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When the Going Gets Tough… How to Help  
Yourself, How to Help a Friend   

Guest Column by Gary McClain - PhD, Therapist, Patient Advocate, 
and Educator  
Back in the day, the words of a popular song described life as a 
bowl of cherries.   

I don’t know whose life the songwriter was describing. Those 
words sure don’t describe my life, and I suspect they don’t de-
scribe yours either. Life has lots of high points, even days when 
life does feel like a bowl of cherries. But there are other days, 
when life is pretty hard, and the challenges overwhelming.  

When one down day seems to follow another, when you just 
aren’t feeling a whole lot of enthusiasm for life… well, that can 
be a sign of depression. 

Depression and Prostate Cancer Can Go Hand in Hand. 
Now, let’s talk about the connection between medical diagno-
ses like prostate cancer (PCa) and depression. Recent research 
has shown that there is a clear connection between conditions 
like PCa and depression. But I am sure I don’t need to tell you 
that. Maybe you’ve felt depressed yourself, or have had con-
cerns about a friend with PCa. Depression can result from the 
limitations that your diagnosis and treatment can impose on 
your life, the changes you didn’t ask for but have to deal with 
anyway, the daily responsibilities of handling treatment, the 
impact of PCa on intimacy with your partner, as well as stress 
that arises along the way.       

In general, individuals experiencing depression don’t always 
feel like taking the best care of themselves, and this can affect 

(Continued on page 4) 

Metastatic castration-
resistant prostate cancer 
(CRPC) is enriched in DNA 
damage response (DDR) gene 
aberrations. The TOPARP-B 
trial aims to prospectively 
validate the association be-
tween DDR gene aberrations 
and response to olaparib in 
metastatic CRPC. 

In this open-label, investiga-
tor-initiated, randomised 
phase 2 trial following a se-
lection (or pick-the-winner) 
design, we recruited partici-
pants from 17 UK hospitals. 
Men aged 18 years or older 
with progressing metastatic 
CRPC previously treated with 
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one or two taxane chemo-
therapy regimens, and with 
an Eastern Cooperative On-
cology Group performance 
status of 2 or less, had tu-
mour biopsies tested with 
targeted sequencing. Men 
with DDR gene aberrations 
were randomly assigned (1:1) 
by a computer-generated 
minimization method, with 
balancing for circulating tu-
mour cell count at screening, 
to receive 400 mg or 300 mg 
olaparib twice daily, given 
continuously in four-week 
cycles until disease progres-
sion or unacceptable toxicity. 
(Continued on page 5) 

Pembrolizumab Shows Limited Activity Against Prostate Cancer 
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Pembrolizumab shows lim-
ited activity in selected men 
with treatment-refractory 
metastatic castration-
resistant prostate cancer 
(mCRPC), according to find-
ings from the open-label KEY-
NOTE-199 study. 

In a recent study of 23 men 
with PD-L1-positive mCRPC, 
the anti-PD-1 monoclonal 
antibody pembrolizumab 
provided a 17% objective-
response rate (ORR), a 30% 
disease-control rate (DCR), 
and a 37% estimated 12-

month overall-survival (OS) 
rate. 

Dr. Johann Sebastian de  
Bono from The Institute of 
Cancer Research and Royal 
Marsden Hospital, in London, 
and colleagues further ex-
plored the antitumor activity 
and safety of pembrolizumab 
in their study of men previ-
ously receiving docetaxel and 
targeted endocrine therapy. 
Men had disease that was 
measurable and PD-L1 posi-
tive (cohort 1,133 men) or 
negative (cohort 2,168 men) 
or bone-predominant, re-
gardless of PD-L1 status 
(cohort 3,459 men). 

The ORR, the primary end-
point, was 5% in cohort 1, 3% 

in cohort 2, and 5% in co-
horts 1 and 2 combined, the 
researchers report in the 
Journal of Clinical Oncology. 
DCR was 13% in cohort 1, 
18% in cohort 2, 39% in co-
hort 3, 15% in cohorts 1 and 
2 combined, and 20% in all 3 
cohorts combined.  

Median response duration 
was not reached in cohort 1 
(range, 1.9 to at least 21.8 
months). It was 10.6 months 
in cohort 2 and 16.8 months 
in cohorts 1 and 2 combined. 
Median radiographic pro-
gression-free survival was 2.1 
months in cohorts 1 and 2 
and 3.7 months in cohort 3. 

(Continued on page 5) 
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Impact of Age at Diagnosis of De Novo Metastatic Prostate Cancer on Survival 

Bernard B, Burnett C, Sweeney CJ, Rider JR, Sridhar SS 

Cancer 26 November 2019; Epub 
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2004 to 2014. Men were 
classified by 4 age groups: 
≤54, 55 to 64, 65 to 74, and 
≥75 years. The median over-
all survival, PCSS, and re-
stricted mean survival times 
for any-cause mortality and 
prostate cancer-specific mor-
tality (PCSM) were calculat-
ed. Multivariable and subdis-
tribution hazard ratios for 
PCSM according to age group 
and with controlling for race, 
marital status, and income 
were estimated. 

Compared with men aged 
≤54 years, men aged ≥75 
years experienced a mean 
PCSS at 5 years that was 6.7 
months shorter (95% confi-
dence interval [CI], 5.5-7.8 

months). In multivariable 
analyses, men aged ≥75 
years had a 49% increase in 
the rate of PCSM in compari-
son with those aged ≤54 
years (95% CI, 1.39-1.60). 
The subdistribution hazard 
ratio for PCSM between 
these groups was 1.41 (95% 
CI, 1.32-1.50). 

Age was found to be an inde-
pendent predictor of shorter 
PCSS in men diagnosed with 
de novo mPCa even in an era 
with more effective thera-
pies. Further work is needed 
to determine the reason for 
poor outcomes in older men 
with mPCa. 

An older age at the diagnosis 
of prostate cancer has been 
linked to worse prostate can-
cer-specific survival (PCSS). 
However, these studies were 
conducted before the ap-
proval of many life-
prolonging drugs. This study 
was aimed at describing out-
comes in a contemporary 
cohort of men diagnosed 
with de novo metastatic 
prostate cancer (mPCa) and 
assessing associations with 
the age at diagnosis while 
controlling for known prog-
nostic factors. 

The Surveillance, Epidemiolo-
gy, and End Results registry 
was used to identify men 
diagnosed with mPCa from 
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Clinical Utility of a Genomic Classifier in Men Undergoing Radical  
Prostatectomy: The PRO-IMPACT Trial 

Gore JJ, du Plessis M, Zhang Z 

Pract Radiat Oncol 20 November 2019; Epub 

The optimal management of 
men with prostate cancer at 
high risk of recurrence post-
radical prostatectomy is con-
troversial. The clinical utility 
of the Decipher test was 
evaluated prospectively on 
postoperative treatment 
decisions and patient-
reported outcomes. 

In the study, 246 eligible men 
across 19 centers were en-
rolled. Patients were dichot-
omized into those consider-
ing adjuvant or salvage radia-
tion therapy (ART or SRT). 
Participating providers sub-
mitted a management rec-
ommendation before and 
after receiving the Decipher 
test results. Treatment re-
ceived within 12 months and 
a validated survey on pros-
tate cancer-related anxiety 
was collected longitudinally. 

Pre-Decipher, treatment was 
recommended for 12% and 
40% for the ART and SRT 

arms, respectively. Post-
Decipher, 17% and 30% of 
treatment recommendations 
changed in the ART and SRT 
arms, respectively. Post-
Decipher treatment recom-
mendation was administered 
78% and 76% of the time in 
the ART and SRT arms, re-
spectively. Multivariable 
analysis confirmed that the 
Decipher score was an inde-
pendent predictor for change 
in management for both ad-
juvant and salvage patients. 
The number needed to test 
to change management for 
one patient was four.  
Cancer-specific anxiety de-
creased among Decipher risk 
categories in both arms. 

Use of Decipher post-radical 
prostatectomy test was asso-
ciated with postoperative 
treatment decisions. Overall, 
high Decipher risk was asso-
ciated with an increase in 
treatment intensity whereas 
low-risk scores were associ-

ated with a decrease in ther-
apy administered independ-
ent of clinical and pathologic 
risk factors. 
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Variation in the Prescription of Androgen Deprivation Therapy in  
Intermediate- and High-Risk Prostate Cancer Patients Treated with  
Radiotherapy in the Netherlands, and Adherence to European Association of 
Urology Guidelines: A Population-Based Study 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“2020 – The Year of the Statin & Elvis?!” 

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. 

there are far too many indi-
viduals taking higher dosages 
of statin drugs that could be 
on lower doses or no statin 
drug at all if they took better 
care of themselves. Yet, at 
the same time, for people 
that are at high risk of nu-
merous potential health is-
sues, the overall side bene-
fits of these pills have been 
impressive and they are 
“natural” (originally derived 
from fungus). Yet, it appears 
that lowering cholesterol 
using a variety of methods 
could be prostate-healthy 
and not only with statins.4  

We also learned in 2019 that 
reducing high triglycerides (a 
part of the cholesterol test) 
could also be lifesaving. I 
hope and dream the govern-
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According to international 
guidelines, neoadjuvant and 
concurrent androgen depriva-
tion therapy (ADT) in combina-
tion with external beam radio-
therapy (EBRT) is optional for 
intermediate-risk prostate can-
cer (PCa) patients and is the 
recommended standard treat-
ment for high-risk PCa patients. 

The aim of this study is to pro-
vide insight into the prescription 
of ADT in intermediate- and  
high-risk PCa patients treated 
with EBRT in the Netherlands, 
and to evaluate adherence to 
European Association of Urology 
guidelines and factors affecting 
prescription. 

All intermediate- and high-risk 
PCa patients between October 
2015 and April 2016 were identi-
fied through the population-
based Netherlands Cancer Regis-
try. Variation in the prescription 

I love a good conspiracy! Big 
foot sighting in local woods, 
UFOs landing in Iowa corn-
fields, Elvis alive and living in 
North Michigan and he loves 
eating at a local burger joint 
blah blah blah! Heck, I love a 
good conspiracy!   

Statin drugs are all pharma-
ceutical hype? Really?! The 
only primary prevention drug 
proven in countless random-
ized trials to reduce the risk 
of having your chest cracked 
open (bypass surgery) and 
your risk of dying younger is 
a conspiracy? Additionally, 
almost all of these drugs are 
now generic, so they are far 
more cost effective than ever 
before. In 2019, more data 
than ever has shown that 
they may also have side ben-
efits that researchers could 
never have dreamed of, and 
this is what gets missed in 
the conspiracy agenda.  

The potential for them to 
reduce the risk of aggressive 
and lethal prostate cancer is 
now becoming so intriguing, 
based on the latest human 
data, that 2020 could be the 
year some government de-
cides to spend countless mil-
lions of dollars on a large 
randomized prevention trial.1 
These drugs also appear to 
slow the growth of the pros-
tate, which could prevent 
other prostate problems.2 
Regardless, 2019 also found 
that the impact on memory 
is not what many conspiracy 
and other theorists thought, 
but now there is some evi-
dence that they could poten-
tially reduce the risk of dis-
eases that impact memory.3   

Now, do not get me wrong. I 
would rather have no one 
take any drug or supplement, 
unless after intensive analy-
sis they actually need it. And, 

ment finally spends hundreds 
of millions of dollars on a 
cholesterol-lowering trial in 
an attempt to reduce the risk 
of lethal prostate cancer be-
cause we need to finally get 
an answer to this longstand-
ing question, and hopefully 
prevent more people from 
dying of this damn disease.5  

Regardless, I need to go now 
because Elvis and I are 
meeting at my local Burger 
King in about 15 minutes, 
and if I am late then he will 
be “all shook up” about my 
consistent lack of punctuali-
ty. Have an amazing start to 
your 2020, don’t forget to 
donate to Us TOO, and never 
ever forget that you’re only 
one workout and/or dietary 
change away from reducing 

of ADT in patients with EBRT 
was evaluated. Multivariable 
multilevel logistic regression 
analyses were performed to 
determine the probability of 
ADT and to examine the role of 
patient-, tumour-, and hospital-
related factors. 

Overall, 29% of patients with 
intermediate-risk PCa received 
ADT varying from 3% to 73% 
between institutions. From the 
multivariable regression analy-
sis, higher Gleason grade, mag-
netic resonance imaging, and 
computed tomography (CT)-
positron-emission tomography/
CT prior to radiotherapy ap-
peared to be associated with 
increased prescription of ADT. 
Among high-risk patients, 83% 
received ADT, varying from 57% 
to 100% between departments. 
A higher prostate-specific anti-
gen level, more advanced tu-

your stress and cholesterol 
level (two for the price of 
one). “Elvis, please don’t 
leave the building, I am on 
my way!”  
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mour stage, and a higher 
Gleason grade were associated 
with increased prescription. 

Less than one-third of interme-
diate-risk PCa patients treated 
with EBRT receive ADT. The 
variation in the prescription of 
ADT between different institu-
tions is substantial. This suggests 
that the prescription is largely 
dependent on different institu-
tional policies. The guideline 
adherence in high-risk PCa is 
fairly good, as the vast majority 
of patients received ADT as rec-
ommended. However, given the 
clear recommendations in the 
guidelines, adherence could be 
improved. 

In this review, we looked at the 
variation of hormonal treatment 
in intermediate- and high-risk 
prostate cancer patients. We 
found substantial variation be-
tween institutions. 
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tells you how awful you feel, 
and it tells you that there is 
no help for you - but that’s 
only the depression talking 
and it’s a lie.  Depression is 
treatable!   

Don’t manage this alone – 
get support. Talk to a sup-
portive friend or family mem-
ber, PCa friends in your local 
Us TOO chapter, or with a 
member of the clergy. Gather 
people around you who can 
listen without judging you or 
trying to tell you what to do.   

Stay involved in your life. A 
common reaction to depres-
sion is to just want to hunker 
down, to retreat from the 
things you do day-to-day in 
life, to isolate from your 
friends and family. This is the 
time to “fake it ‘til you make 
it.” Set small goals for each 
day. Get up and get moving. 
Do what you can without 
pushing yourself too hard. 
Take the action to live what 
you define as your normal  
life – even when you don’t 
feel like it. Again, small goals, 
do as much as you reasonably 
can. 

How to Help a Friend or Fam-
ily Member. 
My clients often talk to me 
about how to help a friend 
with PCa or a family member 
who they suspect is experi-
encing depression. By the 
way, PCa also emotionally 
affects your partner. So, re-
member they are also at risk 
for depression. Here are some 
ideas:   

Express concern. Find a time 
when the two of you can talk 
alone. Let them know that 
you are concerned about 
them and want to offer help. 

Be specific. Make sure the 
person you are concerned 
about is aware of what is 
causing your concern. Tell 
them what you have ob-
served, any depression symp-
toms you have noticed, as 
well as any changes you have 
seen over time that seem out 
of the ordinary.   

self-care and adherence to 
treatment regimens. So why 
don’t physicians always iden-
tify and treat depression? 
There are a few reasons. For 
one, their patients don’t al-
ways tell them about depres-
sion symptoms. Men may feel 
like its “normal” to feel down, 
given the challenges they are 
facing. Let’s face it, men are 
notorious for not reporting 
how they feel, trying to “suck 
it up” and pretend everything 
is okay. For better or worse, 
physicians may assume their 
patients are fine if they don’t 
tell them or hide their symp-
toms at their appointments.   

Also, symptoms of depression 
and treatment, like lack of 
appetite and fatigue, can 
overlap, so doctors may as-
sume the depression symp-
toms are the result of treat-
ment and not depression.   

Here’s something else to con-
sider: Men living with PCa and 
its treatment may go through 
times of “distress” when their 
symptoms and/or their self-
care regimen feel especially 
challenging. Distress, which 
can lead to feelings of frustra-
tion and sadness, is tempo-
rary, and may gradually sub-
side with some emotional 
support. Depression on the 
other hand, just kind of hangs 
around.   

So if patients and their doc-
tors aren’t talking about emo-
tions on a regular basis, it’s 
easy to see why assumptions 
on both sides may result in 
symptoms of depression be-
ing overlooked.   

I am not trying to paint a 
bleak picture here. Instead, I 
want to inform you and en-
courage you to keep an eye 
out for depression in yourself 
and in others. The good news 
about depression in men liv-
ing with PCa is that quality of 
life – energy, mood, and rela-
tionships – can greatly im-
prove with treatment.   

Getting Help for Depression. 
But to experience that good 

Offer to support them in any 
way you can. This might in-
clude being willing to lend a 
listening ear. Or help them 
find resources to help with 
depression. You might want 
to recommend a website, 
such as mayoclinic.com, that 
offers information on depres-
sion. Or even to accompany 
them to a doctor’s appoint-
ment or to a session with a 
mental health professional. 

Don’t push it. Be careful 
about being perceived as 
“diagnosing” the person you 
are trying to help. Express 
concern about symptoms 
you’ve observed that could 
relate to depression but be 
careful about being perceived 
as having diagnosed them 
yourself. That can result in 
defensiveness. And if the oth-
er person doesn’t want to 
have this discussion, respect 
their wishes. When you do 
see another sign that they 
may be depressed, gently 
remind them of your concern 
and why.   

When the going gets tough… 
Depression is treatable. If you 
think you may be depressed, 
reach out for help.  If you 
think someone you care about 
may be depressed, offer to 
help them find help. Guys! 
We’re all in this together.   
 

For more information on  
anxiety and depression  
related to prostate cancer 
diagnosis and treatment, visit  
www.ustoo.org/anxiety-and-
depression.  
 

Gary McClain, PhD, is a therapist, 
patient advocate, and educator, 
specializing in helping clients deal 
with the emotional impact of chronic 
and life-threatening health condi-
tions, as well as their families and 
professional caregivers. He works 
with them to understand and cope 
with their emotions, to learn about 
their lifestyle and treatment options, 
to maintain compliance with medical 
regimens, to communicate effective-
ly with each other and healthcare 
professionals, and to listen to their 
own inner voice as they make deci-
sions about the future. His website is 
JustGotDiagnosed.com.  

news, it’s really important to 
take the first step. If you sus-
pect you could be experienc-
ing depression, here are some 
ideas to consider:   

Be aware of the symptoms. 
Symptoms of depression are 
too numerous to list here, but 
some of the key symptoms 
include: low energy, lack of 
interest in activities you nor-
mally enjoy, difficulty concen-
trating, feeling sad, changes in 
eating or sleeping patterns, 
feeling hopeless, low self-
esteem, and others. As I men-
tioned previously, depression 
symptoms do not go away on 
their own. If you are experi-
encing one or more of these 
symptoms daily, for a couple 
of weeks or more, then you 
may be experiencing depres-
sion.   

Make a list and bring it to 
your doctor. You might want 
to consider keeping a journal 
of what’s going on with you 
emotionally - any symptoms 
you are experiencing, what 
kinds of thoughts you are 
having, along with how often 
you feel or think this way.  
Make an appointment with 
your doctor and go through 
your list with them. Ask your 
doctor if they are comfortable 
talking about depression and 
if they can recommend treat-
ment. And if not, ask for a 
referral to where you can get 
help. (Some physicians prefer 
to refer patients to a psychia-
trist or other mental health 
professional).     

Consider reaching out to a 
mental health professional.  
You may want to make your 
own connection with a thera-
pist or a counselor. Ask a 
friend for a recommendation, 
check out your local commu-
nity mental health resources, 
or get a list of mental health 
professionals through the 
website of your insurance 
company, or do a search on 
Google for a list of mental 
health providers in your area. 
Keep in mind that depression 
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The Role of Hypofractionated Radiotherapy for the 
Definitive Treatment of Localized Prostate Cancer: 
Early Results of a Randomized Trial 

Alexidis P, Dragoumis D, Karatzoglou S, et al. 

Journal of Cancer 16 October 2019; Epub 

Background: Prostate cancer 
is considered to have a spe-
cial biology which could 
affect the radiation therapy 
(RT) result based on the se-
lected fractionation scheme. 
We present the preliminary 
results of a randomized trial 
comparing conventionally 
and hypofractionated RT for 
prostate cancer.  

Methods: Patients included 
in the study had localized 
prostate cancer (cT1c-
T3bN0M0) and were ran-
domly assigned to mild 
hypofractionated (72 Gy in 
32 fractions, arm1) or con-
ventionally fractionated (74 
Gy in 37 fractions, arm2) RT 
with Volumetric Arc Therapy 
technique. The treatment 
was delivered only to the 
prostate with or without the 
seminal vesicles according to 
physician's discretion, and 
hormone therapy was op-
tional according to the dis-
ease stage and comorbidi-
ties. Here we present the 
preliminary results of acute 
toxicity from the gastrointes-

tinal (GI) and genitourinary 
(GU) system.  

Results: Between 2015 and 
2016, 139 men were en-
rolled; 67 were treated with 
conventional fractionation 
and 72 were treated with 
hypofractionation. Grade ≥ 2 
toxicity from GU and GI was 
observed in 23 and 21 men 
(31.9 vs. 31.3%, p=0.79) and 
15 and 12 (20.8 vs. 17.9%, 
p=0.6) for arm1 and arm2 
respectively. No statistically 
significant differences were 
observed between arms in 
the incidence of early toxici-
ty. There was no correlation 
observed between patient 
characteristics and toxicity 
from either GU or GI.  

Conclusions: Hypofractionat-
ed RT appears to be equally 
tolerated compared to con-
ventional fractionation in the 
early setting. Longer follow 
up is needed to assess the 
late toxicity profile of the 
patients and any potential 
differences between the con-
trol and experimental arm. 

Median OS was 9.5 months 
in cohort 1, 7.9 months in 
cohort 2, and 14.1 months in 
cohort 3, with estimated 12-
month survival rates of 41%, 
35%, and 62%, respectively. 

In exploratory biomarker 
analyses, ORR was 11% in 
men with BRCA1/2 or ATM 
aberrations, 0% in men with 
aberrations in one or more of 
the other 12 homologous 
recombination repair (HRR) 
genes analyzed, and 3% in 
men without any HRR gene 
aberrations. 

Overall, 60% of patients ex-
perienced one or more treat-
ment-related adverse events, 
including 15% with one or 
more grade-3 to -5 treat-
ment-related adverse events 
and 5% who discontinued 
pembrolizumab because of a 
treatment-related adverse 
event. Immune-mediated 
adverse events occurred in 
16% of men and led to dis-
continuation in 2% of men 
and death in one patient. 

“These data add to the grow-
ing body of evidence that 
suggests that, despite its 
more immunosuppressive 
microenvironment, a small 
number of select patients 
with mCRPC may benefit 
from pembrolizumab,” the 
researchers conclude. 

Dr. Marlena Janiczek of Colle-
gium Medicum in Bydgoszcz, 
Nicolaus Copernicus Univer-
sity, in Torun, Poland, who 
recently reviewed immuno-
therapy as a treatment for 
prostate cancer, told Reuters 
Health by email, “As high-
lighted aptly at the end of 
the article, this study has 
several limitations, including 
no randomization, no control 
arm, and relatively short fol-
low-up. In addition, the 
treatment of patients with 
hormonal therapy prior to 
pembrolizumab administra-
tion was not the same, which 
also makes it difficult to de-

fine the relevant findings.” 

“Conclusions about the evi-
dent beneficial effects of 
pembrolizumab in bone-
predominant mCRPC previ-
ously treated with docetaxel 
and targeted endocrine ther-
apy are also incomplete, as 
only some patients provided 
biopsy samples that can be 
subjected to entire exome 
DNA sequencing,” she said. 
“Therefore, the genetic pic-
ture could not be fully char-
acterized and molecular 
markers of response to pem-
brolizumab could not be 
identified.” 

Dr. Janiczek called for further 
research to define the role, if 
any, of pembrolizumab treat-
ment in mCRPC. “The study 
only indicates that the group 
of patients with bone-
predominant mCRPC should 
be looked at the most,” she 
added. 

Reuters Health 
6 December 2019 

Pembrolizumab (Continued from page 1) 

Neither participants nor in-
vestigators were masked to 
dose allocation. The primary 
endpoint of confirmed re-
sponse was defined as a 
composite of all patients 
presenting with any of the 
following outcomes: radio-
logical objective response (as 
assessed by Response Evalu-
ation Criteria in Solid Tumors 
1.1), a decrease in PSA of 
50% or more (PSA50) from 
baseline, or conversion of 
circulating tumour cell count 
(from ≥5 cells per 7.5 mL 
blood at baseline to <5 cells 
per 7.5 mL blood). A con-
firmed response in a consec-
utive assessment after at 
least four weeks was re-
quired for each component. 
The primary analysis was 
done in the evaluable popu-
lation. If at least 19 (43%) of 

Olaparib  

(Continued from page 1) 

(Continued on page 8) 

New Tools May ID Intermediate-Risk PCa Patients 
Suitable for Active Surveillance 

A subset of men with grade 
group 2 (GG2) intermediate-
risk prostate cancer at biopsy 
are downgraded or harbor 
favorable pathology at radi-
cal prostatectomy (RP), ac-
cording to new study findings 
presented at the 20th annual 
meeting of the Society of 
Urologic Oncology (SUO) in 
Washington DC. 

Investigators have created 
calculators incorporating this 
and other information that 
may improve patient selec-
tion for active surveillance. 

In the study, 4,322 patients 
with intermediate-risk and 

1,325 with low-risk cancer at 
biopsy underwent RP during 
2005 to 2018 at Johns Hop-
kins Hospital and Bayview 
Medical Center in Baltimore. 
At RP, 7.6% of men with bi-
opsy GG2 cancer were down-
graded and 17.8% were 
found to have favorable pa-
thology, defined as GG1 or 
GG2 with less than 5% 
Gleason pattern 4. In con-
trast, 55.1% of men with bi-
opsy low-risk disease experi-
enced upgrading at RP. 

“Biopsy GG2 intermediate-

(Continued on page 8) 
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curred after 11 days of treat-
ment in the 300 mg cohort. 

Olaparib has antitumor activ-
ity against metastatic CRPC 
with DDR gene aberrations, 
supporting the implementa-
tion of genomic stratification 
of metastatic CRPC in clinical 
practice. 
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uable patients in the 300 mg 
cohort. Radiological response 
was achieved in eight (24·2%; 
11.1-42.3) of 33 evaluable 
patients in the 400 mg co-
hort and six (16·2%; 6.2-32.0) 
of 37 in the 300 mg cohort; 
PSA50 response was 
achieved in 17 (37.0%; 23.2-
52.5) of 46 and 13 (30.2%; 
17.2-46.1) of 43; and circu-
lating tumour cell count con-
version was achieved in 15 

44 evaluable patients in a 
dose cohort responded, then 
the dose cohort would be 
considered successful. Safety 
was assessed in all patients 
who received at least one 
dose of olaparib. This trial is 
registered at ClinicalTri-
als.gov, NCT01682772. Re-
cruitment for the trial has 
been completed and clinical 
follow-up is ongoing. 

711 men consented for tar-
geted screening between 
April 1, 2015, and Aug 30, 
2018. 161 patients had DDR 
gene aberrations, 98 of 
whom were randomly as-
signed and treated (49 pa-
tients for each olaparib 
dose), with 92 evaluable for 
the primary endpoint (46 
patients for each olaparib 
dose). Median follow-up was 
24·8 months (IQR 16·7-35·9). 
Confirmed composite re-
sponse was achieved in 25 
(54·3%; 95% CI 39·0-69·1) of 
46 evaluable patients in the 
400 mg cohort, and 18 
(39·1%; 25·1-54·6) of 46 eval-

Olaparib in Patients with Metastatic CRPC  (Continued from page 5) 

(53.6%; 33.9-72.5) of 28 and 
13 (48.1%; 28.7-68.1) of 27. 
The most common grade 3-4 
adverse event in both co-
horts was anaemia (15 [31%] 
of 49 patients in the 300 mg 
cohort and 18 [37%] of 49 in 
the 400 mg cohort). Nine-
teen serious adverse reac-
tions were reported in 13 
patients. One death possibly 
related to treatment 
(myocardial infarction) oc-

New Tools May ID Intermediate-Risk PCa Patients (Continued from page 5) 

risk patients who were 
downgraded or harbored 
favorable pathology had sim-
ilar recurrence-free survival 
to biopsy low-risk patients, 
Zhuo Tony Su, an MD candi-
date, and colleagues report-
ed. 

The investigators constructed 
multivariable logistic regres-
sion models to assess pre-
operative factors such as 

age, PSA, PSA density, and 
number of cores with cancer, 
as predictors for pathologic 
downgrading or favorable 
pathology at RP. The final, 
fitted predictive model 
proved reliable in discrimi-
nating grade group changes 
from biopsy to RP, with con-
cordance statistics of 0.76 for 
downgrading, 0.64 for favor-
able pathology, and 0.70 for 

upgrading. In biopsy GG2 
intermediate-risk patients, a 
cutoff of more than 10% pre-
dicted probability of down-
grading to GG1 or more than 
20% predicted probability of 
favorable pathology at RP 
and led to similar outcomes 
after RP when compared 
with biopsy low-risk patients. 

Presented at the 20th annual 
meeting of the SUO, Poster 95 
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Pssst! 

Check out our 

feature on sex and intimacy, 

Between the Sheets...
Between the Sheets...                   January 2020
This column provides the platform for experts in the field to help men and women by providing 
answers to questions about sexual health and intimacy challenges that can result from prostate 
cancer treatment. 

This column was compiled with the help of Dr. Jeffrey Albaugh, Director of Sexual Health at NorthShore  
University HealthSystem and at Jesse Brown VA Medical Center in Chicago, IL. Dr. Albaugh is a funded  
researcher, a board certified advanced practice urology clinical nurse specialist, and a board certified sexuality 
counselor. In addition to his many publications in peer reviewed journals and chapters in books on sexual 
dysfunction, Dr. Albaugh published Reclaiming Sex and Intimacy After Prostate Cancer Treatment. He has been 
quoted in media and publications as an expert in the treatment of sexual dysfunction, and is a member of the Us 
TOO Board of Directors. 

QUESTION FROM PROSTATE CANCER SURVIVOR:
My wife and I are trying to enjoy sex without any erections and she also has some issues that make vaginal 
penetration uncomfortable, can you explain about “outercourse”?

RESPONSE FROM DR. JEFFREY ALBAUGH:
If vaginal penetration and/or intercourse is a problem because of issues for men with erectile dysfunction or 
women with vaginal atrophy (shrinkage and dryness) or pain, many couples will choose to have “outercourse” or 
non-penetrative sex. For many couples, the goals of sex are about feeling a deeper connection with each other, 
pleasure and/or orgasms together. These goals can be accomplished with or without a hard erection. In men, the 
primary area of sexual pleasure is the penis and in women the primary area of sexual pleasure is the clitoris. There 
may also be other places on a person’s body that are sources of sexual pleasure and it can be very enjoyable to 
explore and find any and all areas that, when stimulated, provide pleasure. 

In terms of genital stimulation, oral (using the mouth on genitals), manual (using hands or rubbing genitals 
against each other, for example) or vibratory stimulation (vibration applied to various areas of the genitalia) 
can be effective. It should be fun to explore all options and can help to be creative with each other. Kissing can 
build intimacy and can be very enjoyable for many people. Kissing on the lips or other parts of the body can help 
partners discover what feels good and what is arousing. You can use massage to explore all parts of the body 
as well. Each person may vary in how deep or light of massage or rubbing they may enjoy. It can also be fun to 
explore various lubricants with massage. You may also like including your partner in self touch. The biofeedback 
between your hands and your brain make you the expert on what feels good and how to become aroused. There 
are a myriad of sexual aids including, but not limited to, vibrators. Applying these aids to various spots on you or 
your partner’s body could be arousing and enjoyable for both of you. Rubbing genitals together or against each 
other can also be exciting for some people. Cuddling together with extensive body contact is another thing that 
may increase intimacy and/or arousal. The possibilities are pretty limitless and dependent on what you both enjoy. 
Sometimes society has programmed us to believe that sex means one way of doing things with foreplay, 
penetration/intercourse, and orgasm, but there are many ways to have sexual pleasure with a partner. Exploring 
the options outside of intercourse can be wonderful and exciting and a fun way to try new things together. I have 
discovered in my work and research that many men and women find it can lead to deeper intimacy and pleasure. 

You can access the new edition of my book or download a free copy of my original book at www.drjeffalbaugh.
com.

Watch Dr. Albaugh’s presentation on sexual health and intimacy from the Prostate Cancer Pathways for Patients 
and Caregivers event recorded at NorthShore University HealthSystem in Skokie, IL on November 3, 2018 at  
https://www.youtube.com/watch?v=Hiq0dDEb1l0&t=4483s.   

Read previous issues of Between the Sheets at www.ustoo.org/BTS.  
Do you have a question about sexual health or intimacy? If so, we invite you to send it to Us TOO. 

We’ll select questions to feature in future Between the Sheets columns.

Please email your question to: ustooBTS@ustoo.org

Or mail your letter to:
Us TOO International
Between the Sheets

2720 S. River Road, Suite 112
Des Plaines, IL 0018



Progress on Prostate Cancer Research                January 2020
Advancements in prostate cancer research provide hope for finding a cure and lead to the discovery of  
new treatments to minimize the impact of a man’s prostate cancer and maximize his quality of life. This 
regular Hot SHEET supplement includes some of the latest research from the Prostate Cancer Foundation 
(www.pcf.org). 

26th Annual PCF Scientific Retreat – Top New Discoveries for Patients – Part 2
PCF held its 26th Annual Scientific Retreat in late 2019. In attendance were 665 participants from 188 institutions from 
18 countries. Scientific Retreat is an opportunity for PCF-funded investigators and other experts in the field of prostate 
cancer research to learn from each other through presentations and informal networking. 

From 42 total panels and presentations, PCF’s Director of Research Dr. Andrea Miyahira has curated the Top New 
Discoveries for Patients – this is Part 2. Stay tuned for more next month!

CD46 as a Novel Target in Metastatic Castration Resistant Prostate Cancer
CD46 is a protein that helps cancer cells to evade killing by immune cells, and is highly upregulated in castrate resistant 
prostate cancer (CRPC) but not normal cells. CD46 expression may be particularly high in cases of neuroendocrine 
prostate cancer. Thus, CD46 represents a promising target for prostate cancer immunotherapy. Drs. Rahul Aggarwal, Eric 
Small, Bin Liu, and Larry Fong, and the prostate cancer team at the University of California, San Francisco have developed 
a CD46-targeting treatment (CD46 ADC), with potent anti-tumor activity in preclinical prostate cancer studies. Early 
studies suggest CD46-ADC may be synergistic with checkpoint immunotherapy and androgen receptor (AR)-targeted 
therapy. 

The team has recently initiated a first-in-human Phase I clinical trial to test the efficacy and safety of CD46-ADC in 
patients with metastatic CRPC. Based on results from this study, the team may pursue trials testing CD46-ADC in 
combination with checkpoint immunotherapy and AR-targeted therapy. Dr. Rob Flavell, a nuclear medicine physician 
scientist at UCSF, is also developing a novel PET radio tracer targeting CD46 that may be used as a companion biomarker 
and theranostic agent to image CD46 expression. Studies in mice are promising thus far.

What this means to patients: Dr. Aggarwal and the UCSF team have identified CD46 as a promising new therapeutic 
target in prostate cancer, that may also have synergy with checkpoint immunotherapy and AR-targeted therapy. The 
team have developed a novel CD46-targeting agent, have completed preclinical development and have recently initiated 
a first-in-man Phase I trial.

The Biology and Therapeutic Impact of Targeting IL-23 in Prostate Cancer
Myeloid-derived suppressor cells (MDSCs) are a class of immune cells that infiltrate tumors in large numbers and 
promote cancer growth. Their role in driving prostate cancer and as treatment targets is an important area in need 
of study. Dr. Andrea Alimonti and his team at the Institute of Oncology Research, Switzerland found that MDSCs are 
significantly increased in mouse models of castrate-resistant prostate cancer (CRPC) and promote the development of 
resistance to androgen deprivation therapy (ADT) via secretion of IL-23. ADT, part of the standard of care for advanced 
prostate cancer, stops testosterone from being produced or directly blocks it from acting on prostate cancer cells. 
Treatment of these models with an anti-IL-23 antibody enhanced the efficacy of ADT.

IL-23 and MDSCs were also increased in metastatic CRPC tumors compared with hormone-sensitive prostate cancer. 
Based on these findings, in collaboration with the team of Dr. Johann de Bono of the Institute of Cancer Research and 
Royal Marsden NHS Foundation Trust (UK), a Phase I/II clinical trial is being initiated in mCRPC patients assessing the 
safety and efficacy of IL-23a (a powerful anti-psoriasis drug) combined with ADT.

What this means to patients: New treatment strategies are urgently needed for mCRPC. Dr. Alimonti and team have 
identified MDSCs and IL-23 as novel drivers and therapeutic targets in CRPC and will initiate a clinical trial to test an  
IL-23-targeting therapy for the treatment of CRPC. This drug is used for psoriasis, and represents a novel drug 
repurposing approach.

The PCF is the world’s leading philanthropic organization funding and accelerating prostate cancer research. Founded in 
1993, the PCF has raised more than $745 million and provided funding to more than 2,000 research programs at nearly 
200 cancer centers and universities. 
 

 For more information visit www.pcf.org, email info@pcf.org, or call 1-800-757-2873.
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