
 

Combination Therapy Shows Promise in Oligo-
recurrent Pelvic Node Relapses of Prostate Cancer 

MRI Plus New Score Halves Biopsy Rate for PCa 

More good tidings to gladden the hearts of men who have 
reached the half century mark: Swapping traditional prostate 
biopsies for MRI-targeted biopsies with a new prostate cancer 
(PCa) risk score can cut the number of unnecessary biopsies in 
half while still detecting clinically significant cancers. 

The findings from the STHLM3MRI study, a large, randomized 
trial, were published online in The New England Journal of 
Medicine to coincide with a presentation of the results at the 
European Association of Urology 2021 Annual Meeting (EAU 
2021). 

The trial included nearly 2,300 men with elevated PSA levels 
and/or high scores on the Stockholm 3 predictive test. They 
were randomly assigned to undergo either systematic biopsy or 
Stockholm 3 testing plus MRI with biopsy only of suspicious 
lesions. 

“The results show that the MRI-targeted strategy was associat-
ed with a 52% reduction in biopsy procedures compared with 
the systematic approach and a 69% reduction in detection of 
low-grade (Gleason score 6) cancers,” reported Tobias 
Nordström, MD, PhD, from the Karolinska Institute, in Stock-
holm, Sweden. 

“Combining the Stockholm 3 test with an MRI-targeted biopsy 
approach for PCa screening decreases over-detection while 
maintaining detection of significant PCa,” he said at the EAU. 

“It is exciting to see breakthroughs such as this in the field of 
early detection of PCa. An innovation such as STHLM3MRI 
makes an even more compelling case for the European Com-
(Continued on page 4) 

The combination of high-
dose salvage pelvic radio-
therapy (sRT) and 6 months 
of androgen-deprivation 
therapy (ADT) shows promise 
for oligorecurrent pelvic nod-
al relapse (OPNR) of prostatic 
cancer (PCa), with nearly half 
of men in complete remis-
sion 3 years post-treatment. 

Findings from the French 
multicenter phase-2 OLI-
GOPELVIS GETUG P07 study 
were published online ahead 
of print in European Urology. 

“OPNR of PCa is a challenge 
for regional sRT,” stated Dr. 
Stephane Supiot of Institut 
de Cancerologie de l’Ouest, 
in Nantes, France, and col-
leagues. 

The OLIGOPELVIS GETUG P07 
study tested combined sal-
vage RT and 6-months of ADT 
in 67 men (median age, 68 
years) with oligorecurrent (5 
or fewer) pelvic-node relaps-
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es of PCa detected by fluo-
rocholine-PET-CT imaging. 
Half of the men had received 
prior RT to the prostate. 

After a median follow-up of 
49 months, progression-free 
survival (PFS) rates were 81 
and 58% at 2 and 3 years. 
Median PFS was 45 months. 

Median biochemical relapse-
free survival (BRFS) was 26 
months. The BRFS rate was 
58 and 46% at 2 and 3 years. 
The combined treatment was 
well-tolerated. 

The study shows that com-
bining high-dose salvage pel-
vic RT with ADT can prolong 
tumor control in OPNR of 
PCa with “limited toxicity,” 
the study team concludes. 

This “initial evidence of ben-
efit” must be confirmed in a 
randomized trial, they add. 

Reuters Health 
23 July 2021 

Black Prostate Cancer Patients Less Likely to Go Under Knife During Pandemic 

Sites with Higher Proportions of Black Patients More Likely to be Affected by Restrictions 

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

The odds of undergoing sur-
gery for prostate cancer (PCa) 
were significantly lower for 
Black vs. White patients dur-
ing the initial wave of the 
COVID-19 pandemic, accord-
ing to a retrospective study. 

“Just 1% of Black men with 
untreated nonmetastatic PCa 
underwent [radical] prosta-
tectomy (RP) from March to 
May 2020 compared with 
26% of White men, despite a 
similar rate of RP between 
the 2 groups during the same 
3 months in 2019 (17.7 vs. 

19.1%),” reported Andres 
Correa, MD, of Fox Chase 
Cancer Center in Philadelph-
ia, and colleagues. 

“This represented a 90.9% 
lower rate of RP among Black 
men during the pandemic vs. 
a 17.4% lower rate among 
White men,” they noted 
online in JAMA Oncology 
https://jamanetwork.com/
journals/jama/
fullarticle/10.1001/
jamaoncol.2021.2755. 

And while it wasn’t unusual 
to restrict cancer surgeries at 

the beginning of the pandem-
ic so that hospitals could pri-
oritize patients who required 
emergency care, sites with 
higher proportions of Black 
patients were more likely to 
be affected by these re-
strictions. 

While the team found that 
surgical rates varied widely 
from site to site, ranging from 
a complete shutdown to a 
33% increase in surgical pro-
cedures, 40.5% of the men at 

(Continued on page 5) 
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Prospective Evaluation of Clinical Outcomes Using a Multiplex Liquid Biopsy 
Targeting Diverse Resistance Mechanisms in Metastatic Prostate Cancer 

Sperger JM, Emamekhoo H, McKay RR, et al. 

J Clin Oncol, 01 July 2021; Published online ahead of print 
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cohort (N = 99) was used to 
identify patterns of gene ex-
pression. Two prospective 
multicenter phase II clinical 
trials of ARSIs for men with 
castration-resistant PCa 
(CRPC) (ClinicalTrials.gov: 
NCT01942837 [enzalutamide, 
N=21] and NCT02025010 
[abiraterone, N=27]) were 
used to validate findings. 

Results: Hierarchical cluster-
ing of CTC transcripts identi-
fied 2 distinct clusters. Clus-
ter 2 (C2) exhibited increased 
expression of AR-regulated 
genes and was associated 
with worse overall survival 
(median 8.6 vs. 22.4 months; 
P < 0.01; hazard ratio [HR] = 
3.45 [1.9 to 6.14]). In multi-
variable analysis, C2 was 
prognostic independent of 
other clinicopathologic varia-
bles. AR-V status was not 
significant when accounting 

for C2. Upon further valida-
tion in pooled multicenter 
phase II trials, C2 was associ-
ated with worse overall sur-
vival (15.2 months vs. not 
reached; P < 0.01; HR = 8.43 
[2.74 to 25.92]), PSA progres-
sion-free survival (P-PFS) (3.6 
vs. 12 months; P < 0.01; HR = 
4.64 [1.53 to 14.11]), and 
radiographic PFS (2.7 vs. 40.6 
months; P < 0.01; HR = 4.64 
[1.82 to 17.41]). 

Conclusion: We demonstrate 
that a transcriptional profile 
detectable in CTCs obtained 
from liquid biopsies can serve 
as an independent prognostic 
marker beyond AR-V7 in men 
with metastatic PCa and can 
be used to identify the emer-
gence of multiple ARSI re-
sistance mechanisms. This is 
being investigated in addi-
tional prospective trials. 

Purpose: Nearly all men with 
prostate cancer (PCa) treated 
with androgen receptor (AR) 
signaling inhibitors (ARSIs) 
develop resistance via diverse 
mechanisms including consti-
tutive activation of the AR 
pathway, driven by AR ge-
nomic structural alterations, 
expression of AR splice vari-
ants (AR-Vs), or loss of AR 
dependence and lineage plas-
ticity termed neuroendocrine 
PCa. Understanding these de 
novo acquired ARSI re-
sistance mechanisms is criti-
cal for optimizing therapy. 

Materials and Methods: A 
novel liquid biopsy technolo-
gy was used to collect mRNA 
from circulating tumor cells 
(CTCs) to measure expression 
of AR-Vs, AR targets, and 
neuroendocrine PCa markers. 
An institutional review  
board–approved prospective 

Racial Disparities in PSA Screening and Referral to Urology in a Large,  
Integrated Health Care System: A Retrospective Cohort Study 

Lu CD, Adeyemi O, Anderson WE, et al. 

J Urol. 206: 270-278, 2021 

Purpose: Contemporary 
trends and racial disparities 
in prostate cancer (PCa) 
screening and referral to 
urology for PCa risk are not 
well characterized, despite 
consensus that Black men are 
at higher risk for poor PCa 
outcomes. The objective of 
this study was to characterize 
current racial disparities in 
PCa screening and referral 
from primary care to urology 
for PCa concern within our 
large, integrated health care 
system. 

Materials and Methods: This 
retrospective cohort study 
used data from Atrium 
Health's enterprise data 
warehouse, which includes 
patient information from 
more than 900 care locations 
across North Carolina, South 

Carolina, and Georgia. We 
included all men seen in the 
ambulatory or outpatient 
setting between 2014 and 
2019 who were ≥40 years 
old. Clinical and demographic 
data were collected for all 
men, including age and race. 
Racial outcomes were report-
ed for all groups with >2% 
representation in the popula-
tion. Between-group compar-
isons were determined using 
chi-squared analysis, Wilcox-
on rank sum testing and mul-
tivariable logistic regression, 
with significance defined as p 
<0.05. 

Results: We observed a sig-
nificant decrease in PSA 
testing across all age and 
racial groups in a cohort of 
606,985 men at Atrium 
Health, including 87,189 

Black men, with an overall 
relative decline of 56%. As 
compared to White men, 
Black men were more likely 
to undergo PSA testing 
(adjusted Odds Ratio (AOR) 
1.24, 95% Confidence Interval 
(CI) 1.22-1.26) and be re-
ferred to urology for PCa 
(AOR 1.94, 95% CI 1.75-2.16). 

Conclusions: There was a 
continued significant decline 
in PCa screening between 
2014 and 2019. Despite hav-
ing modestly elevated odds 
of being screened for PCa 
compared to White men, 
Black men are relatively un-
der-screened when consider-
ing that those who undergo 
PSA screening are more likely 
to be referred by primary 
care to urology for additional 
PCa diagnostic evaluation. 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“Metformin MANSA Lessons?!”  

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. 

“what if? What if this supple-
ment or drug ends up NOT 
being able to fight PCa, then 
what are the pros and cons if 
I take a chance on it? The 
long road to solving PCa is 
littered by ancillary supple-
ments and pills claiming to 
help, but that do nothing to 
help, or sometimes even in-
crease the risk of serious 
harm. Herein lies the histori-
cal lesson. We all need to 
look at any supplement or 
drug logically from a “whole 
body A-to-Z list” (also known 
as a holistic) stance.  

I have no idea if metformin 
will win big, lose big, or draw 
in the current active surveil-
lance trial going on in Cana-
da, for example, but what we 
know is there is a reason this 
medication that cost pennies 
is one of the most utilized 
pills around the globe for pre-
diabetes and type 2 diabetes 
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Once in a “Go Blue” moon I 
love to write about a generic 
drug that could arguably be 
sold over the counter that is 
cheaper than dirt. One that is 
generally heart healthy, pre-
vents type 2 diabetes in this 
case, natural (comes from the 
French Lilac...”merci 
beaucoup”), has a great safe-
ty record when taken appro-
priately, and shows promise 
against some cancers, includ-
ing prostate cancer (PCa). 
This is the case with metfor-
min right now and after a 
recently published random-
ized clinical trial called 
“MANSA” it appeared to im-
prove the results of standard 
of care (SOC, such as ADT) in 
some men with high-risk lo-
cally advanced or low-volume 
hormone sensitive metastatic 
PCa (HSPC).1 This was not a 
phase 3 trial, but it was a 
good preliminary controlled 
clinical trial. In the meantime, 
its ability to help men with 
CRPC is debatable, and even 
questionable, based on re-
sults of the TAXOMET phase 
II trial, but so much more 
research is yet to be pub-
lished.   

So, here comes my soapbox 
metformin moment. I have 
written about metformin and 
other generally heart healthy 
pills and lifestyle changes 
since the beginning of time. 
Your doctor may think you 
qualify for these and they 
might help you with some 
aspect of your health, but 
they might or might not fight 
PCa. It seems we have been 
looking at supplements/
repurposed generic drugs as 
“all or nothing” PCa-only op-
tions. They either help fight 
PCa, or they do nothing else 
for you? What? This is where 
some people get in trouble.  

I think we need to always ask 

prevention.  

I also know that when you 
bet on heart health, it usually 
ends up a healthy holistic bet. 
I could also argue that a drug 
proven to reduce risk of type 
2 diabetes may already have 
proven to prevent some can-
cers by lowering risk of diabe-
tes-related cancers. It is for 
this reason I am obsessed 
with heart healthy lifestyle 
changes, because if they do 
not prove to fight PCa then 
they at least have been prov-
en to provide some head-to-
toe benefits. So the person 
engaging in them always wins 
on some level (mentally or 
physically). I find it amazing  
that lifestyle changes worked 
even better to prevent diabe-
tes.2 But it makes me bonkers 
that the lifestyle researchers 
from the historic 2002 study 
never got enough attention, 
or love, and didn’t win the 

Nobel prize.   

All or nothing? That is not my 
game folks, which is probably 
why I go to Vegas just to 
watch the shows! Give me a 
Cirque du Soleil, tribute band, 
magic show, or even another 
Elvis impersonator over an all 
or nothing bet on a roulette 
wheel anytime! Sorry, but 
this specific subject gets me 
“all shook up”, and I decided 
“it’s now or never” to actually 
cover this issue, so “don’t be 
cruel” or some type of 
“hound dog” when reading 
about this because most 
readers “can’t help falling in 
love” with this important 
message.   

References:  

1. Alghandour R, Ebrahim MA, 
Elshal AM, e al. Urol Oncol. In 
press, corrected proof, online 
22 June 2021. 

2. Diabetes Prevention Program 
Research Group. N Engl J Med 
346: 393-403, 2002.  

Common Advanced Prostate Cancer Treatments Not Tied to Significant  
Cognitive Decline 

Several therapies commonly 
used to treat men with meta-
static castration-resistant 
prostate cancer (mCRPC) 
don’t appear to cause a sig-
nificant decline in cognitive 
function, a small study sug-
gests. Results were published 
online 2 July 2021 in JAMA 
Network Open. 

Researchers examined data 
on 155 men 65 or older with 
mCPRC who initiated treat-
ment with docetaxel, abi-
raterone, enzalutamide, or 
radium 223 at one of 4 aca-
demic cancer centers  be-
tween 2015 and 2019.  

At baseline and at the end of 
treatment, men had cognitive 
function assessed using the 
Montreal Cognitive Assess-
ment (MoCA, global cogni-
tion), the Trail Making Test 

part A (attention), and part B 
(executive function). 

The main goal of the study 
was to assess the proportion 
of men in each treatment 
group who had a decline of 
1.5 standard deviations (SDs) 
or more in any of the 3 cogni-
tive function domains. None 
of the men in the study expe-
rienced clinically significant 
cognitive decline – defined as 
a decrease of at least 1.5 SDs 
in at least 2 of the 3 
measures, the results 
showed. 

“Clinicians can reassure pa-
tients that large declines in 
cognitive function are quite 
unlikely to occur during the 
course of treatment with one 
of these drugs,” said lead 
study author Dr. Shabbir 
Alibhai of the Institute of 

Health Policy, Management, 
and Evaluation and the Insti-
tute of Medical Science at 
the University of Toronto in 
Ontario, Canada. 

“If patients are complaining 
of significant cognitive 
changes, it is worth getting a 
formal assessment by, for 
example, a neuropsycholo-
gist or occupational therapist 
or geriatric oncologist, rather 
than chalking it up to aging 
or cancer treatment,” Dr. 
Alibhai said by email. 

The proportion of men in 
each treatment group who 
did experience a decrease of 
at least 1.5 SD in scores on 
any of the 3 different cogni-
tive assessments ranged 
from 0 to 6.5%. For example, 

(Continued on page 8) 
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MRI Plus New Score Halves Biopsy Rate for PCa (Continued from page 1) 

mission to ensure a risk-
stratified approach to early 
detection of PCa is adopted 
across the whole of Europe,” 
commented Hendrik Van 
Poppel, MD, PhD, adjunct 
secretary general of the EAU. 

Although routine screening 
for breast and colorectal can-
cer is widely performed in 
Europe, to date, only Lithua-
nia has established a nation-
wide PCa screening program  
according to the EAU. 

The Stockholm 3 test, devel-
oped at the Karolinska Insti-
tute, includes clinical varia-
bles (age and previous biopsy 
status) and a single-
nucleotide-based genetic 
score, as well as measure-
ments of 5 protein levels: 
total PSA, free PSA, human 
kallikrein 2, microseminopro-
tein-beta, and macrophage 
inhibitory cytokine 1. 

Several recent major clinical 
trials have highlighted the 

advantages and potential 
drawbacks of MRI-targeted 
biopsy vs. transrectal ultra-
sound–guided 12-core sys-
tematic biopsy. 

The European PRECISION 
trial and its Canadian sister, 
the PRECISE trial, showed 
that an MRI-guided tech-
nique identified more clini-
cally significant cancers and 
reduced the need for biopsy. 

The new wrinkle introduced 
in STHLM3MRI trial is the 
Stockholm 3 score, which 
was added to improve accu-
racy and reduce identifica-
tion of clinically unimportant 
low-grade tumors. 

The investigators invited 
49,118 men aged 50 to 74 
years to be screened; of 
these patients, 12,750 
agreed. These men gave 
blood samples that were 
tested for PSA and Stock-
holm 3 parameters. 

Men with PSA levels ≥3 ng/mL 
and/or Stockholm 3 scores of 
≥0.11 (n = 2,293) were then 
randomly assigned to undergo 
either standard biopsy or an 
MRI-targeted strategy in which 
biopsy was performed on men 
with Prostate Imaging Re-
porting and Data System 
scores ≥3. 

Most MRI scans were per-
formed on 1.5 Tesla machines. 
The scans were performed 
without contrast using a fast 
protocol. The acquisition time 
was approximately 12 
minutes. 

The median age of the partici-
pants was 61, and the mean 
PSA level was 1.0 ng/mL. 

The investigators found that 
the area under the curve of 
receiver operating characteris-
tics (AUC-ROC) for detection of 
significant cancers, defined as 
a Gleason score ≥7, was 0.76 
for the Stockholm 3 test and 
0.60 for PSA. 

Using data from 1,372 men 

Glenn Liu MD on Variations in mCRPC Response to Enzalutamide 

Spatial-Temporal Information Can Better Guide Next Treatment Decisions 

In clinical trials, improvement 
in a particular patient group 
is based on the mean 
(average), but in reality, indi-
vidual responses can be high-
ly variable. In men with met-
astatic prostate cancer (PCa), 
for example, spatial-
temporal treatment re-
sponse information can help 
physicians make more in-
formed decisions for individ-
ual patients. 

Glenn Liu, MD, head of Geni-
tourinary Oncology at the 
University of Wisconsin-
Madison School of Medicine 
and Public Health, and col-
leagues conducted a study to 
explore this idea. As ex-
plained in their study in the 
Journal of Clinical Oncology 
involving 22 men with bone-
metastatic castration-
resistant prostate cancer 
(mCRPC) treated with enzalu-
tamide, the team evaluated 

the proportion of men with 
at least 1 responding lesion 
at the time of disease pro-
gression.  

Men were evaluated with 
positron emission tomogra-
phy/computed tomography 
(PET/CT) scans and automat-
ed quantitative total bone 
imaging. All the men had at 
least one lesion still respond-
ing to treatment at the time 
of either PSA, radiographic, 
or clinical progression. 

“There are several implica-
tions of our findings,” the 
researchers wrote. “Early 
response should be explored 
as a way to stratify patients 
experiencing an optimal vs. 
suboptimal response. Use of 
spatial-temporal response 
assessment tools for lesions 
can help classify suboptimal 
responders as those with 
oligoresistant lesions (which 
may benefit from targeted 

ablation of nonresponding 
lesions to improve out-
comes), whereas those with 
widespread resistant disease 
may benefit from a change in 
therapy.” 

In the following interview, 
Liu discussed the study and 
its implications for clinicians 
in more detail. 

ASCO: Why did you and your 
colleagues decide to under-
take this study? 

Liu: While much of drug de-
velopment is focused on 
gaining new approvals for 
novel agents or combina-
tions, we were interested in 
optimizing use of existing 
agents to increase benefit for 
patients now. Just as not all 
patients respond the same to 
a treatment, not all lesions 
within an individual will re-
spond similarly, and eventu-
ally, non-responding lesions 

will result in clinical progres-
sion. 

This has led us to identify 
that what drives outcome in 
a non-curative, non-palliative 
setting is not treatment re-
sponse, but rather treatment 
resistance, and minimizing 
resistance may be a better 
strategy to prolong benefit in 
patients with cancer. 

In this study, we hypothe-
sized that at the time of PSA 
progression, that many le-
sions may still be responding 
to enzalutamide, justifying 
the concept of “treatment 
beyond progression.” By 
tracking change in individual 
lesions over time, we also 
hoped to show how frequent 
treatment-response hetero-
geneity was with enzalutam-
ide, impact of early non-
responding lesions to clinical 

(Continued on page 5) 

enrolled in the experimental 
(MRI) arm of the study, the 
team observed that a Stock-
holm 3 score cutoff of 0.15 or 
higher was comparable to a 
PSA level of ≥3 ng/mL in sensi-
tivity for detecting significant 
cancers. 

The Stockholm 3 test de-
creased need for MRI by 36% 
and the number of biopsy pro-
cedures by 8%, although the 
latter difference was not statis-
tically significant. 

Comparing the PSA plus sys-
tematic biopsy arm with Stock-
holm 3 plus MRI-targeted bi-
opsy in the entire randomized 
population, they found that 
the MRI strategy was associat-
ed with a halving of the biopsy 
rate. 

“We conclude that the Stock-
holm 3 test can inform risk 
stratification before MRI and 
targeted biopsies in PCa 
screening,” Nordström said. 

Medscape Medical News 
09 July 2021 
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Variations in mCRPC Response to Enzalutamide (Continued from page 4) 

and worsening quality of life 
for our patients. 

Identifying which patient 
may be having a suboptimal 
response may be important 
early on in order to see who 
may need more aggressive 
treatment. On the other 
hand, at the time of progres-
sion, many patients do seem 
to have the majority of le-
sions continuing to respond 
to treatment, and ablating 
oligo-progressive lesions may 
be an approach that can be 
utilized to extend benefit. 

In short, we believe that 
providing spatial-temporal 
treatment response infor-
mation allows oncologists to 
make more informative pa-
tient-specific decisions. 

ASCO: Are you doing any 
additional research in this 
area, or do you have any 
planned? 

Liu: We are currently design-
ing 2 studies testing the 
above hypotheses. The first 
is use of the technology to 
identify “suboptimal” re-
sponders to first-line chemo-
therapy, where early switch 
to a salvage chemotherapy 
may be of benefit. 

The second is to test the hy-
pothesis that ablation of ol-
igoresistant lesions identified 
early in treatment will 
change a suboptimal re-
sponder to an optimal re-
sponder, and ablation of oli-
go-progressive lesions at 
time of PSA progression will 
prolong benefit to second-
generation androgen-
receptor inhibitors. 

ASCO: Do you have any ad-
vice for discussing these 
treatment decisions with 
patients, especially the con-
cept of treatment beyond 
progression? 

benefit duration, and how 
much progression was driven 
by development of new le-
sions vs. existing ones. 

The goal was to use this 
study to realistically estimate 
design of future trials tar-
geting treatment-response 
heterogeneity. 

ASCO: What is the take-
home message for clinicians? 

Liu: While current treatment 
decision algorithms guide 
patient care based on statis-
tical improvement (e.g., in-
crease in the mean), this 
doesn’t acknowledge the 
large range in outcome for a 
given therapy. 

With the growing data sup-
porting use of combination 
therapies earlier in PCa, 
there is concern that we may 
be over-treating many in 
order to improve the aver-
age, increasing both costs 

Black Prostate Cancer Patients Less Likely to Go Under Knife During Pandemic (Continued from page 1) 

the 2 most affected sites 
were Black, while 81.7% of 
men at sites least affected 
were White. 

In an accompanying editorial, 
Randy Vince Jr., MD, of the 
University of Michigan point-
ed out that the study’s find-
ings are consistent with other 
research that showed that 
the COVID-19 pandemic has 
disproportionately affected 
poor Black, Indigenous, and 
Hispanic communities. 

Correa and colleagues used 
the Pennsylvania Urologic 
Regional Collaborative 
(PURC) – a prospective col-
laborative of 11 urology prac-
tices in Pennsylvania and 
New Jersey – to identify and 
evaluate men diagnosed with 
nonmetastatic PCa. Of the 
647 men included, 172 
(26.6%) were non-Hispanic 
Black, and 475 (73.4%) were 
non-Hispanic White. 

They compared RP rates be-
tween Black and White men 

during the first 3 months of 
the pandemic (March 16 to 
May 15, 2020) and during the 
comparable 3 months prior 
to the pandemic (March 11 to 
May 10, 2019). 

Both groups had similar 
COVID-19 risk factors and 
biopsy Gleason grade groups. 
Despite lower surgery rates, 
Black men had higher median 
PSA levels vs. White men (8.8 
vs. 7.2 ng/mL) before biopsy.  

“Black men were younger, 
making them an even higher 
priority for surgical manage-
ment,” the authors observed. 
colleagues acknowledged 
that the study was a retro-
spective review of a regional 
cohort and may not be gener-
alizable to the general popu-
lation. However, the cohort 
included a broad sample of 
facility types and regions, 
including areas that are less 
densely populated and were 
less affected by the initial 
pandemic, they pointed out. 

In addition, they suggested 
that it could be hypothesized 
that patients may have been 
diverted to outpatient thera-
peutics during this time to 
receive radiotherapy (RT), 
which could explain some of 
the decrease in surgeries. 
“Although PURC was de-
signed to capture PCa care 
delivered by urologists (e.g., 
biopsies, active surveillance, 
and RPs), subsequent treat-
ment after enrollment is cap-
tured, and no concurrent 
increase in RT was noted,” 
the authors wrote. 

“Given that it is generally 
accepted that PCa treatment 
can be delayed, on an institu-
tional level, each site tailored 
its approach and balanced 
the needs of its own commu-
nity,” they noted. “When 
viewed at the systems level, 
however, facilities with great-
er reductions in surgery 
cared for more men from 
racial minority communities, 

which was associated with a 
decrease in treatment for 
Black men with PCa. This 
trend provides a window into 
the intrinsic biases present 
within our health care system 
and is likely unfolding across 
medicine.” 

“Only after recognizing and 
acknowledging how structur-
al racism has affected our 
institutions and policies can 
we move forward in making 
change,” Vince wrote. 
“Without reconciliation, we 
will continue to find our-
selves in a brutal cycle, yield-
ing intergenerational poverty 
and trauma, which have sub-
stantial ramifications on our 
patients’ health. 

“We physicians have tremen-
dous social and political capi-
tal,” he concluded. “It is time 
for us to leverage this capital 
to make the changes needed 
to promote equity.” 

MedPage Today 
22 July 2021 

Liu: Progression is a defined 
term and, in our case, this 
was based on PSA progres-
sion (not clinical progres-
sion). Keep in mind that eve-
ryone is essentially 
“progressing” at the time of 
therapy initiation, so it’s a 
matter of how much and 
where. 

In essence, we provide more 
granularity in understanding 
this. As much of oncology is 
focused on precision medi-
cine (i.e., the right treatment 
for the individual), we are 
focused on the outcome and 
know that treatment re-
sponse is impacted by, not 
only genomics, but also the 
tumor microenvironment as 
well as individual host fac-
tors. This is what is necessary 
to provide individualized care 
in oncology. 

MedPage Today 
23 June 2021 
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Association of Concomitant Bone Resorption Inhibitors with Overall Survival 
Among Patients with Metastatic Castration-Resistant Prostate Cancer and 
Bone Metastases Receiving Abiraterone Acetate with Prednisone as First-Line 
Therapy 

Francini E, Montagnani F, Nuzzo PV, et al. 

JAMA Netw Open 2021; 4(7): e2116536. Doi:10.1001/jamanetworkopen. 2021.16536 
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Key Points 

Question: Do patients receiv-
ing abiraterone acetate with 
prednisone (AA+P) as first-
line therapy for the treat-
ment of metastatic castra-
tion-resistant prostate can-
cer (mCRPC) with bone me-
tastases benefit from the 
addition of bone resorption 
inhibitors (BRIs)? 

Findings: In this cohort study 
of 745 men receiving first-
line AA+P for the treatment 
of mCRPC with bone metas-
tases, the use of concomitant 
BRIs was associated with 
improvements in overall sur-
vival (OS), particularly among 
those with a high volume of 
disease. 

Meaning: These findings sug-
gest that adding BRIs to AA+P 
as first-line therapy could be 
beneficial for the treatment 
of men with mCRPC with 
bone metastases. 

Abstract 

Importance: Bone resorption 
inhibitors (BRIs) are recom-
mended by international 
guidelines to prevent  
skeletal-related events (SREs) 
among patients with mCRPC 
and bone metastases. AA+P 
is currently the most com-
mon first-line therapy for the 
treatment of patients with 
mCRPC; however, the clinical 
impact of the addition of 
BRIs to AA+P in this disease 
setting is unknown. 

Objective: To evaluate the 
association of the use of con-
comitant BRIs with overall 
survival (OS) and time to first 
SRE among men with mCRPC 
and bone metastases receiv-
ing AA+P as first-line therapy. 

Design, Setting, and Partici-
pants: This retrospective 
cohort study collected data 

from 745 consecutive men 
who began receiving AA+P as 
first-line therapy for mCRPC 
with bone metastases be-
tween January 1, 2013, and 
December 31, 2016. Data 
were collected from 8 hospi-
tals in Canada, Europe, and 
the US from June 15 to Sep-
tember 15, 2019. 

Exposures: Men were classi-
fied by receipt vs. nonreceipt 
of concomitant BRIs and sub-
classified by volume of dis-
ease (high or low volume, 
using definitions from the 
Chemohormonal Therapy vs. 
Androgen Ablation Random-
ized Trial for Extensive Dis-
ease in Prostate Cancer 
[CHAARTED] E3805 study) at 
the initiation of AA+P. 

Main Outcomes and 
Measures: The primary end 
point was OS. The secondary 
end point was time to first 
SRE. The Kaplan-Meier meth-
od and Cox proportional haz-
ards models were used. 

Results: Of the 745 men 
(median age, 77.6 years 
[interquartile range, 68.1-
83.6 years]; 699 White indi-
viduals [93.8%]) included in 
the analysis, 529 men 
(71.0%) received AA+P alone 
(abiraterone acetate cohort), 
and 216 men (29.0%) re-
ceived AA+P plus BRIs (BRI 
cohort). A total of 420 men 
(56.4%) had high-volume 
disease, and 276 men 
(37.0%) had low-volume dis-
ease. The median follow-up 
was 23.5 months (95% CI, 
19.8-24.9 months). Men in 
the BRI cohort experienced 
significantly longer OS com-
pared with those in the abi-
raterone acetate cohort 
(31.8 vs. 23.0 months; hazard 
ratio [HR], 0.65; 95% Confi-
dence Interval [CI], 0.54-

0.79; P < 0.001, a statistically 
significant difference). The 
OS benefit in the BRI cohort 
was greater for men with 
high-volume vs. low-volume 
disease (33.6 vs. 19.7 
months; HR, 0.51; 95% CI, 
0.38-0.68; P < 0.001). The BRI 
cohort also had a significant-
ly shorter time to first SRE 
compared with the abi-
raterone acetate cohort 
(32.4 vs. 42.7 months; HR, 
1.27; 95% CI, 1.00-1.60; P = 
0.04), and the risk of a first 
SRE was more than double in 
the subgroup with low-
volume disease (HR, 2.29; 
95% CI, 1.57-3.35; P < 0.001). 
In the multivariable analysis, 
concomitant BRIs use was 
independently associated 
with longer OS (HR, 0.64; 
95% CI, 0.52-0.79; P < 0.001). 

Conclusions and Relevance: 
In this study, the addition of 
BRIs to AA+P as first-line 
therapy for the treatment of 
men with mCRPC and bone 
metastases was associated 
with longer OS, particularly 
in men with high-volume 
disease. These results sug-
gest that the use of BRIs in 
combination with AA+P as 
first-line therapy for the 
treatment of mCRPC with 
bone metastases could be 
beneficial. 

Activity and Adverse 
Events of Actinium-225 
PSMA-617 in Advanced 
Metastatic Castration-
Resistant Prostate  
Cancer After Failure of 
Lutetium-177-PSMA 

Feuerecker B, Tauber R, 
Knorr K, et al.  

Eur Urol 79: 343-350, 2021 

Objective: To report the 
safety and activity of alpha-
emitting 225Ac-PSMA-617 
RLT in mCRPC that has pro-
gressed after 177Lu-PSMA. 

Design, Setting, and Partici-
pants: Twenty-six men 
were treated under a com-
passionate use protocol. 
The eligibility criteria in-
cluded previous treatment 
with abiraterone or enzalu-
tamide, previous taxane-
based chemotherapy, pro-
gression after 177Lu-PSMA, 
and positive PSMA-ligand 
uptake. The median num-
ber of previous mCRPC regi-
mens was 6. 225Ac-PSMA-
617 was given every 8 
weeks until progression/
intolerable side effects. 

Outcome Measurements 
and Statistical Analysis: 
PSA decline, PSA progres-
sion-free survival (PSA-PFS), 
clinical progression-free 
survival (cPFS), overall sur-
vival (OS), and toxicity were 
measured. 

Results and Limitations: 
Sixty-one cycles of 225Ac-
PSMA-617 (median number 
of cycles 2; median activity 
9 MBq) were administered. 
A PSA decline of ≥50% was 
achieved in 17/26 patients. 
The median PSA-PFS, cPFS, 
and OS periods were 3.5 
(95% confidence interval 
[CI] 1.8-11.2), 4.1 (95% CI 3-
14.8), and 7.7 (95% CI 4.5-
12.1) months, respectively. 
Liver metastases were asso-
ciated with shorter PSA-PFS 
(median 1.9 vs. 4.0 months; 

(Continued on page 8) 

https://t.co/SNj3xguRV7?amp=1
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Radiation and Androgen Deprivation Therapy With or Without Docetaxel in the Management of  
Nonmetastatic Unfavorable-Risk Prostate Cancer: A Prospective Randomized Trial 

D’Amico AV, Xi9w W, McMahon E, et al. 

J Clin Oncol. 01 July 2021; Published online ahead of print 

researchers report online in 
the Journal of the NCI. 

High TXB2 was associated 
with significantly increased 
all-cause mortality in AA men 
(hazard ratio [HR], 1.59) but 
not in EA men (HR 1.11). 
“The results showed a 
‘distinct’ association of up-
regulated TXB2 with lethal 
PCa in AA men,” the re-
searchers write. 

High TXB2 was also associat-
ed with higher PCa-specific 
mortality in AA men (HR, 
4.74) but not in EA men (HR, 
1.12). “The association be-
tween high TXB2 and all-
cause mortality remained 
significant only in AA men 
who did not use aspirin, but 
not in aspirin users,” the re-
searchers note. 

“Our observations suggest 
that aspirin may reduce all-
cause mortality by decreas-
ing TXA2/TXB2 in AA men 
with an otherwise upregulat-
ed pro-metastatic COX1/
TXA2 pathway,” they say. 

“Our findings further corrob-
orate the hypothesis that a 
systemic low-grade inflam-
mation is prevalent in AA 
men with PCa and these ele-

vated inflammatory process-
es are contributing to ad-
verse outcomes for this pop-
ulation,” they add. 

A limitation of the study is 
the retrospective, case-
control study design, “so it 
remains unknown if elevated 
TXA2 is a risk factor for PCa 
development,” they note. It’s 
also unclear why AA men 
with PCa have higher TXB2 
levels than EA men. 

Also, data on aspirin use 
were self-reported. 
“However, our findings that 
aspirin use may reduce 
TXA2/TXB2 levels is very 
much in agreement with 
published literature and 
strongly supports the cor-
rectness of self-reported 
aspirin use data,” the team 
says. “Lack of dose infor-
mation for aspirin use pre-

vents us from making any 
conclusions as to what dose 
is required to inhibit TXA2.” 

Summing up, Dr. Ambs and 
colleagues say their work 
“identifies a novel association 
between high urinary TXB2 
and aggressive PCa as well as 
adverse survival outcomes 
for AA men. These observa-
tions need further validation, 
but they are consistent with 
our previous findings of a 
prevalent immune-
inflammation signature and 
an inverse association of aspi-
rin use with lethal PCa in 
these patients. Our study 
highlights the potential bene-
fit of aspirin for prevention of 
lethal prostate cancer in this 
high-risk group of men 
through inhibition of TXA2 
synthesis.” 

Reuters Health 
26 July 2021 

Purpose: Although docetaxel 
is not recommended when 
managing men with unfavor-
able-risk prostate cancer 
(PCa) given negative or in-
conclusive results from previ-
ous randomized trials, un-
studied benefits may exist. 

Methods: Between Septem-
ber 21, 2005, and January 13, 
2015, we randomly assigned 
350 men 1:1 with T1c-
4N0M0 unfavorable-risk PCa 
to receive radiation therapy 
(RT) and androgen depriva-
tion therapy (ADT) plus 
docetaxel (60 mg/m2 once 

 

Join a Virtual  
Prostate Cancer Support Group 

Us TOO has virtual prostate cancer support groups that meet 
regularly and host guest speakers. Meetings can be accessed by 
phone or by internet, and can be attended from any location.  

 

For a list of groups, please visit: 
www.ustoo.org/virtual-ustoo-support-groups 

Urinary Thromboxane B2 May be Marker of Aggressive Prostate Cancer in Black Men 

every 3 weeks for 3 cycles 
before RT and 20 mg/m2 
once weekly during RT) vs. 
ADT + RT. We evaluated the 
treatment effect of adding 
docetaxel to ADT + RT on the 
primary end point of overall 
survival (OS) and the inci-
dence of RT-induced cancers 
and explored whether the 
impact of the treatment 
effect on OS differed within 
PSA subgroups (< 4.0, > 20.0 
vs. 4.0-20.0 ng/mL) using the 
interaction test for heteroge-
neity adjusted for age and PC 
prognostic factors. 

Results: After a median fol-
low-up of 10.2 years, 89 men 
died (25.43%); of these, 42 
from PCa (47.19%). Although 
OS was not significantly in-
creased in the docetaxel arm 
(the restricted mean survival 
time over 10 years was 9.11 
vs. 8.82 years; P = 0.22), sig-
nificantly fewer RT-induced 
cancers were observed (10-
year estimates: 0.61 vs. 
4.90%; age-adjusted hazard 
ratio (HR) of 0.13; 95% CI, 
0.02 to 0.97; P = 0.046). The 
treatment effect of adding 
docetaxel to ADT + RT on OS 

significantly differed in men 
with a PSA < 4.0 vs. 4.0-20.0 
ng/mL (adjusted HR: 0.27 
and 1.51, respectively) be-
cause of less PCa-specific 
mortality on the docetaxel 
arm (0.00 vs. 28.57%) among 
men with PSA < 4.0 ng/mL. 

Conclusion: Adding docet-
axel to ADT + RT did not pro-
long OS in men with unfavor-
able-risk PCa, but decreased 
RT-induced cancer incidence, 
and may prolong OS in the 
subgroup of men with a PSA 
< 4.0 ng/mL by reducing PCa-
specific mortality. 

Upregulation of urinary 
thromboxane B2 (TXB2) may 
be a new marker of aggres-
sive prostate cancer (PCa) in 
African American (AA) men, a 
group that bears a dispropor-
tionately high burden of le-
thal PCa. 

Thromboxane A2 (TXA2) is a 
platelet- and  
cyclooxygenase-derived eico-
sanoid that has been linked 
to metastasis. Dr. Stefan 
Ambs and colleagues with 
the National Cancer Institute 
(NCI) studied the role of 
TXA2 in the development of 
lethal PCa in African Ameri-
can (AA) and European 
American (EA) men. 

Using mass-spectrometry, 
they measured urinary 11-
dehydrothromboxane B2 
(TXB2), a stable metabolite 
of TXA2, in 977 men with PCa 
(490 AA and 487 EA) and 
1,022 controls (479 AA and 
543 EA). During a median 
follow-up of 8.4 years, 246 
men with PCa died. 

A statistically significant asso-
ciation between high TXB2 
and PCa among AA men was 
found (odds ratio [OR], 1.50) 
but not EA men (OR, 1.07), 

http://r20.rs6.net/tn.jsp?f=001tTWjPdNpyEWYJNAQCtDINJcykdHSPJJy0HzByIdZ97wcakhc_EOggyBRVawdhbnsy4UXg3xw3up7MFY3gN3QZ1OKFAzg6K0CqpqkVrk0DxsItJy1fGgkGfsWAkhu9ICb78DRDQAqM4ORfAFBxm2u4obw766sYCbecH1P6Mevr9k=&c=fUteq-qYR4MNG6eBUhoPNnQ1elKM3hfHhtLsCojtS2_yy6NF9Yb7a
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617 showed measurable 
antitumor effect after 177Lu-
PSMA failure in late-stage 
mCRPC. Grade 3/4 hemato-
logical side effects were 
observed in up to one-third 
of patients, and xerostomia 
led to treatment halt in a 
relevant number of pa-
tients. 

Patient summary: 225Ac-
labeled PSMA-617 therapy 
showed substantial anti-
tumor effect in late mCRPC 
after 177Lu-PSMA failure. 
However, dry mouth is a 

determine whether any cog-
nitive changes could be 
attributable to treatment. 

“The results don’t prove that 
the treatments lack cognitive 
effects,” said Dr. Charles 
Ryan, a professor of medi-
cine in the division of hema-
tology, oncology, and trans-
plantation at the University 
of Minnesota Medical School 
in Minneapolis. 

“Some therapies are more 
likely to induce cognitive 
effects – most notably hor-
monal therapy and some 
chemotherapies,” stated Dr. 
Ryan, who wasn’t involved in 
the study. “A number of 
studies using more sensitive 
methods of cognitive study, 
including functional MRI 
scans and other techniques 
are underway looking to 
evaluate potential cognitive 
effects of cancer therapies as 
it remains a concern of many 
patients and clinicians.” 

Reuters Health 
21 July 2021 

none of the men on abi-
raterone experienced a de-
cline of 1.5 SD in any of the 3 
cognitive assessments. By 
contrast, 6.5% of men who 
received chemotherapy 
(docetaxel) experienced a 
decline of this magnitude on 
the Trails A and B tests, and 
4.3% had a decline of 1.5 SD 
on the MoCA assessment. 

No patients on enzalutamide 

or radium 223 had a decline 
of at least 1.5 SD on the 
Trails A assessment. Howev-
er, 1.9% on enzalutamide 
and 5% on radium 223 had a 
decline of this magnitude on 
the MoCA, the study found. 

“Beyond the small size of the 
study, another limitation is 
the lack of a non-treatment 
control group,” researchers 
note. This made it difficult to 

Treatments Not Tied to Significant Cognitive Decline (Continued from page 3) 

Video is available of our 
webinar, What is Right for 
Me in My Prostate Cancer 
Treatment?, a discussion 
on Imaging, recorded on  

June 24th.  

 

Access the Video at: 

www.ustoo.org/ustoo-video 

p = 0.02), cPFS (median 1.8 
vs. 5.2 months; p = 0.001), 
and OS (median 4.3 vs. 10.4 
months; p = 0.01). Hemato-
logical grade 3/4 toxicities 
were anemia (35%), leuco-
penia (27%), and thrombo-
cytopenia (19%). All pa-
tients experienced grade 
1/2 xerostomia. Two and six 
patients stopped due to 
hematological toxicity and 
xerostomia, respectively. A 
limitation is the retrospec-
tive design. 

Conclusions: 225Ac-PSMA-

Actinium-225 PSMA-617 in Advanced Metastatic Castration-Resistant Prostate 
Cancer (Continued from page 6) 

common side effect that 
caused about a quarter of 
patients to stop therapy. 

Please help us provide 
Support, Education,  

Advocacy, and  
Awareness for those  
affected by prostate  

cancer. Be a part of the 
SEA Blue Prostate  

Cancer Walk and Run, 
 September 26 in Chicago.  

 

Register or Donate at: 

www.seablueprostatewalk.org 
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Pssst! 

Check out our 

feature on sex and intimacy, 

Between the Sheets...
Between the Sheets...                  August 2021
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. Anne Katz, Certified Sexuality Counselor and Clinical Nurse  
Specialist at CancerCare Manitoba. She has educated thousands of healthcare providers and cancer survivors 
about cancer, sexuality and survivorship. She is an avid blogger for ASCO Connections and the author of  
14 books on the topics of illness, sexuality and cancer survivorship. (www.drannekatz.com)

QUESTION FROM PROSTATE CANCER SURVIVOR:
My wife keeps telling me that it doesn’t matter that I can’t get an erection, but I don’t think she’s telling me 
the truth! We used to have a great sex life but since I had radiation, all that has ended. Is it possible that she’s 
seeing someone else on the side? 

RESPONSE FROM DR. ANNE KATZ:
Firstly, most women will say that after being with a man for any length of time, they are not interested in 
starting over and having to train someone again! Jokes aside, men (and women too) often make assumptions 
about their partner that are simply not true. Perhaps her saying that your erectile problems don’t matter is 
instead a way of showing support and trying to reassure you that she loves you. Instead of having someone 
‘on the side’ do you think that she is telling you that she loves you no matter what, and that you are more 
important to her than your penis?

Couples often assume, erroneously, what their partner is thinking and feeling. And most of the time they are 
wrong! The only way to truly know what your partner really thinks is to ASK. Your assumptions and imagination 
are often 180 degrees from the truth. Remember that the true meaning of intimacy is not about sexual activity 
but rather about emotional connection. We so easily say “I love you” to our partner but, for some reason, we 
don’t COMMUNICATE about our feelings, fears and doubts. TALK to your partner, tell her that you are scared 
that she will leave you or that she is seeing someone else, and then BELIEVE her when she tells you the truth. 
You likely believed her when she swore at your wedding that she would stick by you through sickness and 
health; she’s still at your side!

Watch Dr. Katz’s presentation on sexual health and intimacy from the Prostate Cancer Pathways for Patients 
and Caregivers event recorded at Englewood Health in Englewood, NJ on September 29, 2018 at: 
https://www.youtube.com/watch?v=A2ZdDHw2WGY&t=8542s. 

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                 August 2021 
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). 

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. 

Highlights From the 2021 ASCO Annual Meeting
More than one year into the COVID-19 pandemic, cancer researchers and clinicians are now accustomed to presenting 
and discussing their findings virtually. From across the globe, thousands of experts logged in to the 2021 American 
Society of Clinical Oncology (ASCO) Annual Meeting in June to share cutting-edge research, with the ultimate goal of 
moving the needle towards cures for patients.

Here are some highlights from the prostate cancer presentations:

The Big News: PSMA-Targeted Therapy
PSMA is a protein found in relatively larger amounts on prostate cancer cells, and has been identified as a target for 
imaging and treatment. Results of the large, international VISION trial of the PSMA-targeting radionuclide therapy called 
177Lu-PSMA-617 garnered a great deal of attention at ASCO. Other PSMA-related presentations included:

• Early Evidence for Another PSMA-Targeted Treatment: Other approaches—using different types of PSMA-seeking 
“arrows” and radioactive payloads—can be used to target PSMA on prostate cancer cells. A PCF-funded phase 1 trial 
presented by Dr. Scott Tagawa showed that the investigational drug 225Ac-J591 was well-tolerated, and nearly 70% of 
patients showed a decreased PSA. A follow-up study is underway.

• Combining with Immunotherapy: To date, immunotherapy (with pembrolizumab) has had limited use in 
prostate cancer. A PCF-funded phase 1 trial demonstrated that a single dose of 177Lu-PSMA-617 combined with 
pembrolizumab is well-tolerated and can lead to durable responses in some patients with mCRPC.

• Long-Term Side Effects: It’s crucial to understand potential long-term effects of these investigational therapies. 
PCF Young Investigator Dr. Scott Tagawa and colleagues combined data from several trials with at least 6 months 
of follow-up that were conducted at Weill Cornell Medicine, and found that long-term side effects related to PSMA 
radionuclide treatments were infrequent. It’s important to note that there are other agents under investigation for 
use as PSMA-targeted treatments that may have more (or less) side effects, that were not included in this study.

What this means for patients: A growing body of evidence suggests that PSMA-targeted therapy may become the “fifth 
pillar” of treatment for prostate cancer (joining surgery, radiation, chemotherapy, and immunotherapy). 177Lu-PSMA-617 
is furthest along, with other agents being studied. Such an option is urgently needed, especially for patients who have 
exhausted other approaches. 

Other Promising Results
PCF-funded researcher Dr. Julie Graff showed that adding pembrolizumab to enzalutamide has a manageable safety 
profile and anti-tumor activity in some patients with mCRPC that has become resistant to enzalutamide. The treatment 
combination is being further studied an ongoing phase 3 trial. What this could mean for patients: A potential new 
approach to overcoming resistance to androgen receptor-directed therapy.

For metastatic hormone-sensitive prostate cancer (mHSPC), combination therapy is standard of care: ADT with either 
docetaxel, radiation to the primary tumor, or a novel hormonal agent. Now, results from the PEACE-1 phase 3 trial 
showed that adding abiraterone to ADT + docetaxel significantly improves time to progression on scans in men with 
mHSPC by 2.5 years, with little additional short-term toxicity. What this could mean for patients: 3 medications may be 
better than 2 in mHSPC.

Bipolar androgen therapy (BAT) is an experimental treatment which rapidly cycles testosterone levels from extremely 
high to extremely low. In a PCF-funded phase 2 trial of patients with mCRPC, Dr. Mark Markowski and team found that 
treatment with BAT plus the checkpoint immunotherapy nivolumab is a promising combination, with some patients 
having durable responses. Most side effects were low-grade. What this could mean for patients: A new treatment option 
for men with mCRPC.
 

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