
USPSTF Re-evaluates PSA Testing 

The US Preven�ve Services Task Force (USPSTF) is upda�ng its 

controversial guidance about prostate cancer screening, and a 

final research plan was published online last week. 

The plan will guide a systematic review of the available evidence 

on prostate cancer screening. In turn, the systematic review 

“will form the basis of the Task Force’s updated recommenda-

tion statement on this topic,” according to the USPSTF website. 

In 2012, the organiza�on formally recommended against rou-

�ne PSA-based prostate cancer screening for healthy men, re-

gardless of age. However, the document le. room for use of 

the test in the clinic. “Clinicians should understand the evi-

dence but individualize decision-making to the specific pa�ent 

or situa�on,” read the final document, which was published in 

Annals of Internal Medicine (Vol. 157, pp. 120-134, 2012). 

Nonetheless, recent reports indicate that the use of the PSA 

test has dropped, especially among primary care providers. 

In their research plan, the USPSTF will be looking at mul�ple 

“key ques�ons.” The very first ques�on addresses higher-risk 

men: “Does the effec�veness of PSA-based screening vary by 

subpopula�on/risk factor (e.g., age, race/ethnicity, family his-

tory, and clinical risk assessment)?” 

“But the question might not be fully answerable,” said Richard 

Hoffman, MD, MPH, an internist at the University of Iowa, and 

an expert in shared decision-making about prostate cancer 

screening. “Finding high-quality data to answer this will be chal-

lenging,” he told Medscape Medical News. None of the major 

(Con�nued on page 4) 

Androgen depriva�on thera-

py (ADT) is offered to men 

with prostate cancer who 

have a rising PSA a.er cura-

�ve therapy (PSA relapse 

[PSAR]) or who are consid-

ered not suitable for cura�ve 

treatment; however, the 

op�mal �ming for its intro-

duc�on is uncertain. We 

aimed to assess whether 

immediate ADT improves 

overall survival (OS) com-

pared with delayed therapy. 

In this randomised, mul�cen-

tre, phase 3, non-blinded 

trial, we recruited men 

through 29 oncology centres 

in Australia, New Zealand, 
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and Canada. Men with pros-

tate cancer were eligible if 

they had PSAR a.er previous 

aIempted cura�ve therapy 

(radiotherapy [RT] or sur-

gery, with or without postop-

era�ve RT) or if they were 

not considered suitable for 

cura�ve treatment (because 

of age, comorbidity, or local-

ly advanced disease). We 

used a database-embedded, 

dynamically balanced, ran-

domisa�on algorithm, coor-

dinated by the Cancer Coun-

cil Victoria, to randomly as-

sign par�cipants (1:1) to im-

mediate ADT (immediate 

(Con�nued on page 4) 

Prostate Cancer Metastasis Risk Higher in Some AS Patients 
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Metastases develop in a 

small propor�on of men 

placed on ac�ve surveillance 

(AS) for prostate cancer 

(PCa), but the risk is signifi-

cantly higher in some men 

than others, such as those 

with Gleason 7 tumors, re-

ported a new study pub-

lished in The Journal of Urol-

ogy (Vol. 195, pp. 1409-1414, 

2016). 

In a study of 980 men placed 

on AS – 769 with low-risk and 

211 with intermediate-risk 

PCa – a team led by Laurence 

Klotz, MD, of Sunnybrook 

Health Sciences Centre in 

Toronto found that 30 men 

(3%) progressed to meta-

static disease at a median of

6.3 years a.er diagnosis.

Metastases developed in 13 

(10%) of 133 patients with

Gleason 7 disease. 

Metastases occurred in 16 

low-risk and 14 intermediate-

risk patients, and developed 

in bone in 18 patients and 

lymph nodes in 13. Of the 30 

men, 15 died from PCa, four 

died of other causes, and 11 

are alive with metastases. 

Men with intermediate-risk 

disease were at higher risk 

for metastasis, but those 

with Gleason score 6 and PSA 

levels greater than 10 ng/mL 

were not at increased risk. 

In multivariate analysis, a PSA 

doubling time less than three 

years vs. greater than three 

years was associated with a 

3.7-fold increased risk of me-

tastasis. Gleason score 7 com-

pared with 6 was associated 

with a three-fold increased 

risk. The presence of three or 

more positive biopsy cores 

was associated with a 2.7-fold 

increased risk compared with 

fewer positive cores. 

The authors concluded that 

AS appears safe in men at 

low-risk and in select men at 

(Con�nued on page 4) 

Timing of Androgen Deprivation Therapy in 
Patients with Prostate Cancer with a Rising 
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assigned 2:1 to receive ADT 

(as bicalutamide) plus bevaci-

zumab or ADT alone for six 

months. 

Results showed that pa�ents 

receiving ADT plus bevaci-

zumab had a biochemical 

relapse-free survival of 13.3 

months compared with 10.2 

months for ADT alone (HR, 

0.47; 95% CI, 0.29–0.77; P = 

0.002). For postprostatecto-

my pa�ents, relapse was 

defined as a rise in PSA 

above 0.2 ng/mL. For primary 

radia�on therapy pa�ents, 

relapse was defined as rise in 

PSA above 2.0 ng/mL. 

In terms of safety, 36% of 

pa�ents who received ADT 

plus bevacizumab developed 

hypertension. 

Although these findings are 

encouraging, long-term fol-

low-up is necessary to deter-

mine whether some pa�ents 

achieve a durable PSA re-

sponse and are able to dis-

con�nue ADT for prolonged 

periods. 

Renal & Urology News 

8 April 2016  

Adding bevacizumab to an-

drogen depriva�on therapy 

(ADT) resulted in improved 

relapse-free survival (RFS) in 

men with hormone-sensi�ve 

prostate cancer, according to 

a study published online in 

the Journal of Clinical Oncol-

ogy on 4 April 2016. 

ADT is a typical treatment 

strategy for men with recur-

rent prostate cancer who 

have received local therapy. 

Researchers sought to inves-

�gate efficacy and toxicity of 

short-course ADT with or 

without bevacizumab, a vas-

cular endothelial growth fac-

tor A (VEGF-A) inhibitor, in 

men with hormone-sensi�ve 

prostate cancer. 

For the phase 2 study, re-

searchers enrolled 102 men 

who had an increasing PSA 

no greater than 50 ng/mL 

and a PSA level that had dou-

bled in less than 18 months. 

Pa�ents were eligible if they 

were free of metastases or 

had low-burden, asympto-

ma�c metastases. 

Par�cipants were randomly 

Medicare Suspends 
Penalty for PSA  
Testing Proposal 

The Centers for Medicare & 

Medicaid Services (CMS) has 

“temporarily suspended de-

velopment” of a proposal 

that would have penalized 

physicians for performing 

“non-recommended” pros-

tate cancer screening with 

the PSA test, the agency said 

in March 2016. However, the 

idea of Medicare establishing 

parameters for PSA tes�ng 

has not been completely 

abandoned. 

In an online statement, CMS 

said it will con�nue to solicit 

input “to determine whether 

a restructured, appropriate-

use PSA measure should be 

developed.” The appropriate 

use of PSA tes�ng is being 

inves�gated to “address 

overuse and pa�ent safety,” 

according to CMS. 

The announcement has been 

expected since early March, 

when a key advisory group to 

Medicare intended to recom-

mend that CMS not consider 

further recommenda�on of 

the PSA penalty idea. 

(Con�nued on page 5) 

Bevacizumab Plus ADT May Up Survival
in Recurrent Prostate Cancer 
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Active Surveillance Is Often ‘Not’ 

Only one in three men with 

low-risk prostate cancer re-

ceive appropriate follow-up 

when assigned to ac�ve sur-

veillance (AS) of their dis-

ease, a new study suggests. 

Findings add to a growing 

body of evidence sugges�ng 

that prostate cancer risk may 

be higher than expected in 

men categorized as having 

low-risk disease. 

Under AS, both patients and 

providers “may have a ten-

dency to get a little lackadai-

sical,” stated study investiga-

tor Gregory Auffenberg, MD, 

from the University of Michi-

gan, in Ann Arbor. The result 

may be a “potentially higher 

risk than what we all agreed 

on ― and what patients 

thought they were getting 

into ― when we embarked 

on the surveillance pathway.” 

The findings, presented at the 

American Urological Associa-

tion (AUA) 2016 Annual meet-

ing, point to biopsies as the 

main missing link. “Biopsies 

are not comfortable, they’re 

not risk-free, and patients 

don’t like them,” he said. 

But it is likely that provider 

factors also contribute to 

subop�mal AS. “Guidelines 

for AS are not crystal clear, 

but a conserva�ve es�mate 

is that men should undergo 

PSA tes�ng roughly every six 

months and should undergo 

a repeat biopsy every two 

years,” said Dr. Auffenberg. 

To assess compliance with 

this, his study analyzed AS in 

431 men with low-risk pros-

tate cancer who were fol-

lowed for at least two years. 

The men from the Michigan 

Urological Surgery Improve-

ment Collabora�ve database 

were followed by 232 Michi-

gan urologists from 42 prac-

�ces. The median age of the 

men was 66 years, and the 

median baseline PSA level 

was 5.3 ng/mL. Seventy-five 

percent of the men had a 

biopsy Gleason score of ≤6, 

and 17% had Gleason 3+4 

disease. 

Between January 2012 and 

September 2013, fewer than 

(Con�nued on page 5) 
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Bo1om Line: 

New and old research sug-

gests an increased risk of de-

pression in some cancer pa-

tients; and there is now an 

emphasis to increase aware-

ness of this issue (aka use a 

multidisciplinary approach). 

Okay great, then why not 

mention some dietary supple-

ments from the new Harvard 

group analysis on tough to 

treat depression????????? 

(Note the many question 

marks because I am per-

plexed this was not published 

long, long ago).
1
 

I was recently inundated by 

some media folks who 

thought it was remarkable 

that a fairly prestigious Har-

vard Medical School and Aus-

tralian group published in a 

major psychiatry medical 

journal the conclusion that 

some dietary supplements 

such as SAM-e, omega-3 fatty 

acids, and/or L-methylfolate 

and others could help pa-

tients with tough-to-treat 

depression IN ADDITION TO 

THEIR prescription medica-

tions, and they wanted my 

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

Depression Rx pills not working well enough; then why not add a dietary supplement, says Harvard 

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 informa�on 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 Interna�onal. 

comment on this study. Why 

me, you ask? Well, because 

last year I wrote in the best- 
selling book, “The Supple-

ment Handbook” (by Moyad, 

shameless plug, of course, 

why not? I like to have mon-

ey for beer) about an almost 

identical conclusion. I had to 

tell these reporters that this 

was not an original study 

from Harvard doctors but a 

summary of 40 PAST STUDIES 

on dietary supplements iden-

tical to the ones I analyzed 

for the book. Ergo, this has 

been known for years but 

simply because some Harvard 

faculty published a summary 

of this data in the American 

Journal of Psychiatry there 

was some verve and joy! And, 

these authors did a beautiful 

thing but what they really did 

was help to validate that de-

pression as well as many dis-

eases today need multiple 

approaches for potential suc-

cess. The tragedy is that this 

and other articles should 

have been published five to 

10 years ago.  

Now, I am not saying that 

these supplements definitely 

can help with depression but 

I am saying that numerous 

conventional and alternative 

options with a good safety 

record exist out there where 

the benefit exceeds the risk, 
in some cases, when trying 
them with your doctor moni-

toring you. But the only rea-

son they are not being used is 

arguably due to a lack of 

awareness or education in 

this area and the inability to 

admit that often the one-size-

fits-all approach does not 

work for all.  Depression 
itself, whether it is caused by 

a cancer diagnosis or treat-
ment, or made worse by can-

cer itself, needs as much at-

tention as any other side ef-

fect we like to talk about with 

prostate cancer.
2,3

   

Because without optimal 

mental health, one cannot 

easily attain optimal physical 

health and vice versa. So, 

prescriptions, exercise, thera-

py/counseling, rTMS = repeti-

tive Transcranial Magnetic 

Stimulation (which I will dis-

cuss in a future column), and 

a variety of other methods 

can help, including some die-

PAGE 3 

tary supplements (aka 

“drugs” when they work, but 

let’s just call them supple-

ments to play by the rules). I 

find it interesting that the 

compound SAM-e, for exam-

ple, mentioned by the Har-

vard group is actually a pre-

scription drug in many coun-

tries except in the US where 

it is a dietary supplement. 

Regardless, thank you Har-

vard and Australia for re-

minding all of us that we in 

conventional medicine do not 

always have the answers to 

complex diseases and a syn-

ergistic or multidisciplinary or 

open evidence-based ap-

proach could make a differ-

ence for so many struggling 

out there with depression.   
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New FDA-Approved Prostate Tool: Will You HIFU? 

Since the approval of two 

high-intensity focused ultra-

sound (HIFU) devices last fall 

by the US Food and Drug 

Administra�on (FDA), the 

field of urology in the US has 

been in limbo. The technolo-

gy – used in Australia, Cana-

da, and Europe for the treat-

ment of prostate cancer – 

was not approved for that 

indica�on in the US because 

the device manufacturers 

were unable to demonstrate 

efficacy against the cancer. 

Instead, the approval of HIFU 

was simply for “prostate ab-

la�on,” leaving a huge ques-

�on mark for clinicians, pa-

�ents, and insurers. 

The FDA stopped short of 

telling clinicians how to prac-

�ce medicine, saying 

“clinicians, in consulta�on 

with their pa�ents, should 

decide how best to use this 

tool,” explained FDA spokes-

person and urologist Charles 

Viviano, MD, PhD, during a 

plenary session at the Ameri-

can Urological Associa�on 

(AUA) 2016 Annual mee�ng. 

Has the FDA decision result-

ed in confusion? “Oh yeah,” 

stated Michael Koch, MD, 

the plenary moderator and 

professor and chair of the 

department of urology at 

Indiana University.  

“Is that a bad thing? Not at 

all,” said Samir Taneja, MD, 

director of urologic oncology 

and the genitourinary oncolo-

gy program at the NYU Can-

cer Institute in New York, 

who moderated a case panel 

discussion during the plenary. 

“I think it’s a good thing. It’s 

really critically important for 

our field to really rigorously 

study how it should be used.” 

“Learn from Australia and 

Canada,” cautioned Nathan 

Lawrentschuk, MBBS, plenary 

speaker and associate profes-

sor of urology at the Univer-
sity of Melbourne who prac-
ticed in both countries, where 

the technology has been used 

for more than a decade. “Do 

not make the same mistakes 

we have for whole-gland pros-
tate treat-ment with HIFU. In

my opinion, it is a fringe 

treatment used in patients on 

the fringe of mainstream 

medicine,” he said. 

In stark contrast, the 15- to 

20-year experience with HI-

FU in Europe has been a big 

(Con�nued on page 8) 
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screening trials enrolled men 

younger than 50 years, most 

subjects were white, and 

investigators did not routine-

ly assess clinical risk. 

“While some studies are now 

recruiting patients to address 

screening in higher-risk popu-

lations, it will likely take at 

least a decade to determine 

the effects of screening on 

morbidity and mortality,” he 

summarized. In the mean-

time, Dr. Hoffman is con-

cerned that “abandoning PSA 

screening” is proving harmful. 

The rate of distant-stage pros-

tate cancers in the US is in-

creasing, according to a popu-

lation-based study for which 

he was lead author (Cancer 

Epidemiol Biomarkers Prev., 

Vol. 25, pp. 259–263, 2016). 

However, “it’s too early to tell 

whether this will lead to an 

increase in prostate cancer 

mortality,” he said. 

The USPSTF research plan 

separates the review of evi-

dence about the poten�al 

harms of PSA tes�ng, biopsy, 

and treatment. “This separa-

�on is a good idea,” said Dr. 

Hoffman. “While the litera-

ture on biopsy harms is 

preIy comprehensive, we 

Timing of ADT (Continued from page 1) 

s�ll need to beIer under-

stand the implica�ons of 

overdiagnosis and overtreat-

ment,” he pointed out. 

Emerging evidence on the 

benefits and harms of active 

surveillance is an especially 

important area of research. 

“Many experts believe that 

the harms of screening can be 

mitigated by withholding ac-

tive treatment for men whose 

cancers appear unlikely to 

ever cause clinical problems,” 

Dr. Hoffman explained. 

Jesse D. Sammon, DO, a urol-

ogist from Brigham and 

Women’s Hospital in Boston 

believes that current recom-

menda�ons from the Ameri-

can Cancer Society and the 

American Urological Associa-

�on have evolved intelligent-

ly. Both organiza�ons now 

recommend joint decision-

making about PSA tes�ng 

with men 55 to 69 years of 

age. “The great survival ben-

efit [of the tes�ng] is in this 

age group,” he stated. 

“Therefore, the mortality ben-

efit justifies consideration of 

the test, in spite of known 

risks,” Dr. Sammon argued. 

Medscape Medical News 

4 May 2016 

USPSTF & PSA Testing (Continued from page 1) 

therapy arm) or to delayed 

ADT (delayed therapy arm) 

with a recommended interval 

of at least two years unless 

clinically contraindicated. 

Randomisa�on for par�ci-

pants with PSAR was stra�-

fied by type of previous ther-

apy, relapse-free interval, 

and PSA doubling �me; ran-

domisa�on for those with 

non-cura�ve disease was 

stra�fied by metasta�c sta-

tus; and randomisa�on in 

both groups was stra�fied by 

planned treatment schedule 

(con�nuous or intermiIent) 

and treatment centre.  

Clinicians could prescribe any 

form and schedule of ADT 

and group assignment was 

not masked. The primary 

outcome was OS in the inten-

�on-to-treat popula�on. The 

trial closed to accrual in 2012 

a.er review by the inde-

pendent data monitoring 

commiIee, but data collec-

�on con�nued un�l February 

26, 2014. It is registered with 

the Australian New Zealand 

Clinical Trials Registry 

(ACTRN12606000301561) 

and ClinicalTrials.gov 

(NCT00110162). 

Between Sept 3, 2004, and 

July 13, 2012, we recruited 

293 men (261 with PSAR and 

32 with non-curable disease). 

We randomly assigned 142 

men to immediate ADT and 

151 to delayed ADT. Median 

follow-up was five years (IQR 

3.3-6.2) from the date of 

randomisa�on. Sixteen (11%) 

men died in the immediate 

therapy arm and 30 (20%) 

died in the delayed therapy 

arm. Five-year OS was 86.4% 

(95% CI 78.5-91.5) in the de-

layed therapy arm versus 

91.2% (84.2-95.2) in the im-

mediate therapy arm (log-

rank p=0·047). A.er Cox re-

gression, the unadjusted HR 

for OS for immediate versus 

delayed ADT was 0.55 (95% 

CI 0.30-1.00; p=0.050). Twen-

ty-three men had grade 3 

treatment-related adverse 

events. One hundred five 

(36%) men had adverse 

events requiring hospital 

admission; none of these 

events were aIributable to 

treatment or differed be-

tween treatment-�ming 

groups. The most common 

serious adverse events were 

cardiovascular, which oc-

curred in nine (6%) men in 

the delayed therapy arm and 

13 (9%) in the immediate 

therapy arm. 

Immediate ADT significantly 

improved OS compared with 

delayed interven�on in men 

with PSA-relapsed or non-

curable prostate cancer. Re-

sults provide benchmark 

evidence of survival rates 

and morbidity to discuss with 

men when considering their 

treatment op�ons. 

PCa Metastases with AS (Continued from page 1) 

intermediate-risk PCa, par�c-

ularly those with Gleason 

score 6 and PSA levels great-

er than 10 ng/mL. The pres-

ence of Gleason paIern 4 on 

diagnos�c biopsy was associ-

ated with a three- to four-

fold increased risk of metas-

tasis. Pa�ents with Gleason 

paIern 4 should be offered 

AS with cau�on, according to 

the inves�gators. 

In editorial comments ac-

companying the new report, 

Michael O. Koch, MD, of the 

Indiana University School of 

Medicine in Indianapolis said 

Dr. Klotz and his colleagues 

contribute to the growing 

body of knowledge of the 

usefulness of AS for manag-

ing PCa, but observed: 

“While the authors have 

highlighted the risk factors 

for developing metastases in 

pa�ents treated with AS, 

they may be overly op�mis�c 

about the safety of this man-

agement strategy, par�cular-

ly in pa�ents with Gleason 7 

disease.” 

He pointed out that the me-

dian follow-up was only 6.3 

years, so the number of men 

with Gleason 7 disease in 

whom metastases will devel-

op will grow even more.  

Renal & Urology News 

12 April 2016 
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one-third (30.6%) of the co-

hort received guideline-

concordant care, defined as 

one biopsy and three PSA 

tests. Among the remaining 

69.4% of men who received 

guideline-discordant care, 

biopsy represented the big-

gest gap; 53.6% received 

either no biopsy (31.3%) or 

no PSA test (15.8%), and 

22.3% received neither. 

Dr. Auffenberg stated, “AS 

involves an up-front agree-

ment between the provider 

and pa�ent. It does not 

mean ‘forget about it.’ It 

means you have cancer, and 

we’re going to ac�vely follow 

it. It’s a management strate-

gy, and biopsy is really the 

gold standard to have a really 

good idea of what’s going on 

in the pa�ent’s cancer.” 

ScoI Eggener, MD, co-

PAGE 5 

director of the Prostate Can-

cer Program at the University 

of Chicago Medical Center 

was asked to comment on 

the findings. He said, “A lot 

of men with prostate cancer 

on AS ul�mately end up be-

ing followed by a non-

urologist, and unfortunately, 

informa�on on appropriate 

follow-up understandably 

isn’t known amongst the 

primary care community.” 

He said, "Although some of 
the missed follow-up is pa-
tient-driven -- they just stop

showing up, and they get 

too comfortable, there are

also physicians who un-

doubtedly are not following 

or recommending the guide-

lines and probably aren’t 

ordering the tests or biopsies 

perhaps as regularly as they 

should.” 

In the now-suspended pro-

posal, non-recommended 

PSA tes�ng was defined by 

the guidance from the US 

Preven�ve Services Task 

Force (USPSTF), and referred 

to rou�ne use of the test to 

screen otherwise healthy 

men of all ages. Importantly, 

PSA tes�ng for diagnos�c or 

surveillance purposes was 

exempt from the proposal. 

Earlier this month, two ex-

perts expressed sa�sfac�on 

that the proposal was to be 

shelved.  Stacy Loeb, MD, a 

urologist at New York Univer-

sity stated “I am very re-

lieved to hear that this pro-

posed policy was reversed. 

The proposal would have 

“not allowed pa�ents to 

make informed choices 

about their own healthcare.” 

“I am certainly glad cooler 

heads prevailed,” said Alex-

ander Ku�kov, MD, a uro-

logic oncologist at the Fox 

Chase Cancer Center in Phila-

delphia. He called the pro-

posal to penalize doctors for 

using the PSA test “rather 

Draconian.”  

In early March, the AUA is-

sued a statement, saying that 

it “responded swi.ly and 

strongly” to the proposal, 

organizing public review and 

comment on the measure. 

“This is a perfect example of 

how strong we can be when 

we all work together and 

speak loudly with one voice,” 

David F. Penson, MD, a urol-

ogist at Vanderbilt University 

in Nashville, who is chair of 

the AUA Public Policy Coun-

cil, said in the statement. 

“Essen�ally, our galvanized 

response to these threats to 

PSA helped stop these 

measures from moving for-

ward without input from 

urologists and pa�ents.” 

Medscape Medical News 

28 March 2016 

PSA Testing Penalty 
(Continued from page 2) 

Active Surveillance Is Often ‘Not’ (Continued from page 2) 

Stacy Loeb, MD, a prostate 

cancer specialist from New 

York University and member 

of the AUA Public Media 

Committee, said the findings 

are consistent with those 

from a study her group con-

ducted employing use of the 

SEER-Medicare database. 

“One of the key ques�ons 

that remain unanswered is, 

what is the op�mal protocol 

to use for ac�ve surveil-

lance? Now that more men 

are choosing AS, we must 

focus more efforts on iden�-

fying the best tes�ng proto-

col for specific pa�ent popu-

la�ons and ensuring suffi-

cient follow-up.” 

Presented at the AUA 2016 

Annual mee�ng, Abstract 

MP25-12 

Medscape Medical News 

9 May 2016 

A urine exosome three-gene 

expression assay discrimi-

nates high-grade prostate 

cancer from low-grade and 

benign disease and could 

help to reduce the number of 

unnecessary biopsies in men, 

according to new research. 

“There are nearly two million 

biopsies done each year and

only a small percentage 

(20-25%) contains high-grade 

prostate cancer. This sug-
gests that many of these men 

could have avoided and/or 

delayed a biopsy, and not 

have been exposed to a di-

agnosis of indolent or low-

risk disease along with the 

morbidity associated with 

the biopsy procedure,” Dr. 

Michael Donovan, of the 

Icahn School of Medicine at 

Mt. Sinai, New York, told 

Reuters Health. 

“Our study was one of the 

largest prospec�ve trials de-

signed for assessing the pres-

ence of high-risk prostate 

cancer on an ini�al biopsy. 

Urine Gene Assay Distinguishes High– vs. Low-Grade Prostate Cancer 

Importantly, the results iden-

�fied that from 27% to 37% 

of biopsies could poten�ally 

have been avoided with this 

assay,” he said. 

Dr. Donovan and colleagues 

conducted a training trial in 

which they compared biopsy 

outcomes with the perfor-

mance of the ExoDx Prostate 

Intelliscore (Exosome Diag-

nos�cs) urine exosome assay 

plus standard of care (SOC) 

vs. SOC only at 22 US clinics. 

The 499 pa�ents in the study 

were eligible as being pros-

tate cancer-free, 50 or older, 

and scheduled for prostate 

biopsy due to digital rectal 

examina�on (DRE) findings 

and/or having PSA levels 

between 2 and 20 ng/mL. 

Of the 499 patients, 255 be-

came the intended-use popu-

lation in the training group, 

representing the same eligi-

bility requirements except for 

PSA levels between 2 and 10 

ng/mL. The researchers vali-

dated the prognostic score 

from the assay in 1,064 pa-

tients, of which 519 became 

the intended-use population 

in the validation group. 

The team found the assay 

plus SOC to be associated 

with improved discrimina�on 

between Gleason score (GS) 

7 or greater prostate cancer 

and GS6 or benign disease 

compared with SOC alone 

(area under receiver oper-

a�ng characteris�c curve 

(AUC), 0.77 vs. 0.66, p<0.001) 

for the 255 men in the train-

ing group. In the 519 men in 

the valida�on group, the 

assay plus SOC was also su-

perior to SOC alone (AUC, 

0.73 vs. 0.63, p<0.001). 

They calculated that 138 of 

the 519 biopsies (27%) in the 

valida�on group could have 

been avoided while missing 

5% of pa�ents with high-

grade disease. 

“A completely noninvasive, 

easy-to-obtain, first-catch 

urine specimen is able to pro-

(Con�nued on page 6) 
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vide useful informa�on in the 

ini�al biopsy decision pro-

cess. Our test adds meaning-

ful new informa�on for clini-

cians to share with pa�ents 

in reaching an important 

decision about whether to 

con�nue monitoring or to 

proceed with a biopsy,” Dr. 

Donovan stated. 

“We do believe that the evi-

dence from this prospec�ve 

valida�on trial supports the 

incorpora�on of the ExoDx 

Prostate IntelliScore® assay 

in conjunc�on with other 

clinical factors, as a second-

ary or reflex test to aid the 

urologist and pa�ent in the 

ini�al biopsy decision pro-

cess. Importantly a number 

of the authors on this trial 

will also be involved in subse-

quent clinical u�lity and 

health economic studies u�-

lizing this assay in clinical 

prac�ce,” he said. 

“Suppor�ve assays con�nue 

to be necessary to refocus 

our efforts for iden�fying 

clinically-significant disease 

while reducing the over-

detec�on and over-

treatment of low-risk pros-

tate cancer,” he added. 

Dr. Hiten Patel of the James 

Buchanan Brady Urological 

Ins�tute in Bal�more, co-

author of an accompanying 

editorial, opined, “The effica-

cy of the assay is generally 

equivalent to other recent 

serum and urine tests evalu-

ated in the past two years.” 

“Going forward, it will be 

important from the perspec-

�ve of research ethics to 

assess the assay and similar 

tests in independent se`ngs 

with data that is not directly 

gathered by a company in-

volved with producing and 

marke�ng the test,” he said. 

Reuters Health Informa�on 

15 April 2016 

Urine Gene Assay 
(Continued from page 5) 

Chemotherapy Conundrum for High-Risk Prostate Cancer 

A randomized, phase III trial 

of adjuvant docetaxel in high-

risk prostate cancer missed its 

primary endpoint but may still 

have impact on clinical prac-

tices, prostate cancer special-

ists reported at the 2016 

American Urological Associa-

tion (AUA) Annual meeting. 

In an effort to inform deci-

sion-making about adjuvant 

chemotherapy for high-risk 

disease, the Department of 

Veteran Affairs sponsored 

Coopera�ve Trial 553 to eval-

uate docetaxel in the post-

radical prostatectomy (RP) 

se`ng. Eligible pa�ents had 

clinical T1-T2b disease and 

treatment by RP. High risk 

was defined as cancer not 

confined to the prostate, 

posi�ve surgical margins as-

sociated with Gleason grade 

8 to 10 disease, or a baseline 

PSA value >20 ng/mL. 

All men underwent lymph 

node dissec�on and those 

with nodal metastases were 

ineligible for randomiza�on. 

Men who met entry criteria 

were randomized to six cy-

cles of docetaxel plus predni-

sone or to observa�on. The 

primary endpoint was pro-

gression-free survival (PFS). 

From 2006 to 2011, investiga-

tors enrolled and randomized 

297 of the planned 400 men 

for the trial. Although the 

data and safety monitoring 

committee found no reason 

to stop the trial, the VA de-

cided to halt patient accrual 

because of “resource issues.” 

The two randomized groups 

did not differ significantly 

with respect to demographic 

or clinical characteris�cs. 

About a third of pa�ents had 

Gleason grade 8 to 10 dis-

ease, a third had ≥T3b dis-

ease, and more than half had 

posi�ve margins. 

When the trial ended, men 

who received docetaxel a.er 

RP had a median PFS of 55.5 

months vs. 45.6 months with 

RP followed by observa�on. 

The difference translated to 

a hazard ra�o for progression 

of 0.82 (95% CI 0.59-1.14, 

P=0.24, not significant). 

However, prespecified sub-

groups at especially high risk 

– pathologic stage T3b and

African American (AA) men – 

derived greater PFS benefits, 

Daniel Lin, MD reported. 

Men with ≥T3b disease 

(seminal vesicle invasion) 

had a sta�s�cally significant 

improvement in PFS, 47.2 vs. 

29.2 months (HR 0.57, 95% CI 

0.34-0.96, P=0.03). 

In the AA subgroup, who 

accounted for a fourth of the 

total study popula�on, the 

median PFS was 55.5 months 

with docetaxel and 32.7 

months without, a difference 

that just missed the cutoff 

for significance (HR 0.54, 

95% CI 0.29-1.01, P=0.05). 

The nega�ve primary out-

come does not signal an end 

to evalua�on of adjuvant 

docetaxel in the se`ng of 

high-risk prostate cancer. 

“There are many other trials 

in prepara�on, and these 

data will certainly support 

those other trials that will be 

coming along, most of which 

will include androgen depri-

va�on therapy (ADT),” said 

Lin, of the SeaIle Cancer 

Care Alliance and the Univer-

sity of Washington. “In this 

study, pa�ents did not re-

ceive ADT with docetaxel.” 

Despite missing the primary 

endpoint, the trial may s�ll 

influence clinical prac�ce. 

“I think for the highest risk 

pa�ents, it will come up in 

the discussion [of treatment 

op�ons],” said Lin. 

The trial will not support a 

case for an FDA-approved 

indica�on for docetaxel, but 

at the same �me, “I would 

cau�on against a take-away 

of this as a nega�ve phase III 

study,” he con�nued. 

“Pa�ents with high-risk pros-

tate cancer, including African 

Americans, will be interested 

in the results, and clinicians 

should be aware of them 

when discussing treatment 

op�ons,” agreed Sam Chang, 

MD, of Vanderbilt University. 

High-risk prostate cancer 

remains a challenge, despite 

effec�ve cura�ve treatment 

for early-stage disease. 

About half of all men with 

high-risk disease eventually 

have recurrence (primarily 

biochemical, or PSA, recur-

rence), for which no univer-

sal standard of care exists. 

“Trials of adjuvant radia�on 

therapy (RT) a.er RP have 

yielded mixed results with 

respect to overall survival,” 

said Lin. Few studies have 

inves�gated cytotoxic chem-

otherapy alone. Trials of ADT 

with or without cytotoxic 

chemotherapy or RT have 

provided no clear therapeu-

�c direc�on for pa�ents with 

high-risk disease. 

As a result, “the study was 

underpowered to detect the 

expected treatment effect,” 

said Lin. 

Adverse events in the docet-

axel group were consistent 

with the drug’s known toxici-

ty. Grade 3/4 adverse events 

included neutropenia (43%), 

hyperglycemia (20%), infec-

�on (11%), and fa�gue (5%). 

Febrile neutropenia occurred 

in 2% of the docetaxel arm. 

Reference: 

Lin D, et al “VA CSP#553: 

Chemotherapy a.er prosta-

tectomy for high-risk pros-

tate carcinoma: A phase III 

randomized study” AUA 

2016; Abstract PL-LBA6. 

MedPage Today 

11 May 2016 
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Doctor Chodak’s Bottom Line  

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

Editor’s Note: Us TOO has invited certain physicians and others to provide informa�on 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 Interna�onal. 

P1 – “USPSTF…” The 2011 

Grade D recommenda�on by 

the US Public Services Task 

Force (USPSTF) against PSA 

screening upset a great many 

clinicians and pa�ents. Now, 

an updated review will be 

undertaken to determine if 

that recommenda�on should 

be modified. Since no new 

studies will be performed, 

the ques�on is whether the 

exis�ng studies will lead to a 

different outcome. The most 

recent AUA recommenda�on 

has been to have a shared 

decision between the pa�ent 

and doctor. It would be most 

helpful if a study would be 

done to evaluate both the 

frequency of and the amount 

of �me devoted to this effort 

by clinicians. I doubt ade-

quate �me or effort is being 

commiIed to this need, so 

heath experts are likely to be 

disappointed.  

The Bo1om Line: Many peo-

ple will anxiously await the 

updated guidelines from the 

US public task force regard-

ing screening. 

P1 – “Prostate Cancer…” Our 

knowledge about ac�ve sur-

veillance (AS) con�nues to 

expand but many unan-

swered questions remain.

One of them is “What is the

long-term risk of developing 

metastases?” Some data are 

now forthcoming with the 

report by Klotz and co-

workers who analyzed the 

results of their AS study pa-
tients. They found that 10%

of the men with Gleason 7 

disease developed metasta-

ses with a follow-up slightly 

more than six years. Of 

course, this means that hav-

ing any Gleason paIern 4 is 

not nearly as safe on AS as 

having only Gleason 6 dis-

ease. More analysis of these 

data is needed to identify 
those factors in men with 

Gleason paIern 4 disease 

that are more predic�ve of 

disease progression. The 

results do not mean men 

with Gleason paIern 4 

should avoid AS, but rather 

they should be made aware 

that it carries more risk com-

pared to Gleason 6 disease. 

The Bo1om Line: Men with 

Gleason 7 cancer who are 

considering AS should be 

made aware of the risk of 

metastases at six years. 

P1 – “Timing of…” A land-

mark study was recently re-

ported by Duchesne et al in 

which men with a rising PSA 

after local therapy or untreat-

ed advanced disease were 

randomized to immediate 

ADT or delayed ADT given 

after a minimum of two years. 

They found that immediate 

ADT resulted in a statistically 

significant improvement in 

survival. Although immediate 

therapy reduced the death 

rate from 20% to 11%, it only 

improved overall survival by 

5%, meaning that 20 men had 

to be treated to improve the 

survival of one man. Fortu-

nately, morbidity was not 

significantly different but men 

receiving immediate ADT 

would obviously endure their 

side effects for a longer time.  

The reason this study is so 

important is because un�l 

now doctors had no proof 

whether early ADT was 

worth doing. Only studies of 

men with metasta�c disease 

clearly had improved survival 

from immediate treatment. 

Many men watched as their 

PSA increased without being 

advised to begin ADT.  

Now men can be told with 

greater certainty that a rising 

PSA is worth trea�ng. Cau-

�on is needed, however, 

un�l the data are further 

analyzed to provide answers 

to the following ques�ons:  

(1) Is a postsurgical PSA of 

0.2 ng/mL the cri�cal value 

for beginning ADT or could it 

work as well if it were started 

when the PSA was slightly 

higher? (2) Would inter-

miIent ADT work equally 

well since a randomized 

study showed it had similar 

survival to con�nuous ADT in 

non-metasta�c disease? 

Hopefully these answers are 

forthcoming. 

The Bo1om Line:  Men with 

a rising PSA a.er local thera-

py or with untreated disease 

have an improved survival 

from early vs. delayed ADT. 

P2 – “Bevacizumab…” An 

interesting but preliminary

study found bevacizumab 

(Avastin®) added to androgen

deprivation therapy (ADT)

resulted in a lower failure 

rate than ADT alone in men 

with a rising PSA. One prob-
lem is that they used a non-

rising PSA as a measure of 

success, which is not always a 

reliable predictor of long-

term success. Nonetheless, 

patients will have to wait a

number of years before 

additional research is done

and we know whether or not

this drug will be approved for 

advanced disease. 

The Bo1om Line: Bevaci-

zumab shows promise in 

men with a rising PSA who 

are treated with ADT but 

un�l the proper study shows 

a survival benefit, it will only 

be available to men par�ci-

pa�ng in a clinical trial. 

P2 – “Ac$ve Surveillance…” 

The above study may be 

helpful to reduce another 

problem from AS reported by 

Auffenberg et al. In a large 

cohort of Michigan urolo-

gists, they found that a high 

percentage of the pa�ents 

were not following the rec-

ommended protocol for fol-

low-up. This was mostly a 

decline in serial biopsies. The 

reasons for this problem are 

not entirely clear. At this 
time there is no BEST proto-

col to follow for men on AS, 
and around the country prac- 
tices vary. No study, however, 
has shown the importance of 

biopsies within a finite period 

of time. It seems unlikely that 
the doctor or the patient in 
these practices believes the 
cancer should be ignored.  

The Bottom Line: For now, 

patient education about the 

risks and uncertainties needs 

to be emphasized to all men 

on AS and careful follow-up is 

needed to avoid missing the 

opportunity to cure a poten-

tially life-threatening cancer. 

P3 – “New FDA-Approved…” 

We have another curious arti-

cle about HIFU. The FDA has 

previously determined that 

the data were not sufficient 

to approve High Intensity 

Focused Ultrasound for the 

treatment of low-risk prostate 

cancer.   However, they have 

issued an unusual approval 

for tissue ablation. Does this 

mean that a man with pros-

tate cancer can have the pro-

cedure as a treatment for his 

prostate cancer? That is en-

tirely unclear. If a man does 

have prostate cancer, exactly 

what is a clinician going to tell 

the patient regarding the use 

of HIFU? Although the treat-

ment has been used on thou-

sands of patients throughout 

the world, the fact is no ran-

domized study has compared 

it to other available therapies. 

It would seem this approval 

will create great confusion 

for pa�ents if clinicians fa-

voring HIFU provide mislead-

ing informa�on to pa�ents.     

(Con�nued on page 8) 
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The Bo1om Line: Although 

HIFU is approved for �ssue 

abla�on, men should be very 

cau�ous about having their 

prostate cancer treated this 

way because it is not clear if 

it really improves survival. 

P6 – “Chemo Conundrum…” 

Another study providing con-

fusing informa�on was re-

ported by Lin and co-workers 

who conducted a random-

ized trial of adjuvant docet-

axel a.er radical prostatecto-

my (RP) in high-risk men. No 

significant improvement in 

progression-free survival was 

seen but African American 

(AA) men and men with pT3b 

cancer (seminal vesicle inva-

sion) appeared to benefit. 

Docetaxel is not approved for 

this indica�on, but clinicians 

should men�on these results 

when discussing treatment 

op�ons with these men. 

The Bottom Line: Adjuvant 

docetaxel post-RP appears to 

reduce the recurrence rate 

for AA men and pT3b disease. 

The Bottom Line 
(Continued from page 7) 
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therapy have been shown to 

be durable. This could fill the 

gap between ac�ve surveil-

lance and defini�ve radical 

therapy,” according to Dr. 

Chaussy. 

But Dr. Lawrentschuk noted 

that “large multicenter trials 

are lacking, there are differ-

ent technologies and proto-

cols, there is lack of consen-

sus on ideal candidates, and 

there is a lack of follow-up 

biopsies, failure rates, and 

morbidity reporting.” He add-

ed, “Canadian and Australian 

studies suggest there is high 

post-HIFU morbidity, includ-

ing urinary incontinence and 

erectile dysfunction. 

Why such disparity? Panelist 

Mark Emberton, MD, a HIFU 

expert from University Col-

lege Hospital in London, UK 

said “HIFU requires a huge 

amount of back-up, sophis�-

ca�on, and exper�se. I think 

we’re at the very early stage 

of the refinement and devel-

opment of this technology. 

We look forward to the �me 

success, according to Chris- 
�an G. Chaussy, MD, profes-

sor of urology at University 

of Regensburg, Germany, 

and clinical professor of urol-

ogy at the University of 

Southern California, in Los 

Angeles. “Three recent Euro-

pean studies show cancer-

free and metastases-free 

survival rates in the 90% 

range at 10 years,” he said. 

“It’s a hope for the US; for 

the rest of the world, it is 

already reality.” 

But the reality of HIFU in the 

rest of the world is that its 

precise focus for the treat-

ment of prostate cancer re-

mains a matter of debate. In 

the more than 80 peer-

reviewed publications on HI-

FU, reporting on 65,000 treat-

ments worldwide, HIFU is 

used for a mix of whole-gland 

treatment and focal therapy. 

“Oncologic and func�onal 

outcomes of whole-gland 

abla�on have been estab-

lished. Outcomes of focal 

when we can gain knowledge 

and experience from experts 

on this side of the Atlan�c.” 

But the elephant in the room 

is payment. Lacking FDA ap-

proval of HIFU for the treat-

ment of prostate cancer, 

“most third-party payers 

probably won’t pay for it,” 

predicted Victor W. Nitti, MD, 

from the NYU Langone Medi-

cal Center, who is a spokes-

person for the AUA. “Patients 

are going to have to make 

decisions based on what urol-

ogists tell them, so urologists 

need to know as much as 

possible so they can advise 

their patients,” he added. 

But Dr. Koch thinks the 

movement will be largely 

pa�ent-driven. “Many guys 

don’t want their whole pros-

tate out and they see this as 

a big win if it’s reasonably 

effec�ve in trea�ng cancer,” 

Dr. Koch said. There are a lot 

of people who want it.” 

Medscape Medical News 

8 May 2016 

New FDA-Approved Prostate Tool: Will You HIFU? (Continued from page 3) 




