 
information to see how well 
the cancer is controlled for 
each group.   

The Bottom Line: African-
American men appear to 
have similar side effects and 
quality of life after localized 
therapy compared to other 
ethnic groups. 

P2, “A State-Wide…” As con-
cerns over health care costs 
rise, opportunities for be-
coming more cost effective 
are clearly needed. Over-
testing has long been a prob-
lem throughout our society, 
and proper use of imaging in 
men with prostate cancer is a 
good example. Bone and CAT 
scans are done to determine 
if cancer has spread, which 
would mean that local ther-
apy may not be indicated. In 
the 1980’s and 1990’s, most 
men would have these tests; 
however, as more informa-
tion became available it has 
been possible to identify 

groups of patients with a 
very low likelihood of having 
metastatic disease. For these 
men, doing these tests 
makes little sense and drives 
up costs. The State of Michi-
gan deserves great credit for 
their initiative which success-
fully improved the proper 
use of these tests. Doing so 
resulted in a 50% drop in the 
inappropriate use of these 
tests. There is still an oppor-
tunity for further gains. Nev-
ertheless, a similar effort 
should be undertaken in 
other states or by the AUA. It 
is really a win-win opportu-
nity; men avoid unnecessary 
tests and expense and the 
need for additional follow-up 
testing, and health care costs 
are reduced. Since the risk of 
metastases in these patients 
is not zero, some men may 
think that everything should 
be done to find even that 
one person out of 100 who 
may have metastases. The 
explanation for this practice 
is a balance of the risks and 
benefits. These tests are not 
100% accurate so, regardless 
of who gets tested, some 
sites of metastatic disease 
will be missed. Since the 
odds of finding metastatic 
disease are less than 2-3% in 
these low-risk men and the 
false negative rate of the 
tests is about the same, do-
ing the tests is simply not 
worthwhile.   

The Bottom Line: A broad 
initiative to educate doctors 
about the optimal use of 
bone scans and CAT scans in 
men with clinically localized 
prostate cancer can reduce 
the improper use of these 
tests.   

P2, “Do Black Non-Hispanic…” 
One of the more important 
discoveries about PSA for 
detecting prostate cancer is 
that no PSA level is “normal” 

meaning no PSA level guar-
antees the absence of pros-
tate cancer. Even when the 
PSA is only 1 ng/mL, about 
8% of men will have a posi-
tive biopsy. Generally, a deci-
sion to do a biopsy occurs 
when the PSA is higher than 
2.5 ng/mL, although that is 
not a universal belief and 
arguments can be made to 
wait until it is higher. One 
question is whether the trig-
ger for biopsy for African-
American men should be 
different than for Cauca-
sians? The report by Kry-
venko, et al. provides some 
information regarding this 
question. They found that 
Gleason 3+3 cancer produces 
less PSA in African-American 
men. Based on this result, 
they are suggesting that a 
lower threshold for biopsy be 
used in this ethnic group. 
Although this finding is inter-
esting, an analysis of the 
benefit of following their 
recommendation requires 
more information. For exam-
ple, if a threshold for biopsy 
in Caucasian men is 2.5 ng/
mL, how much lower should 
it be for AA men?  Secondly, 
failing to find as many Glea-
son 3+3 cancers is not neces-
sarily a bad thing since few of 
them will ever become a 
problem and risk getting  
over-treated. Lastly, we also 
need to see a comparable 
evaluation for higher Gleason 
scores to know how to apply 
this when deciding on a bi-
opsy. 

The Bottom Line: More in-
formation is needed to know 
if a different PSA level should 
be used to trigger a biopsy in 
African-American men and 
what that level should be. 

P3, “Androgen Deprivation…” 
Years after LHRH agonists 

(Continued on page 8) 

http://www.prostatevideos.com/
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started by examining samples 
from prostate cancer patients 
treated at the University 
Medical Centre Utrecht in the 
Netherlands. Consistent with 
other cancers, researchers 
found that higher expression 
of DDX3 meant more aggres-
sive cancer. This was ob-
served in cell cultures; of the 
23 samples with a Gleason 
score higher than seven, 
eight had high levels of DDX3. 

When the researchers used 
genetic approaches to halt 
DDX3 expression in prostate 
cancer cell lines that highly 
expressed this protein, they 

cers, including breast, lung, 
colorectal, and prostate can-
cer, with higher levels of this 
protein corresponding to 
more aggressive cancers. 
Inhibiting this protein with 
RK-33, a molecule developed 
by the researchers that binds 
to a region of DDX3 required 
for its activity, impaired the 
growth of lung and other 
cancer cells and seemed to 
function as a radiosensitizer. 

In the current study, re-
searchers sought to assess if 
blocking DDX3 could also 
make prostate cancer cells 
more sensitive to RT. They 

Novel Molecule Combined with Radiation Kills Cancer Cells (Continued from page 1) 
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found their growth was re-
duced by half compared to 
cells expressing high levels of 
DDX3. Importantly, when the 
DDX3 inhibitor RK-33 was 
used in animal models, the 
investigators found that it 
not only reduced tumor cell 
proliferation, it also worked 
synergistically with RT, killing 
up to four times more cancer 
cells than RT alone. 

Given that no toxicity was 
observed in mice treated 
with RK-33, the researchers 
believe this drug could be a 
promising treatment ap-
proach for men with cancers 
that express high levels of 
DDX3, increasing the effec-
tiveness of RT at lower doses 
than currently used. 

“A lot of work must be done 
to develop this into a chemo-
therapy drug,” Raman said. 
“But based on our findings, 
we think it could fill an un-
met need in making the most 
common treatment for pros-
tate cancer more effective.” 

Prostate Cancer News Today 
11 November 2016 

the ‘tigers.’ We’re very excited by the potential shown and look 
forward to further findings,” said Louise de Winter, CEO of The 
Urology Foundation. 

“When it comes to aggressiveness, prostate cancer can either 
be slow-growing or much faster to grow and spread. And there 
is an urgent need to find better treatments for the more ag-
gressive version of the disease,” said Dr. Chris Parker, chair of 
the Prostate Cancer Clinical Studies Group at the NCRI. 
“Interestingly, this study shows that the very marker that indi-
cates a prostate tumour may be more aggressive, could also be 
the key to its downfall.” 

Prostate Cancer News Today, 14 November 2016 

NAALADL2 Cancer Cell Target (Continued from page 4) 

were first administered to 
patients the list of side effects 
has expanded, including a de-
crease in cognitive function. 
More recently, studies have 
suggested a possible increase 
in the risk of Alzheimer’s and 
dementia. The study by Khos-
row-Khavar, et al. evaluated 
the incidence in men with 
prostate cancer and found no 
significant difference for those 
on ADT compared to men not 
receiving this therapy. One 
limitation is that the study has 
a relatively short follow-up, so 
longer follow-up may be 
needed. 

The Bottom Line: At this time, 
men receiving ADT do not ap-
pear to have an added risk of 
dementia, at least during the 
relatively short follow-up in 
this study. 

The Bottom Line 

(Continued from page 7) 
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