
 

Significance of Prostate Cancer Treatment-

Related Factors Differ in Black, White Men 

Black and white men prioritize certain treatment-related fac-
tors differently when considering prostate cancer treatment 
options, according to study findings presented at the 2017 
American Society of Clinical Oncology (ASCO) Annual Meeting. 

Researchers at the University of North Carolina Lineberger 
Comprehensive Cancer Center reported that African American 
men and Caucasian men are both concerned about curing their 
cancer. However, African American men appear to be more 
likely to consider other social and personal factors as important 
in their decision-making process. 

The researchers conducted a survey of 1,171 African American 
and white men in North Carolina with prostate cancer. They 
found that more black men were concerned about how various 
treatments would impact their daily activities. They were also 
more concerned about the cost of treatment and the time it 
would take to go through treatment and recovery. 

The investigators note that racial disparities in prostate cancer 
persist despite numerous interventions. Other studies have 
investigated biological, socioeconomic, and perceptual factors. 
However, this study is unique because it takes a closer look at 
the decision-making process. 

The researchers found that 74% of black men with intermedi-
ate or high-risk cancer considered the impact treatment would 
have on their daily activities to be very important. However, 
only 58% of white men rated that factor as very important. 

(Continued on page 8) 

Prostate cancer patients on 
active surveillance (AS) who 
have no cancer found on a 
confirmatory biopsy may be 
considered for a less rigorous 
AS regimen, according to 
investigators. 

In a study of 224 prostate 
cancer patients managed 
with AS, investigators at 
Cleveland Clinic led by Ryan 
Berglund, MD, found that 
absence of cancer on a con-
firmatory biopsy is associ-
ated with a significant 49% 
decreased odds of grade re-
classification and 68% de-
creased odds of volume re-
classification compared with 
those who had a positive 
confirmatory biopsy. 

“Overall, our findings suggest 
that very low-volume dis-
ease, reflected by a negative 
confirmatory biopsy, may be 
a strong prognostic indicator 
for slower-grade and volume 
reclassification, independent 
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of age, PSA density, and 
stage,” Dr. Berglund's group 
wrote in a paper published 
online ahead of print in the 
journal Urology. “It is possi-
ble that very low-volume of 
disease may exhibit a more 
indolent natural history.” 

Investigators concluded that 
a less intense surveillance 
regimen may be considered 
for men with a negative con-
firmatory biopsy. Of the 224 
men, 111 (49.6%) had a 
negative confirmatory bi-
opsy. The remaining 113 men 
had stable disease on confir-
matory biopsy. The median 
follow-up was 55.8 months. 

“A typical AS regimen at 
Cleveland Clinic consists of: 
clinic visits every six to 12 
months with PSA measure-
ments and digital rectal ex-
aminations, a confirmatory 
biopsy within 12 months of 

(Continued on page 8) 

Poor Responders Benefit from Taxane Switch 
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Men with advanced prostate 
cancer with a poor response 
to their first taxane-based 
chemotherapy regimen may 
benefit from switching to 
another, results of a small 
randomized trial showed. 

“Nearly half of the men who 
did not achieve a ≥30% de-
cline in PSA level while re-
ceiving either docetaxel or 
cabazitaxel achieved a ≥50% 
decline when they switched 
to the other drug,” said Em-
manuel Antonarakis, MBBCh, 
of Johns Hopkins University 
and colleagues in Baltimore. 

“Overcoming primary 
(intrinsic) and secondary 
(acquired) resistance to tax-
ane therapy remains a chal-
lenge in prostate cancer 
treatment, and several differ-
ent mechanisms of taxane 
resistance have been pro-
posed, many of which may 
operate simultaneously,” 
Antonarakis and colleagues 
wrote online in the Journal of 
Clinical Oncology. 

“There is evidence to suggest 
that not all of the same resis-
tance mechanisms apply to 

all taxanes. Therefore, the 
central clinical hypothesis of 
this study was that some pa-
tients with metastatic castra-
tion-resistant prostate cancer 
(mCRPC) with a suboptimal 
initial PSA decline with their 
first taxane can achieve a PSA 
response by an early switch 
to a second taxane before 
clinical progression.” 

The phase II, non-
comparative TAXYNERGY 
trial included 61 men with 

(Continued on page 5) 

Negative Confirmatory Biopsy a Good Sign in 

Active Surveillance for Prostate Cancer  
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The benefits of prostate can-
cer (PCa) screening are most 
evident in men with a family 
history of PCa, according to a 
study that simulated the 
benefits and harms of PCa 
screening under various cir-
cumstances. 

Interestingly, while screening 
reduced the risk of dying 
from PCa, it had a negative 
impact on men without a 
known cancer risk, said the 
study, which appeared in the 
journal BMC Public Health. 

“Currently, there is no reliable 
method to distinguish clini-
cally relevant from clinically 
irrelevant tumors,” Dr. Uwe 
Siebert, a professor at Aus-
tria’s Tyrolean Health and Life 
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Radical Prostatectomy Innovation and Outcomes at Military and Civilian 

Institutions 

Leow JJ, Weissman JS, Kimsey L, Hoburg A, Helmchen LA, et al. 

Am J Manag Care 30 June 2017; Published Online 

Prostate Cancer Screening Benefits Depend on Men’s View of 

Treatment Side Effects 

frame, but had comparable 
surgical morbidity. 

Takeaway points: This is a 
retrospective review of ad-
ministrative data from TRI-
CARE, the healthcare pro-
gram of the United States 
Military Health System. 

 Compared with 1,716 men 
in 767 civilian hospitals, 
3,366 men underwent RP 
in 36 military hospitals. 

 The adoption of MIRP was 
30% greater at civilian 
hospitals.  

 The 30-day postoperative 
complications, plus long-
term urinary incontinence 
and erectile dysfunction 
rates, were comparable.  

 Adoption of minimally 
invasive technology has 
not significantly improved 
surgical morbidity.  

 This study suggests that 
adoption of technology 
may not always translate 
to an observable improve-
ment in patient outcomes. 

yearly MIRP utilization, 30-
day postoperative complica-
tions (Clavien classification 
system), length of stay, blood 
transfusion, and long-term 
urinary incontinence and 
erectile dysfunction. 

Results: A total of 3,366 men 
were treated by RP at mili-
tary hospitals compared with 
1,716 treated at civilian hos-
pitals, with minimal clinic-
demographic differences. 
MIRP adoption was 30% 
greater at civilian hospitals. 
There were fewer blood 
transfusions (odds ratio, 
0.44; P <0.0001) and shorter 
lengths of stay (incidence risk 
ratio, 0.85; P <0.0001) among 
civilian hospitals, while 30-
day postoperative complica-
tions, as well as long-term 
urinary incontinence and 
erectile dysfunction rates, 
were comparable. 

Conclusions: Compared with 
military hospitals, civilian 
hospitals had a greater MIRP 
adoption during this time-

Objectives: Limited data are 
available regarding the im-
pact of the type of health-
care delivery system on tech-
nology diffusion and associ-
ated clinical outcomes. We 
assessed the adoption of 
minimally invasive radical 
prostatectomy (MIRP), and 
whether this adoption al-
tered surgical morbidity for 
prostate cancer surgery. 

Study Design: Conducted 
retrospective review of ad-
ministrative data from TRI-
CARE, the healthcare pro-
gram of the United States 
Military Health System. Sur-
gery occurred at military hos-
pitals, supported by federal 
appropriations, or civilian 
hospitals supported by hospi-
tal revenue. 

Methods: We evaluated TRI-
CARE beneficiaries with pros-
tate cancer treated by RP 
between 2005 and 2009. 
MIRP was identified based on 
minimally invasive surgery 
billing codes. We assessed 

Sciences University (UMIT), 
said in a press release. 

“In consequence, clinically 
irrelevant tumors may be 
treated, which unnecessarily 
exposes the affected patients 
to the unfortunately not un-
common long-term treat-
ment complications such as 
erectile dysfunction (ED), 
urinary incontinence (UI) and 
bowel dysfunction,” added 
Siebert, who is president-
elect of the Society for Medi-
cal Decision Making. 

The study, Benefits and 
Harms of Prostate Cancer 
Screening – Predictions of the 
ONCOTYROL Prostate Cancer 
Outcome and Policy Model, 
attempted to tackle the issue 
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of overdiagnosis and over-
treatment — the main risk of 
PCa screening. 

To assess its impact on qual-
ity of life, researchers ana-
lyzed what is called quality-
adjusted life expectancy 
(QALE). The simulation 
showed that for men without 
a familial risk, screening re-
duced QALE, mainly if per-
formed on an annual basis. 

“Men at higher risk, depend-
ing on age, gained QALE. But 
how the risk of long-term 
treatment side effects was 
viewed affected how benefi-
cial screening was in this 
group,” said Dr. Nikolai Mühl-

(Continued on page 7) 
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You should love a good pla-
cebo effect but you should 
also avoid a nocebo effect! 
So, this is another reason to 
avoid really negative people 
and really negative news! 
Keep it positive (but honest) 
and you may experience 
fewer side effects from many 
medications.   

Ahh, you’ve got to love a 
good placebo effect (from 
the Latin “I will please” – I 
know this is what it means in 
Latin because my parents 
MADE ME take three years of 
Latin classes – OMG-slow 
torture!). Placebo effects are 
well known in the area of 
pain reduction and even in 
the area of erectile dysfunc-
tion, prostate enlargement, 
and even hot flash reduc-
tions, where as many as one 
to two of out every three 
people report some real 
benefits just from taking a 
placebo when they thought 
they were taking a drug! 
Wow! 

However, the little known 
evil twin/partner of the pla-
cebo effect also exists out 
there and it does not get 
enough attention. This is the 
Darth Vader to the Luke Sky-
walker or the Goofus to the 
Gallant or the Cain to the 
Abel or the Ohio State to the 
Michigan. Nocebo (from the 
Latin “I will harm” – I know 
this NOT from my Latin 
classes but Google), or the 
nocebo effect, basically re-
fers to a harmful or negative 
impact a person experiences 
after taking something that 
does not really come with 
that impact. For example, 
you see a drug on TV that 
lists 20 side effects and you 
think you are experiencing 
one or many of those side 
effects even though you are 

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

“Beware of the Nocebo (Not the Placebo)?!” 
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. 

not. However, the constant 
negative reminders of these 
side effects or even embel-
lishment of them is enough 
to make you think you are 
experiencing the side effect.  

So, researchers recently 
looked at an incredibly large 
randomized double-blinded 
trial of low-dose atorvastatin 
(Lipitor®), the famous statin 
or cholesterol lowering drug 
vs. placebo and then they 
looked again at the study 
after it was non-blinded when 
everyone was then offered 
just the drug for several years 
so that patients and doctors 
clearly knew who was taking 
this drug.1 And, they found 
that the rate of muscle com-
plaints significantly jumped in 
number after people found 
out what they were taking or, 
in other words, suggesting 
that nocebo came to town! 
So, the patients had no prob-
lem with the statin and no 
muscle issues, and then they 
find out they were actually 
taking a statin and then bam!  
Suddenly, muscle problems 
abound!?  

This helps to explain part of 
the reason why you read 
about countless muscle is-
sues with cholesterol lower-
ing drugs despite placebo 
studies suggesting the rate of 
muscle problems are often 
similar to a placebo. This 
occurs with all types of low-
dose drugs, in my opinion, 
and based on research from 
overactive bladder drugs to  
prostate enlargement drugs. 
This is also why avoiding 
overly-negative commercials 
or even extremely negative 
health care professionals and 
other negative people can 
help you, not only to keep 
your optimism, but also re-
duce your risk of nocebo 

from a variety of sources. So 
then you can instead experi-
ence more placebo!  

By the way, as I was writing 
this column a commercial 
came on TV that said a drug I 
am interested in taking can 
cause diarrhea, anal leakage, 
erectile dysfunction, inconti-
nence, and extreme noisy 
and malodorous flatulence. I 
decided NOT to try this drug 
because I already experience 
all of these symptoms every 
time they call me from Us 
TOO headquarters and tell 
me my column is late! No-
cebo effect?! 
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Reference:  
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Whitehouse A, et al. Ad-
verse events associated 
with unblinded, but not 
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avian Cardiac Outcomes 
Trial-Lipid-Lowering Arm 
(ASCOT-LLA): A random-
ised double-blind placebo-
controlled trial and its non-
randomised non-blinded 
extension phase Lancet 
389: 2473-8, 2017. 

Some Younger Men with Prostate Cancer Are 

Candidates for Active Surveillance 

Slower Progression of Low-Risk Disease in Men Under 60 

Younger age at diagnosis of 
low-risk prostate cancer was 
independently associated 
with reduced risk of disease 
progression in men managed 
with active surveillance (AS), 
researchers reported. 

Among 1,433 men with clini-
cal low- and intermediate-
risk prostate cancer, com-
pared with the 58% of par-
ticipants diagnosed when 
they were older than 60, 
those diagnosed at or before 
age 60 had a 7% reduction 
(55% vs. 48%) in the rate of 
progression (as assessed by 
biopsy-based Gleason score 
upgrade-free rates) during 
five years of AS (P<0.01), the 
authors wrote online in the 
Journal of Clinical Oncology. 

“On Cox regression analysis, 
younger age was independ-
ently associated with lower 
risk of biopsy-based Gleason 
score upgrade (hazard ratio 
[HR] per one-year decrease, 
0.97 [95% confidence inter-
val (CI) 0.956 to 0.983]; 
P<0.01), which persisted in 

an analysis restricted to the 
66% of men who met the 
strict AS inclusion criteria,” 
noted Michael Leapman, MD, 
of Yale University School of 
Medicine, and colleagues. 

Importantly, age was not 
associated with time to treat-
ment or subsequent clinical 
recurrence after delayed 
radical prostatectomy (RP) at 
five years, which reinforces 
the feasibility of initially us-
ing AS for younger men with 
prostate cancer. 

“At diagnosis, appropriately 
risk-stratified patients may 
be counseled that in the 
short-to-intermediate term, 
younger age was not associ-
ated with worse surveillance 
outcomes assessed by biopsy 
results and recurrence-free 
survival after delayed treat-
ment,” Leapman noted, cau-
tioning that “longer follow-
up is needed to assess more 
distant outcomes.” 

Study participants included 

(Continued on page 6) 



 

US TOO INTERNATIONAL PROSTATE CANCER EDUCATION & SUPPORT                                                             Hot SHEET – AUGUST 2017          

PAGE 4    

tice or to select men who are 
at high risk for developing 
metastatic [prostate cancer] 
for randomized post-RP adju-
vant therapy trials,” D’Amico 
concluded. 

Researchers analyzed five 
studies that assessed the 
benefit of the Decipher test 
in men who underwent RP 
between 1990 and 2010. 
Median follow-up was 8 
years. In the group of 855 
patients, 60.9% were classi-
fied as low risk (<0.45), 
22.6% as intermediate risk 
(0.45 to 0.60), and 16.5% 
(>0.60) as high risk. 

The 10-year cumulative inci-
dence metastases rates of 
the three groups were 5.5%, 
15.0%, and 26.7%, respec-
tively (P<0.001). Pooled Deci-
pher HRs across the five 
studies showed that the De-
cipher score was significantly 
associated with time to me-
tastasis with an HR of 1.52 
per 0.1 unit. 

After adjusting for preopera-
tive PSA level, RP stage, Glea-
son score, as well as surgical 
margin, SVI and LNI status, 
the Decipher score remained 
significantly associated with 
the risk of observing metas-

tasis. Decipher was also asso-
ciated with risk of metastasis 
in subgroups of white men, 
those who received RP alone 
as well as those treated with 
RP and salvage RT, and those 
treated with RP and ADT. 

When the investigators ad-
justed for post-RP adjuvant 
RT and/or salvage RT or ADT, 
the adjusted HR for men with 
a high-risk Decipher score 
decreased from 3.31 
(P<0.001) to 2.77 (P=0.001), 
suggesting that the predic-
tive value of the Decipher 
test may be affected by RP 
practice patterns of treat-
ment. For black men and 
those of any race treated 
with adjuvant RT or ADT, 
Decipher did not reach statis-
tical significance for predict-
ing risk of metastasis (HR 
1.43, 1.86, and 1.52, respec-
tively). 

In addition to the study’s 
retrospective design, limita-
tions included bias in observ-
ing the interval to metastasis 
after RP. This may have di-
rectly affected the value of 
the adjusted HR, the authors 
stated. 

MedPageToday 
21 June 2017 

Genomic Test Can Predict Prostate Cancer Metastases After Surgery 

But Test is Not Ready for Clinical Practice, Expert Warns 

The genomic classifier test, 
Decipher, independently 
predicted metastases in men 
with prostate cancer follow-
ing radical prostatectomy 
(RP), including nearly all clini-
copathologic, demographic 
and treatment subgroups, 
according to a meta-analysis. 

“The analysis of literature 
reports published from 2011 
to 2016 showed that up to 
16% of 855 men with a high-
risk Decipher score >0.60 
could benefit from the Deci-
pher test,” reported Felix Y. 
Feng, MD, of the Helen Diller 
Family Comprehensive Can-
cer Center at the University 
of California San Francisco, 
and colleagues. 

“After adjusting for clinicopa-
thologic variables, Decipher 
remained a statistically sig-
nificant predictor of bone, 
visceral, or lymph node me-
tastasis per 0.1 unit (hazard 
ratio [HR] 1.30, P<0.001),” 
they wrote in the Journal of 
Clinical Oncology. “The C-
index for 10-year distant me-
tastasis of the clinical model 
was 0.76 and increased to 
0.81 when Decipher was in-
cluded,” they added. 

“Although clinicopathologic 
variables perform reasonably 
well to predict who is at very 
low or very high risk of recur-
rence, Decipher indepen-
dently improves upon this to 
further discriminate metas-
tatic risk within these clinical 
risk groups,” the authors 
stated. “This observation has 
important implications for 
designing clinical trials for 
men with high-risk disease.” 

Decipher, developed by Ge-
nomeDx Biosciences of Van-
couver, is a 22-gene genomic 
classifier designed to aid in 
prognostication of patients 
who have undergone RP. 
While the authors noted that 
the use of Decipher could 
enrich a future study popula-

tion for metastasis, they cau-
tioned that more study is 
needed to determine how 
genomic testing can fit into 
clinical decision-making. 

In an accompanying editorial, 
Anthony V. D’Amico, MD, of 
Brigham and Women’s Hos-
pital and Dana-Farber Cancer 
Institute in Boston, agreed 
that caution is key, citing a 
number of uncertainties.  

“It remains unknown 
whether the assessment of 
the time after RP when these 
patients were observed to 
develop metastatic disease 
was consistent,” he said. 
“Other knowledge gaps in-
clude whether participants 
would have been considered 
high risk for metastases on 
the basis of clinical indices 
and how treatment affected 
the predictive value of their 
Decipher score,” he ex-
plained. 

“The question of patient se-
lection also needs to be de-
termined, and whether ge-
nomic classifiers can provide 
information beyond that 
already provided by clinical 
predictors such as RP Glea-
son score, seminal vesicle 
invasion (SVI), and lymph 
node invasion (LNI),” he said. 

“Future studies should look 
at use of the Decipher test in 
men who don’t have either a 
high-risk factor such as an RP 
Gleason score of 9 or 10, or a 
low-risk factor such as an RP 
Gleason score of 3+4,” 
D’Amico suggested. 
“Guidelines for the type of 
scans and scanning frequency 
after PSA failure are needed, 
as are recommendations for 
adjuvant radiotherapy (RT) 
and/or androgen deprivation 
therapy (ADT) and the timing 
of salvage RT and/or ADT. 

“Until such information is 
available, it does not seem 
that the Decipher test is 
ready for use in clinical prac-

PET CT May Show Treatment Outcome Early in 

Metastatic Castration Resistant Prostate Cancer 

Tracer uptake on PET/CT 
imaging showed significant 
association with clinical out-
comes of bone-involved me-
tastatic castration resistant 
prostate cancer (mCRPC), a 
small clinical trial showed. 

Early change in the maximum 
Standardized Uptake Value 
(SUV) of [18F, a radioactive 
isotope of fluoride], sodium 
salt (NaF) was the strongest 
predictor of progression-free 
survival (PFS), essentially 
doubling the hazard ratio 
(HR) for disease progression 
or death. Changes in total 

functional burden (SUVtotal) 
had a stronger correlation 
with PFS than did change in 
the number of bone lesions. 

“Global imaging metrics, 
such as SUVtotal and SUVmean 

outperformed all baseline 
clinical markers for predict-
ing clinical outcomes. The 
results held up for men 
treated with chemotherapy 
or androgen receptor path-
way inhibitors (e.g., abirater-
one), supporting continued 
development of NaF-PET/CT 

(Continued on page 5) 
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mCRPC. Their median age 
was 71, median PSA was 82.3 
ng/mL, and 35% had visceral 
(soft tissue) metastases. Men 
were randomly assigned in a 
2:1 fashion to initial do-
cetaxel (n=41) or cabazitaxel 
(n=22) for eight three-week 
cycles of chemotherapy. Men 
who achieved ≥30% PSA de-
cline by the fourth cycle (12 
weeks) remained on the 
same drug, while those who 
did not were switched to the 
other taxane. Median follow-
up was 26 weeks. 

PSA levels were done every 
three weeks, and the primary 
clinical endpoint was a ≥50% 
decline in PSA from baseline. 
Circulating tumor cells (CTCs) 
were also isolated from the 
(blood) of patients at baseline 
and during the first chemo-
therapy cycle. The cells were 
analyzed for intracellular bio-
markers of treatment effect, 
including percentage andro-
gen receptor nuclear localiza-
tion (ARNL) and microtubule 
bundling. 

Of the 61 patients, 33 stayed 
on their initial drug, 15 were 
switched due to poor treat-
ment response, and 13 dis-
continued therapy. Of the 15 
patients who switched, seven 
(46.7%) achieved the primary 
clinical endpoint. Overall, 35 
patients achieved the pri-
mary clinical endpoint – 25 
on or before the fourth cycle 
and 10 afterward. 

The investigators noted sev-
eral study limitations, includ-
ing the short length of  
follow-up and the small sam-
ple size, especially the small 
number of patients who 
switched drugs. Therefore, 
the study was unable to de-
finitively prove that the tax-
ane switch was responsible 
for subsequent PSA re-
sponses in those switching 
therapy or that biomarker 
modulation after the switch 
induced those PSA re-

sponses. 

Although this study is not 
sufficient to change the stan-
dard of care among men with 
mCRPC receiving taxane ther-
apy, it suggests that a treat-
ment switch from one taxane 
to the other may be worthy 
of further investigation in 
patients who do not achieve 
a ≥30% PSA reduction within 
the first 12 weeks. Impor-
tantly, prior studies have 
shown that men who do not 
achieve a 30% PSA decline by 
week 12 of treatment have a 
poorer survival with do-
cetaxel and cabazitaxel than 
those who do. 

The investigators also found 
that analyzing CTCs for shifts 
in ARNL, a known effect of 
taxane-based drugs, could be 
a quick way to determine a 
patient’s clinical response. 
After one week of taxane 
therapy, the percentage of 
ARNL in men who subse-
quently achieved a ≥50% 
decline in PSA was 44%, com-
pared with 64% in those who 
did not (P=0.004). 

“Changes in CTC-specific 
ARNL observed as early as 
one week after therapy initia-
tion may potentially be a 
more sensitive and specific 
biomarker of subsequent 
clinical response than 12-
week PSA changes,” the re-
searchers suggested. “Future 
prospective studies should 
evaluate whether switching 
taxane therapy early on the 
basis of a CTC biomarker may 
improve outcomes compared 
with switching therapy on the 
basis of PSA trends (or not 
switching therapy at all).” 

Asked for his perspective, 
Eric Klein, MD, chairman of 
the Glickman Urological & 
Kidney Institute at the Cleve-
land Clinic, who was not in-
volved with the study, said 
via email: “It’s certainly a 
new approach in prostate 

Poor Responders Benefit from Taxane Switch 

(Continued from page 1) 

cancer, where switching be-
tween two chemotherapeutic 
agents with similar mecha-
nisms of action has not been 
tried before –there are ongo-
ing studies comparing se-
quencing of agents that tar-
get the androgen receptor as 
well, so the concept is being 
tested with other sorts of 
agents too. The strength of 
the study is that the switch 
was predicated on a defined 
and uniform response crite-
rion that is clinically meaning-
ful (failure to achieve a ≥30% 
PSA reduction after several 
doses of the initial drug). 

“The study showed that some 
men who don’t have a good 
response to an initial taxane 
may still derive clinical bene-
fit from switching to an-

other,” Klein added. “But it 
was a small study and, as 
such, is not generalizable to 
clinical practice yet, especially 
given that there are multiple 
other FDA-approved agents 
for men who fail chemother-
apy. The other promising ob-
servation was that CTCs 
seemed to be a marker of 
response, adding to the grow-
ing literature that supports 
their use in clinical decision 
making.” 

Dr. Antonarakis’ conclusions 
to this study agree with Dr. 
Klein’s observations stating, 
“Nevertheless, further dedi-
cated prospective random-
ized trials focusing on a tax-
ane switch using integral bio-
markers are warranted.” 

MedPage Today 

2 July 2017 

PET CT & Treatment Outcome in mCRPC 

(Continued from page 4) 

imaging metrics as bio-
markers for mCRPC to bone,” 
as reported online in the 
Journal of Clinical Oncology. 

“Increasing SUVtotal in the first 
12 weeks of treatment was 
associated with progressive 
disease,” Robert Jeraj, MD, 
of the University of Wiscon-
sin in Madison, and co-
authors concluded. “Our 
analysis demonstrates that 
[18F]NaF PET/CT may be a 
useful tool in early follow-up 
of men with mCRPC and 
bone metastases. Additional 
studies are warranted to 
assess the therapy-specific 
ability of [18F]NaF PET/CT to 
accurately identify response 
to treatment. 

“No established tools exist to 
provide reliable quantitative 
measures of changes in bone 
metastases in response to 
treatment for mCRPC. His-
torically, post-treatment PSA 
measures have been used to 
monitor patients, but PSA 
has no spatial context with 

treatment response,” the 
authors noted in their intro-
duction. “In addition, [99Tc] 
technetium-based bone scin-
tigraphy (bone scan) provides 
limited information about 
response assessment based 
on changes in lesion count 
during treatment. A bone 
scan identifies radiographic 
progression (formation of 
new lesions) but does not 
capture post-treatment 
changes in existing lesions or 
in overall disease burden,” 
the authors continued. 

“[18F]NaF-PET/CT has char-
acteristics well suited for 
imaging osteoblastic  
activity – rapid bone uptake 
and blood clearance. Multi-
ple studies showed higher 
sensitivity and specificity 
compared with technetium-
based bone scintigraphy or 
planar single-photon emis-
sion CT. Additionally, [18F]
NaF-PET/CT demonstrated 

(Continued on page 8) 
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Reiterating the authors’ ac-
knowledgement that age 
only “marginally” improved 
the performance of multifac-
tor risk models, Garzotto 
suggested that younger age 
may be better used to pre-
dict individual patient risk. 

“Evaluation should consider 
current health status, known 
risk factors for progression, 
and age,” Garzotto noted. “It 
is important for clinicians to 
understand and explain to a 
younger patient that he con-
currently has both the most 
to gain and the most to lose.” 

Leapman and colleagues 
wrote that, “although there 
is no consensus on the opti-
mal screening approach, a 
growing body of literature 
supports obtaining an initial 
baseline screening at a young 
age – as young as 45 – and 
basing subsequent screens 

on this initial result.” 

Garzotto said that limitations 
to the study included the fact 
that a lower rate of cancer 
progression was seen in one 
in four patients referred ex-
ternally (HR ratio, 0.754; 95% 
CI, 0.60 to 0.95). “More infor-
mation is needed to deter-
mine if they represent a ran-
dom sample of the popula-
tion or a selected group with 
more favorable underlying 
risk features.” 

Other limitations included 
the increased proportion of 
younger than older patients 
who had lower-risk disease 
profiles and an initial diagno-
sis outside the authors’ insti-
tution, and that the median 
follow-up duration after 
prostatectomy of 41 months 
may have underestimated 
the rates of recurrence. 

MedPageToday, 16 June 2017 

Post-RP Radiotherapy Benefits Selected Men with Elevated PSA 

Younger Men & Active Surveillance 

(Continued from page 3) 

1,433 individuals choosing 
AS beginning in 1992, with 
a minimum follow-up of six 
months from the time of 
initial diagnostic biopsy. 
Men were a median of 63 
years old at baseline, were 
followed for a median of 49 
months, and most (89%), 
had a Gleason score at diag-
nosis of at least 3+3. 

Significant baseline differ-
ences in the younger age 
group included lower PSA 
values, lower Gleason scores, 
and lower Cancer of the 
Prostate Risk Assessment 
(CAPRA) scores. 

AS has been shown to safely 
mitigate overtreatment of 
low-risk prostate cancer in 
this era of PSA screening, and 
as noted recently in Med-
Page Today, it is increasingly, 
though inconsistently, used. 

In the absence of standard-
ized surveillance protocols, 
the younger cohort in this 
study received more surveil-
lance biopsies than those 
over 60 in the same interval 
(median of three versus two; 
P<0.01), and similar numbers 
of PSA tests (median of 10 vs. 
nine; P=0.27). 

“From this perspective, the 
lower risks of progression, 
despite greater scrutiny (i.e., 
an approximately 30% lower 
risk of upgrading over time), 
should be informative to 
counsel younger men with 
low-risk prostate cancer who 
are considering initial man-
agement with surveillance,” 
the authors suggested. 

Given the higher baseline 
sexual and urinary function 
younger patients have at the 
time of diagnosis, they stand 
to lose the most by immedi-
ate treatment – yet age re-
mains an empirical driver of 
treatment decisions, thereby 
“favoring early treatment in 
younger individuals.” 

Indeed, older patients in the 
study were more likely to 
receive radiation therapy 
than younger patients (38% 
vs. 21%) and were less likely 
than their younger counter-
parts to receive RP (58% vs. 
78%; P<0.01 for both), al-
though these differences 
were not significantly associ-
ated with age after 
(statistical) adjustment. 

“Increasing the thoughtful 
application of AS in patients 
with low-risk prostate cancer 
has the potential for benefits 
to healthcare systems as a 
whole, including improved 
health-related quality of life, 
reductions in treatment bur-
den, and reduced costs,” 
Mark Garzotto, MD, of the 
Veterans Administration 
Portland Health Care System 
in Oregon, wrote in an ac-
companying editorial. 

Postoperative radiotherapy 
(RT) for men who have per-
sistently elevated PSA levels 
following radical prostatec-
tomy (RP) for prostate cancer 
is associated with improved 
survival among those with 
adverse pathologic charac-
teristics, according to a new 
study. In addition, persis-
tently elevated PSA after RP 
is not always associated with 
a poor prognosis. 

Giorgio Gandaglia, MD, of 
IRCCS Ospedale San Raffaele 
and Vita-Salute San Raffaele 
University in Milan, Italy, and 
colleagues studied 496 men 
who underwent RP and 
lymph node dissection at two 
referral centers from 1994 to 
2014 and had persistently 
elevated PSA (0.1 to 2 ng/mL 
at six to eight weeks after 
RP). There were 251 men 
who received postoperative 
RT and 245 who did not. 

The median follow-up for 

survivors was 110 months, 
the investigators reported in 
a paper published online 
ahead of print in European 
Urology. “In all, 49/496 
(9.9%) men died from pros-
tate cancer. The 10-year can-
cer-specific mortality (CSM)-
free survival was 88%. Re-
ceipt of postoperative RT 
was associated with a sur-
vival benefit only among pa-
tients with a CSM risk of 30% 
or higher. Patients with a 
CSM risk less than 30% did 
not benefit from postopera-
tive RT, and should be ini-
tially managed expectantly,” 
according to the researchers. 

Among the 245 men who did 
not receive postoperative RT, 
those in pathologic grade 4 
or higher had a nearly seven-
fold higher risk of CSM than 
those in pathologic grade 3 
and lower. 

Pathologic grade and stage 
independently predicted 

CSM. In multivariable analy-
sis, a pathologic grade group 
of 4 or higher was associated 
with a significant 2.7-fold 
higher risk of CSM compared 
with a pathologic grade 
group of 3 or less. A patho-
logic tumor stage of pT3b/4 
vs. pT2-pT3a was associated 
with a significant 2.3-fold 
higher risk of CSM. 

The association between 
CSM-free survival and post-
RP PSA differed by the base-
line risk of CSM, as defined 
by pathologic characteristics. 
The effect of rising PSA was 
evident only in men with a 
CSM risk ≥10%. “Increasing 
PSA levels should be consid-
ered as predictor of mortality 
exclusively in men with 
worse pathologic characteris-
tics,” the study concluded. 

Renal and Urology News 
20 June 2017  
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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, “Negative Confirmatory…” 
One of the negative aspects 
of active surveillance (AS) is 
the current recommendation 
that men undergo repeat 
prostate biopsies as part of 
their follow-up management.  
Even with some form of anes-
thesia, patients find the biop-
sies unpleasant. The study by 
Berglund et al. adds addi-
tional data to other reports 
that suggest a negative con-
firmatory biopsy means that 
a man has lower risk of pro-
gression and may need less 
aggressive follow-up. They 
found that half the men had a 
negative second biopsy and 
their risk at five years was 
lower than older men with a 
negative biopsy. Follow-up is 
less than six years; longer 
follow-up that shows the 
same benefit could lead to 
eventual changes in AS proto-
cols. These studies do raise a 
curious question. If these 
findings are correct, looking 
at men who had saturation 
biopsies may be worthwhile. 
What are the results of those 
men the first time it was 
done? If men in the current 
studies entered AS with three 
or fewer positive cores out of 
a 12-core biopsy, theoreti-
cally having the same number 
of positive cores out of a 24-
core saturation biopsy should 
give the same result. If that 
were true, one could consider 
doing 24 cores initially and 
avoiding a confirmatory bi-
opsy.    

The Bottom Line: A negative 
confirmatory biopsy in men 
on AS may allow less intense 
surveillance, but longer fol-
low-up is needed to be sure.   

P1, “Poor Responders…” 
Currently, two taxanes are in 
use for men with metastatic 
castration-resistant prostate 
cancer (mCRPC), docetaxel 
and cabazitaxel. Docetaxel is 

primarily used first, in part 
because it is generically avail-
able and has a more favor-
able side effect profile. Un-
fortunately, the response 
rate with either drug is not 
100%; the question is when 
and if the first drug should be 
switched to the second drug. 
The study by Antonarakis et 
al. provides preliminary data 
on one approach to answer 
this question. Results 
showed that about 50% of 
men who did not have at 
least a 30% decline in PSA 
initially in 12 weeks did re-
spond after being switched 
to the other taxane.  

The authors acknowledge 
study limitations, including a 
non-randomized design and 
a small sample size. Compar-
ing survival between men 
randomized to a full course 
of primary therapy and men 
switched to the second drug 
is required to answer this 
question. Perhaps that study 
is worth doing. 

The Bottom Line: Switching 
taxanes after 12 weeks if the 
PSA does not decline by 30% 
may help some patients, but 
more data are needed. 

P1, “Significance of…” A sur-
vey report involving over 
1,100 men from North Caro-
lina found some potentially 
useful information for coun-
seling patients about their 
treatment options for local 
disease. The report found 
that African-American men 
were more concerned about 
how the treatment would 
affect their daily activities 
and about the costs of treat-
ment. One wonders how 
their cost concerns are re-
lated to their health insur-
ance. Are they more con-
cerned because they would 
have more out of pocket 
costs? Another factor that 

needs to be evaluated is the 
adequacy of baseline sexual 
function. The study did not 
report on the factors that 
could have influenced the 
survey results.   

The Bottom Line:  African-
American men in North Caro-
lina appear to have different 
concerns than Caucasians 
about the consequences of 
local therapy. Whether those 
concerns are the same in 
other states and whether it 
relates to differences in sex-
ual function need to be de-
termined. These findings 
could influence how doctors 
counsel their patients. 

P3, “Some Younger Men…” 
As the years of follow-up 
accumulate for men on AS, 
clinicians are looking more 
closely at the effect of includ-
ing younger men. Leapman 
et al. reported on over 1,400 
men under age 60 and found 
they were less likely to have 
upgrading at five years than 
men over 60. This does not 
yet prove that AS is clearly 
safe for younger men, as the 
follow-up is too short. Fur-
thermore, it is not enough 
proof that a less-intense pro-
tocol is appropriate for them. 
Still, it is providing encourag-
ing support for including 

younger men in AS protocols. 

The Bottom Line: Data are 
accumulating that show 
younger men on AS are not in 
greater danger than older 
men for developing higher-
grade disease, but longer fol-
low-up still is needed.  

P4, “Genomic Test Can…” 
Clinical applications of ge-
nomic testing continue to 
grow. The study by Feng et al. 
looked at the utility of the 
Decipher test to predict me-
tastases after radical 
prostatectomy. They found 
that 16% of men could benefit 
from the test, a relatively low 
value. In fact, the test was 
only 5% more accurate than 
conventional methods. Given 
these values, one might ques-
tion the utility of this test for 
this group of patients. More 
data are needed to further 
determine who should un-
dergo this test, but the cur-
rent data are not very suppor-
tive. 

The Bottom Line: The Deci-
pher test after radical 
prostatectomy does not yet 
add enough information be-
yond conventional methods 
to warrant routine use after 
radical prostatectomy, as was 
the conclusion in the editorial 
comment. 

berger, assistant professor at UMIT who coordinated the study. 

While AS reduced overtreatment, the study showed gains in life 
expectancy were offset by delayed treatment and additional 
tissue sampling, illustrating the delicate balance of screening. 

“The study highlights the problem of overdiagnosis and illus-
trates the dependency of screening benefits on individual risk 
factors and preferences,” said Dr. Wolfgang Horninger, dean of 
the urology department at Austria’s Medical University of Inns-
bruck, which collaborated with UMIT. “Thus, it contributes to 
the improvement of patient counseling and supports an individ-
ual use of screening examinations, which all of us consider im-
portant issues.” 

Medical News Today 
5 July 2017 

Screening Benefits & View of Side Effects 

(Continued from page 2) 
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the initial diagnostic biopsy, 
and routine surveillance biop-
sies,” the researchers stated. 

Dr. Berglund and colleagues 
said their results are compa-
rable to previous studies. A 
subset analysis revealed a 
64% decreased risk of vol-
ume-related reclassification, 
but, contrary to the findings 
of the new study, no signifi-
cant association with risk of 
grade reclassification. 

Dr. Berglund's team also 
cited a study by K. Clint Cary, 
MD, and colleagues, which 
found that among 242 men 
with three or more biopsies, 
a negative confirmatory bi-
opsy was associated with 
72% lower odds of overall 
reclassification (European 
Urology (Vol. 66, pp. 337-
342, 2014), did not differen-
tiate between grade- and 
volume-related reclassifica-
tion. 

Dr. Berglund and colleagues 
acknowledged some study 
limitations. The study was 
observational and, as such, 
subject to selection bias “and 

potential for quantitative 
evaluation of bone disease, 
including quantitative accu-
racy and ability to monitor 
functional changes during 
treatment,” Jeraj and col-
leagues noted. 

Continuing the assessment of 
[18F]NaF-PET/CT, investiga-
tors studied 56 men with 
mCRPC with bone metasta-
ses, 16 treated with chemo-
therapy and 40 with andro-
gen receptor-targeted 
agents. The patients had 
[18F]NaF-PET/CT imaging at 
baseline and after three cy-
cles of therapy (midway 
through planned treatment). 

At data collection, 40 of 46 
evaluable patients had pro-
gressive disease, three died, 
and three did not progress 
and remained in follow-up. 
The authors reported that 30 
patients had radiographic 
progression. The patients 
had a median baseline SU-
Vmax of 75.5 g/mL (range 28.8 
to 225.3 g/mL) and median 
baseline lesion count of 34 

Black men were significantly 
more concerned about re-
covery time (81% vs 50%, 
respectively). There were 
significant racial differences 
when it came to costs, as 
well; 66% of black men rated 
cost as very important vs. 
32% of white men.  

Presented at the 2017  
Annual ASCO meeting, 
Abstract 6517 

Oncology Nurse Advisor 
19 June 2017 

Treatment-related 

Factors in Black and 

White Men 

(Continued from page 1) 
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Negative Confirmatory Biopsy (Continued from page 1) 

imbalance in unquantified 
variables.” In addition, the 
limited median follow-up time 
of 55.8 months may not fully 
capture the natural history of 
slow-progressing prostate 
cancer. Third, it remains to be 
determined how the end-
points of grade and volume 
reclassification will ultimately 
reflect overall or cancer-
specific survival. 

Renal and Urology News 
26 June 2017 

by [18F]NaF-PET/CT. 

The median time from start 
of treatment to disease pro-
gression was 7.6 months and 
did not differ significantly 
between treatment groups. 
Baseline SUVmax, SUVmean, 
and lesion count had signifi-
cant correlations with PFS 
(P=0.008 to P=0.002). Mid-
treatment SUVtotal had the 
strongest association with 
PFS in a univariate analysis 
(HR 1.97, 95% confidence 
interval (CI) 1.44-2.71, 
P<0.001). By multivariable 
analysis SUVmean (HR 3.40, 
95% CI 2.02-5.73, P<0.001) 
and number of lesions (HR 
2.90, 95% CI 1.86-4.53, 
P<0.001) had the strongest 
associations. 

In the subgroup of patients 
who received androgen re-
ceptor-targeted therapy,  
mid-treatment SUVtotal had 
the strongest association 
with PFS and lesion count. 

MedPageToday 
30 June 2017 

PET & CT (Continued from page 5) 
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