
 

In the phase III E3805 trial reported in The New England Journal 

of Medicine, Sweeney et al found that chemohormonal therapy 

with docetaxel plus androgen-deprivation therapy (ADT) pro-

duced a significant 13.6-month increase in median overall sur-

vival (OS) vs. ADT alone in men with metastatic prostate cancer. 

In this open-label trial, 790 men were randomly assigned be-

tween July 2006 and December 2012 to receive standard ADT 

alone (n = 393) or combined with docetaxel 75 mg/m
2
 every 

three weeks for six cycles (n = 397).  

Stra1fica1on factors included age, Eastern Coopera1ve Oncolo-

gy Group (ECOG) performance status, planned use of combined 

ADT for more than 30 days, use of zoledronic acid or denosum-

ab (Xgeva®), dura1on of prior adjuvant ADT, and high volume 

(visceral metastases or four or more bone lesions with at least 

one beyond the vertebral bodies and pelvis) vs. low volume of 

metasta1c disease. Men were enrolled by ECOG-ACRIN, South-

west Oncology Group, Alliance for Clinical Trials in Oncology, 

and NRG Oncology. The primary endpoint was OS. 

The ADT plus docetaxel and ADT alone groups were generally 

balanced for age (median 64 and 63 years), race (87% and 84% 

white, 10% and 9% black), ECOG performance status (0 for 70% 

and 69%, 1 for 29% in both), metastasis volume (high in 66% 

and 64%), visceral metastases (14% and 17%), Gleason score (7 

in 24% and 21%, 8–10 in 61% and 62%), median PSA level (50.9 

(Con�nued on page 6) 

Purpose: To assess changes 

of prostate-specific an1gen 

(PSA) tes1ng following recent 

US Preven1ve Services Task 

Force (USPSTF) prostate can-

cer screening recommenda-

1ons using 2005 to 2013 Na-

1onal Health Interview Sur-

vey data. 

Methods: We calculated the 

percentage of PSA tes1ng 

among men ≥40 years by age 

group and age-adjusted race 

for each survey year. Differ-

ences between years were 

assessed with linear con-

trasts aFer combining all 

years’ data. 
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Results: The overall percent-

age of PSA tes1ng was high-

est in 2008 and decreased 

significantly in 2013. Com-

pared with 2008, each age 

group had significantly lower 

screening percentages in 

2013, especially men ≥75 

years old (−14.0% points; P < 

0.001). Both men aged 50 to 

74 and men aged ≥75 had 

significantly lower percent-

ages in 2013 than in 2010. 

For white and black men, the 

PSA tes1ng percentages 

were highest in 2008 and 

decreased significantly in 

(Con�nued on page 3) 

Circumcised Men Might Have Lower Risk of Prostate Cancer 
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Male circumcision might 

offer some protec1on 

against prostate cancer, re-

searchers suggest. “Previous 

reports on associations be-

tween male circumcision and 

prostate cancer have not 

been in agreement,” Dr. Noel 

Pabalan from Angeles Univer-

sity Foundation in Angeles 

City, Philippines, stated. “We 

sought to resolve discrepant 

results from primary studies 

by applying meta-analysis to 

statistically determine this 

association, to a obtain a 

more precise estimate.” 

The study, online July 28 in 

Prostate Cancer and Prostatic 

Disease, included seven case-

control studies involving 

8,633 men that tested the 

association between prostate 

cancer and circumcision. The 

studies were conducted in 

the U.S., Canada and England. 

All but two studies reported 

a reduced risk of prostate 

cancer in circumcised men, 

although the difference was 

sta1s1cally significant in only 

three. Overall, there was a 

small (12%) nonsignificant 

reduced risk of prostate can-

cer in circumcised men. But 

nonsignificance and hetero-

geneity were “erased” when 

the overall effect was sub-

jected to outlier treatment 

and three studies omiNed 

(odds ra1o, 0.90; p=0.04), 

they report. 

“This was also sta1s1cally 

significant up to 17% in our 

post-PSA tested subgroup, 

among men over 40 years of 

age and among blacks,” Dr. 

Pabalan told Reuters Health. 

“Stability of the reduced risks 

observed in key subgroups 

suggests that the protec1ve 

feature of circumcision sta-

tus against PCa is best seen 

in the context of the post-

PSA tes1ng and popula1on-

based studies as well as in 

the black race subgroup,” he 

and his colleagues note in 

their paper. 

(Con�nued on page 3) 

Decrease in Prostate Cancer Testing Following 
the US Preventive Services Task Force 
(USPSTF) Recommendations 

Li J, Berkowitz Z, Hall IJ 

J Am Board Fam Med 2015; 28: 491–493 

Addition of Docetaxel to Androgen-
Deprivation Therapy Improves Survival in 
Metastatic Prostate Cancer 
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por1ng such treatment in 

men with greater disease 

severity.” 

Inves1gators iden1fied 

360,142 men with prostate 

cancer reported to the Na-

1onal Cancer Data Base 

(NCDB) between 2004 and 

2006. Men receiving EBRT 

with or without androgen-

depriva1on therapy (ADT) 

were included in the analysis. 

Each of the low-, intermedi-

ate-, and high-risk groups 

were separated into men 

who had received EBRT at a 

dose of less than 75.6 Gy and 

those who received EBRT at a 

dose of 75.6 Gy or greater. 

As the authors note, the dose 

of 75.6 Gy was chosen as a 

cut-off point to reflect the 

division between high- and 

low-dose arms of random-

ized clinical trials of EBRT in 

prostate cancer. 

The median follow-up for 

surviving men was 85 to 86 

months for all risk cohorts. 

For the low-risk cohort, in-

cremental increases in dose 

were not associated with a 

survival difference, the au-

thors note. However, for the 

intermediate-risk cohort, 

every ~ 2-Gy dose increase 

was associated with a 7.8% 

reduc1on in the hazard of 

death (IPW-PS HR, 0.92, 95% 

CI: 0.90-0.95; P <0.001). 

For men in the high-risk 

group, every approximate 2-

Gy increase in dose was asso-

ciated with a 6.3% reduc1on 

in the hazard of death (HR, 

0.94, 95% CI: 0.91-0.97; P 

<0.001). Furthermore, dose 

categories of ≥ 81 Gy were 

each associated with a sta1s-

1cally significant improve-

ment in survival compared 

with 70.2 Gy, the inves1ga-

tors added. 

The authors acknowledge 

their study has limita1ons. 

(Con�nued on page 4) 

Dose-escalated external 

beam radia1on treatment 

(EBRT) ≥75.6 Gy is associated 

with improved overall surviv-

al (OS) in men with interme-

diate- and high-risk prostate 

cancer although not in men 

with low-risk disease, a retro-

spec1ve compara1ve effec-

1veness study suggested. 

In a cohort of 12,229, 16,714, 

and 13,538 men with low-, 

intermediate- and high-risk 

prostate cancer, respec1vely, 

inves1gators found that dose

-escalated EBRT was associ-

ated with a sta1s1cally sig-

nificant 16% decreased haz-

ard of death at an inverse 

probability weight propensity 

score (IPW-PS) adjusted haz-

ard ra1o (HR) of 0.84 (95% 

CI: 0.80-0.88; P <0.001) for 

men with intermediate-risk 

prostate cancer compared 

with pa1ents who received 

standard-dose EBRT. 

Among men with high-risk 

disease, dose-escalated EBRT 

was associated with a sta1s-

1cally significant decreased 

hazard of death (IPW-PS ad-

justed HR, 0.82, 95% CI: 0.78-

0.85; P <0.001) compared 

with standard-dose EBRT. 

In contrast, the associa1on 

between dose-escalated 

EBRT and reduced hazard of 

death was not significant in 

men with low-risk disease 

(IPW-PS adjusted HR, 0.98, 

95% CI: 0.92-1.05; P = 0.54). 

“Our findings are concordant 

with the growing literature 

that most men with low-risk 

prostate cancer have excel-

lent survival without radical 

treatment,” Anusha Kalbasi, 

MD, Hospital of the Universi-

ty of Pennsylvania, Philadel-

phia, and colleagues wrote in 

JAMA Oncology. “And our 

results add to the body of 

evidence ques1oning aggres-

sive local treatment strate-

gies in men with low-risk 

prostate cancer but sup-

New Data on Prostate 
Cancer, Salvage Radi-
otherapy & Survival 

Men experiencing biochemi-

cal failure (BCF) – defined as 

an increased PSA level after 

radical prostatectomy (RP) for 

prostate cancer – often re-

ceive salvage radiotherapy 

(SRT) for disease control and 

to prevent metastatic spread. 

However, despite SRT, some 

men s1ll exhibit BCF. Now, a 

long-term, single-center 

study, published online July 

9
th

 in the American Journal of 

Clinical Oncology, demon-

strated that outcomes for 61 

men who experienced BCR 

aFer surgery, including a 

subset of 34 men who expe-

rienced failure twice (once 

aFer surgery and once aFer 

SRT), are robust. 

The median overall survival 

(OS) was 13.6 years for the 

men in the study who had 

two BCRs and 14.7 years for 

the men who had just the 

one BCR aFer RP, report the 

authors, led by D. Nathan 

Kim, MD, PhD, from Texas 

Oncology in Waco. Further-

more, the 10-year prostate-

cancer-specific, metastasis-

free, and castra1on-resistant

-free survival (from the 1me 

of PSA failure aFer SRT) rates 

were all in excess of 70% for 

the men who had two BCRs. 

The analysis involved 61 men 

treated at the University of 

Texas Southwestern Medical 

Center in Dallas from 1992 to 

2000 who underwent SRT 

following BCR aFer RP. BCR 

post-RP was defined as a 

persistently detectable PSA 

level of ≥0.05 ng/mL or two 

consecu1ve PSA increases 

≥0.1 ng/mL that triggered 

ini1a1on of SRT. Failure of 

SRT was defined as a single 

increase in PSA ≥2 ng/mL 

from nadir levels, two con-

secu1ve PSA increases ≥0.2 

ng/mL, ini1a1on of salvage 

treatment, or clinical disease 

recurrence. 

(Con�nued on page 5) 

EBRT Defeats High-Risk Prostate Cancer 

But Dose-Escalated RT Doesn’t Do Much for Low-Risk Disease 

PAGE 2       



 

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

Bo7om Line:  

A major two-year random-

ized, double-blind, placebo-

controlled trial of vitamin D 

supplementa1on in post-

menopausal women failed to 

show a benefit compared to 

regular exercise,
1
 and a ma-

jor one-year U.S. randomized 

trial of vitamin D supplemen-

ta1on in postmenopausal 

women failed to show a ben-

efit when taking mega-doses 

(50.000 IU twice monthly) vs. 

smaller dosages (800 IU dai-

ly).
2
  BAM! OUCH! YIKES! 

 

Over decades, there is one 

point about prostate cancer 

research that continues to 

make me crazier than a three

-dollar bill – that’s the lack of 

attention, at times, paid to 

the world of research outside 

of prostate cancer.  This 

“other world” often holds 

clues as to what we should 

and should not be studying in 

prostate cancer, especially 

when it comes to lifestyle 

changes and supplements.  

Doc Moyad’s What Works & What is Worthless Column, Also Known As “No Bogus Science” Column –  

“Vitamin D Outside of Prostate Cancer Is Getting Ugly!” 

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 informa1on 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 Interna1onal. 

For example, it is cri1cal to 

focus on weight loss, healthy 

cholesterol, blood glucose, 

blood pressure… not just 

because some of these things 

could prevent or assist in the 

fight against prostate diseas-

es, but because we know 

they can increase the odds, 

more than most things, of a 

person living beNer and long-

er. And, this is why the push 

by some “experts” and pa-

1ents to take mega-doses of 

vitamin D for prostate cancer 

is beginning to worry me 

more than a long-tail cat in a 

room full of rocking chairs!   

Research outside of prostate 

cancer con1nues to show 

that vitamin D, although im-

portant, is really weak and 

embellished. Un1l someone 

shows strong research that 

more is be#er, then I am 

s1cking with less is more.   

Two recent MAJOR CLINICAL 

trials in women highlight this 

fact. One two-year random-

ized trial essen1ally showed 

2013. Only white men had a 

significantly lower percent-

age in 2013 than in 2010. 

Conclusions: Significant de-

clines in PSA testing from 

2008 to 2013 in men ≥75 

years old may reflect the im-

pact of the 2008 USPSTF rec-

ommendations. While the 

cause of the decreases in PSA 

testing between 2010 and 

2013 among men aged 50 to 

74 years old and white men is 

unknown, the decreases may 

suggest the early effects of 

the 2012 recommendations. 

PSA Testing Declines 
(Continued from page 1) 

that exercise (just twice a 

week on average) improved 

muscle strength and balance 

in older women (70-80 years 

old) and reduced the rate of 

falls and injuries by more 

than 50%. Importantly, add-

ing vitamin D supplementa-

1on did not provide any ma-

jor benefit to exercise alone.
1
  

The second major trial was 

conducted in the U.S. and 

also included postmenopau-

sal women (average age 61). 

Results showed that mega-

doses of vitamin D taken for 

one year did NOT work 

beNer than low daily doses 

of vitamin D for improving 

bone mineral density, muscle 

func1on, muscle mass, or 

falls!
2
 Oh, and the average 

individual in this trial had a 

BMI of 30-31 (obese – this is 

my bigger concern – not vita-

min D). Vitamin D content in 

most mul1vitamins has been 

increased to 800-1000 IU per 

dose. It is also being added 

to all types of foods and bev-

erages, so many folks are no 

WWW.INSPIRE.COM 
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The fact that all studies in-

cluded in the analysis were 

retrospective is a limitation, 

they point out. “We found no 

report of a prospective cohort 

study,” they say. “A further 

limitation is that in all these 

studies circumcision was 

based on self-report rather 

than medical examinations 

and therefore misclassifica-

longer vitamin D-deficient.  

So be very, very careful be-

cause we could wake up one 

day and realize that mega-

dosing on vitamin D actually 

increases the risk of prostate 

problems!  

If you think I am being overly 

pessimis1c, please study the 

history of selenium and vita-

min E in prostate cancer!  

BAM! OUCH! YIKES! 

References:  

1. Uusi-Rasi K, Pa1l R, Ka-

rinkanta S, et al. Exercise 

and vitamin D in fall pre-

ven1on among older 

women: a randomized 

clinical trial. JAMA Intern 

Med 2015; 175: 703-711. 

2. Hansen KE, Johnson RE, 

Chambers KR, et al. Treat-

ment of Vitamin D Insuffi-

ciency in Postmenopausal 

Women: A Randomized 

Clinical Trial. JAMA Intern 

Med 3 August 2015 [Epub]. 

Circumcision and Risk of Prostate Cancer 
(Continued from page 1) 

tion of exposure could occur.” 

Despite these limita1ons, 

this is the first meta-analysis 

addressing the associa1on of 

circumcision status with the 

occurrence of prostate can-

cer, the authors write. 

If the lower risk of prostate 

cancer with circumcision is 

mediated by a reduced risk of 

sexually transmitted infec-

tions and prostate infection/

inflammation, “then the tim-

ing of circumcision is im-

portant and needs to precede 

sexual activity,” they say. 

Reuters Health Informa�on 

10 August 2015 
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ing that period, more than 15 

million men, age ≥40, were 

covered by the insurer. 

Investigators identified 7,643 

men who had an episode of 

VTE (deep vein thrombosis or 

pulmonary embolism) and 

also received at least one 

prescription for an anticoagu-

lant or a vena cava filter with-

in 60 days of VTE diagnosis. 

Each patient with a VTE was 

matched with three control 

patients who did not develop 

VTE during the study period. 

Testosterone exposure was 

defined as at least one day of 

overlap between the most 

recent prescrip1on period 

and the 15-day window prior 

to the VTE. Inves1gators in-

cluded all doses and formula-

1ons of testosterone. 

The primary analysis showed 

that exposure to testos-

terone within 15 days of a 

VTE was associated with an 

odds ra1o for VTE of 0.90 vs. 

men in the control group 

(95% CI 0.73-1.12). Analysis 

of VTE risk by route of testos-

terone administra1on yield-

ed ORs of 0.80 to 1.15 vs. 

controls, all of which were 

not sta1s1cally significant. 

Use of poten1ally confound-

ing drugs (prothrombo1c 

steroids, megestrol acetate, 

nonsteroidal an1-

inflammatory drugs, or an-

1platelet agents) did not 

change the main results. 

Results for all analyses were 

similar for exposure windows 

of 15, 30, and 60 days. 

Acknowledging limitations of 

the study, the authors noted 

that they excluded men who 

received anticoagulants in the 

three months prior to VTE or 

who had a VTE within the 

previous 12 months. Addition-

ally, the analysis was based 

on receipt of a prescription 

for testosterone, not proof 

that the therapy was used. 

First, we cannot establish a 

causal rela1onship between 

dose-escalated EBRT and OS 

based on our observa1onal 

cohort, they cau1on. Second-

ly, even aFer tradi1onal re-

gression and propensity 

score methods, they cannot 

rule out residual bias from 

unknown variables. Thirdly, 

the NCDB does not record 

data on ADT dura1on nor 

treatment toxic effects and 

NCDB EBRT dose records are 

subject to heterogeneity as 

the dose prescribed by radia-

1on oncologists can vary 

considerably.  

Lastly, the NCDB collects da-

ta only from Commission on 

Cancer-approved facili1es. 

Thus our results are general-

izable to pa1ents treated at 

facili1es that tend to be larg-

er and urban, the inves1ga-

tors acknowledged. 

In an accompanying editorial, 

Phillip Gray, MD, and Antho-

ny Zietman, MD, Harvard 

Medical School, Boston, ob-

serve that the lack of benefit 

seen in men with low-risk 

disease is “hardly surprising” 

because the risk of cancer-

specific death in this pa1ent 

group is already very low. 

“Indeed, moun1ng evidence 

suggests that for many, if not 

most, low-risk pa1ents, the 

most appropriate dose of 

radia1on may in fact be 0 

Gy,” they state. 

Conversely, for men with 

more aggressive disease, 

death from prostate cancer is 

of significant concern. “In 

such men, local failure is 

strongly associated with later 

cancer-related death,” Gray 

and Zietman observe. “And it 

is these men who stand to 

derive the most benefit from 

intensifica1on of therapy.” 

MedPage Today 

19 July 2015 

Testosterone replacement 

therapy (TRT) did not in-

crease the risk of venous 

thromboembolism (VTE), 

irrespective of the route of 

administration or exposure 

window, a large retrospective 

case-control study showed. 

Expanding the testosterone 

exposure window 30 or 60 

days also did not significantly 

affect the risk of VTE, Jacques 

Baillargeon, PhD, of the Uni-

versity of Texas Medical 

Branch at Galveston, and 

colleagues reported online in 

Mayo Clinic Proceedings. 

It is biologically possible for 

an association between VTE 

and testosterone use to exist, 

Baillargeon and colleagues 

acknowledged. TRT increases 

hematocrit, blood viscosity, 

platelet aggregation, and the 

risk of polycythemia. Some 

case series have documented 

VTE in TRT-treated patients 

with familial and acquired 

thrombophilia. 

“There are many men with 

clearly defined hypogonad-

ism who may be afraid to 

take testosterone therapy, 

and there may be physicians 

who are reluctant to pre-

scribe testosterone therapy 

based on past evidence,” 

Baillargeon told MedPage 

Today. “It’s important to 

acknowledge that for men 

who are truly hypogonadal, 

there are clear risks to not 

taking testosterone therapy. 

These men may be at in-

creased risk for osteoporosis, 

sexual dysfunc1on, increased 

adiposity, decrease in lean 

muscle mass, and possible 

metabolic syndrome and 

cardiovascular disease.” 

To help resolve conflic1ng 

evidence and inform clinical 

decision-making, Baillargeon 

and colleagues conducted a 

case-control study, using 

2007 to 2012 data from a 

large US health insurer. Dur-
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EBRT Defeats High-Risk Prostate Cancer 
(Continued from page 2) 

No Risk of Venous Thromboembolism Seen With Testosterone Therapy 

Findings May Help Men Make Benefit-Risk Assessment When Deciding Whether to Treat Testosterone Deficiency. 

Poten1al inaccuracies inher-

ent to relying on ICD-9 codes 

to iden1fy VTE might also 

have influenced the results. 

“Though not definitive, the 

study addresses some of the 

shortcomings of existing data 

on the topic and provides 

reassurance to men and clini-

cians,” said Alex W. Pastuszak, 

MD, PhD, of Baylor College of 

Medicine in Houston. 

“Prior studies looking at this 

relationships were small or 

did not adjust for confound-

ing variables, such as the use 

of prothrombotic drugs, 

which the Baillargeon study 

does control for,” said Pas-

tuszak. What the current 

study adds to the existing 

body of work is a large sample 

size with rigorously selected 

data, which provide a more 

accurate picture of the rela-

tionship between VTE and 

testosterone use. 

“The findings of this study fly 

directly against the recent 

FDA mandated changes to 

testosterone drug labels re-

garding a poten1al increased 

risk of VTE, with good retro-

spec1ve data across a very 

large sample size,” added 

Pastuszak. The authors 

acknowledge the numerous 

limita1on of the study, and 

the only defini1ve way to 

truly determine a possible 

rela1onship would be to per-

form a prospec1ve, con-

trolled study. 

“No one has directly exam-

ined the anti-inflammatory 

properties of testosterone, 

which might lower the risk of 

thrombosis, Pastuszak added. 

MedPage Today, 

4 August 2015 
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At 10 years, OS was 67%, 

freedom from PSA failure 

was 33%, prostate-cancer-

specific survival was 84%, 

and distant metastases-free 

survival was 84% for the men 

who failed SRT. Pathologic T-

stage, Gleason score, seminal 

vesicle involvement, and pre-

SRT PSA were associated 

with freedom from PSA fail-

ure. For pa1ents who failed 

SRT, the median 1me to BCR 

aFer SRT was 30 months. A 

total of 19 pa1ents (68%) 

received androgen-

depriva1on therapy. 

Early SRT failure correlated 

with a significant decrease in 

distant metastases-free sur-

vival and prostate-cancer-

specific survival. Ten-year 

distant metastases-free sur-

vival from SRT was 43% 

(recurrence at one year or 

sooner) vs. 91% (recurrence 

at one year or beyond). 

The new retrospec1ve data 

might be of service to clini-

cians in discussions with  

anxious pa1ents because 

there is a “paucity” of pro-

spec1ve data about this clini-

cal scenario, the authors say. 

This study has one of the 

longest follow-up periods in 

the medical literature. Medi-

an follow-up was 126 months 

aFer SRT and 112 months 

aFer SRT failure. Most stud-

ies have a median follow-up 

< 90 months aFer SRT.  

Because of our long-term 

follow-up, we were able to 

make observa1ons in those 

men who recurred despite 

SRT, the authors write. 

Although their study was of a 

single group of men, and 

thus not compara1ve in any 

way, the authors observe 

that another study on natural 

history aFer PSA failure 

(PSAF) demonstrated that 

the median 1me to distant 

metastasis was eight years 

aFer PSA failure aFer RP 

The great hope in prostate 

cancer is for a test that would 

differen1ate between men 

with aggressive disease who 

need intensive treatment 

from those with mild forms 

of the disease, who may not 

need treatment. Much effort 

has gone into looking for ge-

ne1c markers that could do 

this, and now a team of re-

searchers from the UK says 

they have made a break-

through. They have iden1fied 

five dis1nct gene1c types of 

prostate cancer, and say that 

their classifica1on performs 

beNer than previously report-

ed gene1c signatures and 

that it is beNer at iden1fying 

the most aggressive cancers 

than established clinical 

measures such as PSA levels 

and Gleason score. 

For the study, the research-

ers studied a total of 482 1s-

sue samples from 259 men 

with primary prostate cancer, 

which included both prostate 

cancer 1ssue and benign 

prostate 1ssue. The findings 

were published online July 29 

in EBioMedicine. 

The work was carried out in 

two steps. In the first step, 

the team analyzed tumor 

samples from 156 men who 

had undergone radical pros-

tatectomy (RP) in Cambridge. 

They then confirmed their 

findings in another group 103 

men who had RPs in Sweden. 

The team used a combined 

approach of looking both for 

abnormal chromosomes 

(copy-number altera1ons) 

and measuring gene ac1vity 

(messenger RNA levels), and 

developed a refined 100-

gene signature that showed 

five dis1nct paNerns of ge-

nomic ac1vity, as follows: 

� One group of men had 

many DNA dele1ons and 

consequently low ac1vity 

of certain genes. 

� Another group had high 

amounts of DNA repe1-

1on, which resulted in in-

Salvage Radiation Therapy and Survival 
(Continued from page 2) 

creased ac1vity of specific 

genes. 

� Two more groups had very 

few copy-number altera-

tions or changes in activity. 

� The fiFh group had some 

– but not too many – copy

-number altera1ons. 

Next, the team traced the 

later medical history for both 

sets of men. They found that 

men in the subgroups with 

greater numbers of gene 

changes were more likely to 

relapse, compared with men 

who had fewer changes. 

Dr. Lamb says that these 

gene signatures could be 

used alongside clinical tests 

to provide a more accurate 

idea of prognosis. “By com-

bining the molecular infor-

ma1on provided by this gene 

signature with exis1ng clini-

cal informa1on, doctors 

might be able to iden1fy 

those most at risk of relapse 

and treat them accordingly. 

For example, if a man had a 

low Gleason score but high 

levels of gene1c altera1on, 

he would be considered to 

be at a moderate- to high-

risk of relapse,” he explained. 

Dr. Lamb also discussed sev-

eral caveats to the findings in 

the blog. The hope is that 

these findings will help to 

guide treatment at diagnosis, 

and for that analyses would 

be done on 1ssue samples 

taken from diagnos1c biop-

sies, as opposed to RP sam-

ples used in this study. There 

are ques1ons whether the 

diagnos1c biopsy would pro-

vide enough 1ssue to per-

form this gene1c analysis, 

and there is also the issue of 

tumor heterogeneity, alt-

hough new techniques such 

as MRI-guided targeted biop-

sy could help to ensure that 

the biopsy represents the 

majority of cancer cells in the 

tumor, he suggested. 

However, approached for 
(Con�nued on page 8) 
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(without SRT), and roughly 

one in three pa1ents devel-

oped distant metastases 

within five years without RT. 

“Pa1ents with pathologic T3 

disease or posi1ve margins 

are candidates for post-RP 

RT,” said Colleen A.F. Law-

ton, MD, past chair of the 

American Society for Radia-

1on Oncology (ASTRO) board 

of directors, who was not 

involved in the study. This 

recommenda1on is based on 

the American Urological As-

socia1on/ASTRO guidelines 

on the use of adjuvant RT 

(ART) and SRT aFer RP, 

which is endorsed by the 

American Society of Clinical 

Oncology. 

“Men with pathologic T3a 

disease should see a radia-

1on oncologist and discuss 

whether they are candidates 

for ART or SRT,” Dr. Lawton 

said. “The issue is that many 

men do not consult with a 

radia1on oncologist. She said 

that the new study findings 

do not challenge the guide-

lines, sta1ng “The study pro-

vides food for thought, but is 

not prac1ce-changing.” 

The decision of whether to 

use ART or SRT remains an 

area of ac1ve debate, and 

prospec1ve randomized tri-

als are currently underway to 

aNempt to answer this ques-

1on, the authors stated. The 

authors were referring to the 

RAVES trial (NCT00860652), 

which is a phase III study 

inves1ga1ng the 1ming of RT 

for high-risk prostate cancer. 

The study begs the ques1on 

of whether PSAF is an im-

portant surrogate for clinical 

care in prostate cancer. Dr. 

Lawton indicated that it is an 

important surrogate; howev-

er, there is no absolute proof 

about its being associated 

with survival. 

Medscape Medical News 

10 August 2015 
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months in 27.7% vs. 16.8% of 

pa1ents (P < 0.001). 

AFer progression, 54 men in 

the combina1on group and 

137 men in the ADT–alone 

group received docetaxel, 57 

and 37 received cabazitaxel 

(Jevtana®), and 29 and 27 

received mitoxantrone or 

pla1num chemotherapy. 

Other treatments included 

abiraterone, enzalutamide, 

sipuleucel-T and radiothera-

py. Overall, 150 and 187 men 

received at least one agent 

shown to prolong OS in met-

asta1c CRPC in the combina-

1on and ADT-alone groups, 

respec1vely. 

Among men in the combina-

tion group, 16.7% had grade 3 

and 12.6 had grade 4 adverse 

events. The most common 

grade 3 adverse events were 

fatigue, febrile neutropenia 

and neutropenia. The most 

common grade 4 events were 

neutropenia and febrile neu-

tropenia. Grade 3 sensory 

neuropathy or motor neurop-

athy occurred in 0.5%. Grade 

3 or 4 thromboembolism 

occurred in three pa1ents (< 

1%). One pa1ent (0.3%) died 

of sudden death, considered 

possibly related to docetaxel 

treatment. 

The investigators concluded: 

“[T]he combination of stand-

ard [ADT] and six cycles of 

docetaxel resulted in signifi-

cantly longer OS than that 

with standard [ADT] alone in 

men with hormone-sensitive 

metastatic prostate cancer. 

The clinical benefit at this 

early analysis was more pro-

nounced among patients with 

a higher burden of disease.” 

Content in this post has not 

been reviewed by the Ameri-

can Society of Clinical Oncol-

ogy, Inc. (ASCO®) and does 

not necessarily reflect the 

ideas and opinions of ASCO®. 

The ASCO Post 

11 August 2015 

and 52.1 ng/mL), prior treat-

ment (no local therapy in 

73% in both, radia1on in 7% 

and 8%, prostatectomy in 

20% and 19%), adjuvant ADT 

(4.5% and 4.1%), median 

1me from start of ADT to 

randomiza1on (1.2 and 1.3 

months), and no receipt of 

ADT before randomiza1on 

(13% in both). 

At a planned interim analysis 

in October 2013, 53% of 

planned full OS informa1on 

had been obtained, and pre-

specified criteria for signifi-

cance had been met. The 

current report includes data 

with a cutoff date for survival 

of December 23, 2013, repre-

sen1ng a median follow-up 

of 28.9 months. All other 

data reflect the data base as 

of December 23, 2014. 

Overall, 86% of men in the 

combina1on group complet-

ed six cycles of docetaxel. 

Median OS was 57.6 months 

in the ADT plus docetaxel 

group vs. 44.0 months in the 

ADT–alone group (hazard 

ra1o [HR] = 0.61, P < 0.001). 

Benefit was more pro-

nounced among men with 

high-volume disease, with a 

median OS of 49.2 vs. 32.2 

months (HR = 0.60, P < 

0.001). At the 1me of analy-

sis, median OS had not been 

reached among men with 

low-volume disease in either 

group (HR = 0.60, 95% confi-

dence interval = 0.32–1.13). 

A survival benefit of com-

bined treatment was detect-

ed in all analyzed subgroups. 

Median 1me to castra1on-

resistant prostate cancer 

(CRPC), i.e., biochemical, 

symptoma1c, or radiographic 

progression, was 20.2 vs. 

11.7 months (HR = 0.61, P < 

0.001), and median 1me to 

clinical progression was 33.0 

vs. 19.8 months (HR = 0.61, P 

< 0.001). PSA level < 0.2 ng/

mL was achieved at 12 

5,581 men in the study who 

had complete information 

available about the number of 

biopsy cores and percentage 

of positive cores. Investiga-

tors found factors significantly 

associated with upgrading on 

multivariate analysis were age 

> 60 years (adjusted odds 

ratio [AOR], 1.39), PSA > 5.0 

ng/mL (AOR, 1.28), and >25% 

positive cores (AOR, 1.76)  (P 

< 0.001 for all). The same 

three factors were also all 

significantly associated with 

an increase in stage, with 

respective AORs of 1.42, 1.44, 

and 2.26 (P < 0.001 for all). 

Among the 5,581 men, 60% 

of those with PSA levels of 

7.5 to 9.9 ng/mL and more 

than 2% posi1ve cores were 

upgraded. The findings sug-

gest that men with these 

specific risk factors might be 

good candidates for addi1on-

al studies before being fol-

lowed with AS. 

“When men think of AS, they 

might look at guidelines and 

think ‘I have low-risk prostate 

cancer, and so I’m fine with 

AS,’ and that might be true 

for many men,” Dr. Nguyen 

said. “But low-risk prostate 

cancers are not all the same, 

and what we identified here 

is a subset of low-risk men 

who have a very significant 

risk of harboring more ag-

gressive disease,” he added. 

These men should be consid-

ered for further tes1ng, such 

as advanced imaging, before 

being assigned to AS, the 

authors write. It would not 

be prudent to perform ad-

vanced imaging on all low-

risk pa1ents. However, our 

results propose clinical fea-

tures that could jus1fy fur-

ther evalua1on, they said. 

The authors cau1on, howev-

er, that the decision made to 

choose AS has been influ-

enced by a pa1ent’s comor-
(Con�nued on page 8) 

Clinicians can’t safely assume 

that a man with newly diag-

nosed, clinically low-risk 

prostate cancer is an auto-

ma1c candidate for ac1ve 

surveillance (AS), results of a 

large cohort study imply. 

Among more than 10,000 

men diagnosed with clinically 

low-risk prostate cancer in 

2010 and 2011, nearly half 

had tumor upgrades at the 

1me of radical prostatecto-

my (RP) and nearly one in 10 

had an increase in disease 

stage. Primary author Paul L. 

Nguyen, MD, and colleagues 

from Harvard Medical School 

and affiliated hospitals in 

Boston reported their find-

ings in the August issue of 

the Journal of Urology. 

Current criteria for AS gener-

ally consider insignificant 

disease to be a Gleason score 

≤ 6 and organ-confined dis-

ease. However, previous 

studies have also shown that 

these measures are not fool-

proof, the inves1gators note. 

To see whether they could 

iden1fy characteris1cs that 

might signal higher-risk sub-

groups among men with clin-

ically low-risk disease, the 

authors turned to the Sur-

veillance, Epidemiology, and 

End Results (SEER) database. 

They iden1fied 10,273 men 

for the final cohort. The men 

in the study all had newly 

diagnosed clinically low-risk 

disease (cT1c/T2a, PSA level 

<10 ng/mL, and a Gleason 

score/sum of 3+3=6). 

They found that 44% of men 

had disease upgraded at RP to 

Gleason score seven to 10. 

Most of these men (86%) had 

a Gleason pattern of 3+4=7, 

11% had 4+3=7, and 1.3% had 

Gleason scores of 8 to 10. A 

total of 992 men had a tumor 

stage increase at the time of 

RP, with 88.4% of this group 

restaged with T3a disease. 

There was also a subset of 

Addition of Docetaxel to ADT & Survival 
(Continued from page 1) 
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Doctor Chodak’s Bottom Line (Ref Key: ar�cle #, page #, column #)  

Gerald Chodak, MD, Author, Winning the Ba#le Against Prostate Cancer, Second Edi1on http://www.prostatevideos.com/ 

Editor’s Note: Us TOO has invited certain physicians and others to provide informa1on 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 Interna1onal. 

a1p1c1 The report by 

Sweeney, et al marks an im-

portant advance in the man-

agement of metastatic pros-

tate cancer. Since the initial 

discovery of androgen depri-

vation therapy (ADT) in the 

1940’s, that treatment alone 

or in combination with an 

antiandrogen has been the 

standard treatment. In 2004, 

docetaxel was approved for 

progressive metastatic dis-

ease. An obvious question 

was whether combining the 

two together offered an addi-

tional benefit and indeed it 

does, and by a significant 

amount; it was 17 months for 

men with extensive disease 

and also in all subgroups. It 

does come with a tradeoff, 

however, although they are 

usually well managed. Now 

comes the challenge for pa-

tients; how to be sure they 

get properly counseled when 

initiating treatment for meta-

static disease. The problem is 

that urologists rarely read the 

New England Journal of Med-

icine and they are the ones 

who are diagnosing metastat-

ic disease but rarely adminis-

ter docetaxel. The medical 

oncologists do that. Some-

how, the American Urological 

Association needs to dissemi-

nate information about this 

study to all its members so 

that all men are at least made 

aware about the results of 

this study. 

The Bottom Line:  All men 

with newly diagnosed meta-

static disease need to be in-

formed of the significant sur-

vival benefit of combining 

docetaxel with ADT. 

a2p1c2 To be circumcised or 

not to be circumcised, that is 

the question?  A debate has 

existed because of conflicting 

findings from uncontrolled 

reports on this topic. Now we 

have a meta-analysis adding 

further support for a real as-

sociation.  But, and this is a 

big BUT, this is still not proof 

that the benefit is real and 

the authors are clear to 

acknowledge that fact.  Also, 

the abstract provides no in-

formation about the kind of 

tumors discovered; did it re-

duce with low-risk and inter-

mediate- and high-risk tumors 

or did it only decrease low-

risk tumors?  Furthermore, 

were all the biopsies re-

viewed in each retrospective 

study? Because if not, there is 

an additional potential bias.   

The Bo7om Line:  Unfortu-

nately, despite the effort by 

the authors, this study s1ll 

does not provide clear evi-

dence that circumcision re-

duces the risk of geang diag-

nosed with prostate cancer.   

a3p1c3 In 2012, the US task 

Force recommended against 

rou1ne PSA tes1ng for men 

over age 50 because they 

concluded the harms out-

weighed the benefits. Many 

doctors and pa1ent groups 

were significantly upset and 

disagreed with this recom-

menda1on. We now have 

some evidence that the rec-

ommenda1ons MIGHT be 

having an affect. Berkowitz, 

et al used the Na1onal 

Health Interview Survey data 

to analyze the frequency of 

PSA tes1ng between 2008-

2013 and found that white 

men and men over 75 had a 

significant drop aFer 2010, 

although there is no way to 

know whether the task force 

recommenda1on is the rea-

son for the change. We also 

do not know whether men 

are making an informed 

choice or their doctor is 

simply making the decision 

for them. Hopefully, men are 

geang good counseling and 

are having a choice to par1ci-

pate. If not, I am concerned 

about the poten1al for law-

suits in the future.   

The Bo7om Line:  It appears 

that rou1ne PSA tes1ng has 

declined in the last few years 

at least in this group of men 

and one hopes that men are 

geang a chance to discuss 

the task force recommenda-

1on with their doctor.   

a4p2c2 Improvements in 

radia1on therapy (RT) have 

enabled doctors to use high-

er doses than were possible 

many years ago. Uncon-

trolled studies have suggest-

ed some men benefit and the 

study by Kalbasi, et al adds 

addi1onal evidence for men 

with intermediate- or high-

risk cancer. Importantly, no 

benefit was seen for men 

with low-risk disease and as 

the editorial points out, the 

ques1on is whether any dose 

is good for those men. BUT, 

here again, and as clearly 

pointed out by the authors, 

this is not a prospec1ve, ran-

domized trial and therefore 

no reliable conclusions can 

be made. Hopefully such a 

study will be forthcoming. 

Another ques1on raised by 

this study is whether men 

with intermediate- or high-

risk disease would be beNer 

served by dose escalated 

EBRT or EBRT combined with 

brachytherapy, the laNer 

having been promoted by 

several radia1on therapists.   

The Bo7om Line: Growing 

support for dose escalated 

RT to treat intermediate- and 

high-risk prostate cancer is 

provided, but we s1ll have no 

defini1ve proof that it im-

proves survival. 

a5p2c4 The study by Kim and 

co-workers addresses the 

controversy over whether 

men with pathologic T3 or 

margin posi1ve disease are 

beNer served with adjuvant 

or salvage RT. The authors 

acknowledge that they can-

not make a conclusion, but it 

does provide some long-term 

survival informa1on for 

those men who forego adju-

vant RT to hopefully avoid RT 

en1rely. Proof of a true ben-

efit, however, will have to 

await the results from the 

ongoing randomized study. 

The Bo7om Line:  Salvage RT 

can confer long-term survival 

but a randomized study is 

needed to know if it is as 

good as adjuvant RT. 

a6p4c1 Billboards, print, and 

other media carry ads for 

testosterone replacement 

therapy, which has greatly 

increased in use. However, 

not all men receiving treat-

ment are truly hypogonadal. 

Nevertheless, for appropriate 

candidates there is an ongo-

ing question whether the risks 

offset the benefits and based 

on existing data. For that rea-

son, the FDA has required a 

“black box” warning on the 

label. The study by Ballargeon 

provides some, although not 

definitive support, that the 

risk may be overstated. They 

used a case-control method 

for their analysis and found 

that the risk of a deep venous 

thrombosis was not higher in 

a cohort of men who received 

the replacement compared to 

a group of men who did not. 

Unfortunately, the FDA will 

not likely change their warn-

ing until a properly designed 

and randomized study is per-

formed, which might require 

industry support. 

The Bo7om Line:  A random-

ized study is needed to de-

termine if testosterone re-

(Con�nued on page 8) 
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placement does or does not 

increase the risk of develop-

ing a venous thrombosis. 

a7p5c1 The ar1cle by Lamb 

and co-workers reports a 

new gene1c-based test that 

can separate prostate cancer 

into five dis1nct groups. The 

authors believe their work 

significantly improves on 

other risk assessment meth-

ods. At first, this sounds very, 

very exci1ng. However, as 

noted in the ar1cle, it is far 

too early to make any con-

clusions. It is likely we will 

see more data but for now 

pa1ents diagnosed with the 

disease should not be in a 

hurry to have their cancer 

analyzed by this method un1l 

much more work is done. 

The Bo7om Line: A 100-gene 

test may one day help deter-

mine the rela1ve aggressive-

ness of an individual cancer, 

but more work is needed to 

assess how well it works.    

a8p6c1 Using SEER data, 

Nguyen and co-workers ana-

lyzed a large cohort of men 

thought to be reasonable 

candidates for ac1ve surveil-

lance (AS) but underwent 

surgery. They found consid-

erable upgrading and upstag-

ing. For that reason they 

urge cau1on for men consid-

ering AS. As discussed nu-

merous 1mes in this column, 

AS is evolving and many fac-

tors must be considered be-

fore a man embarks on that 

approach. Some include age, 

health, number of posi1ve 

cores, and amount of cancer 

in each core. Unfortunately, 

there are a number of rea-

sons that these data may not 

be accurate as stated in the 

ar1cle and for now all that 

can be said is AS is not for 

every man with low-risk 

prostate cancer. I am op1-

mis1c that this effort will 

con1nue to improve. 

The Bo7om Line: All men 

with low-risk prostate cancer 

should hear the pros and 

cons of AS plus the uncer-

tain1es that currently exist 

before making their decision.   

bidi1es and life expectancy, 

and that results may have 

been biased by the inclusion 

of only men selected for RP. 

“A bigger concern,” says Mat-

thew Cooperberg, MD, from 

the University of California 

San Francisco Medical Center, 

a genitourinary oncologist 

who was not involved in the 

study, “is that the study relied 

on SEER data.” SEER adminis-

trators acknowledge that the 

PSA values are unreliable be-

cause of a coding and report-

ing issue. “It’s a little suspect 

because of the PSA prob-

lems,” Dr. Cooperberg said. 

He added that further imag-

ing is also not cost-effec1ve.  

Daniel P. Petrylak, MD, a 

professor of oncology at Yale 

Cancer Center, who was not 

involved in the study, said 

the findings indicate signifi-

cant improvement is needed 

for assessing AS candidates.  
Medscape Medical News 

16 July 2015 

Closer Scrutiny  
(Continued from page 6) 

comment on the study, an 

expert who was not involved 

in the research warned that 

there was much work yet to 

be done. 

“This is a very sophis1cated 

genomic analysis that under-

scores the complexity pros-

tate cancer,” said Marc Gar-

nick, MD, Gorman Brothers 

Professor of Medicine at Har-

vard Medical School (HMS) 

and the Beth Israel Deacon-

ess Medical Center in Boston, 

and editor-in-chief of the 

HMS Annual Report on Pros-

tate Diseases. 

“This is great news and pro-

vides op1mism that the 

years of research in trying to 

dissect out genomic predic-

tors of clinical behavior are 

beginning to see the light at 

the end of the tunnel. But 

how long is that tunnel? 

Right now, preNy far away,” 

he indicated. 

Medscape Medical News 

3 August 2015 
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