
 

9/11 First Responders Face Higher Cancer Risk  
20 Years Later 

Twenty years on, responders to the World Trade Center attacks 
in New York City are showing increased risks of certain cancers, 
two new studies confirm. 

Researchers found higher-than-average rates of prostate can-
cer (PCa) among firefighters, medics and other workers who 
toiled at the disaster site on and after September 11, 2001.  

And compared with firefighters from other major U.S. cities, 
those exposed to the 9/11 disaster had higher risks of both 
prostate and thyroid cancers. 

“It’s been known that World Trade Center rescue and recovery 
workers have above-average rates of certain cancers. But the 
new studies help clarify the picture further,” experts said. 

In one, researchers found that increased risks of PCa began 
showing up surprisingly early – a little over 5 years after re-
sponders’ exposure to the Twin Towers site and the toxic dust 
cloud that enveloped it. 

“We were not expecting the latency period to be that short,” 
said senior researcher Charles Hall, a professor at Albert Ein-
stein College of Medicine in New York City. Often, cancer has a 
long latency – meaning it develops many years after a person’s 
initial exposure to a carcinogen. 

Hall said the new findings suggest “we should not assume all 
cancers have a long latency period. And that,” he said, “could 
inform medical follow-up of responders to other large-scale 
disasters, such as major wildfires.” 
(Continued on page 8) 

Potential New Standard for Post-Prostatectomy 
Radiotherapy 

Side Effects at 2 Years Similar with Hypofractionated vs.  
Conventional RT 

For post-prostatectomy (RP) 
radiotherapy (RT), use of a 
hypofractionated regimen 
was noninferior to conven-
tional RT in terms of patient-
reported gastrointestinal or 
genitourinary (GI/GU) toxici-
ties, a phase III study demon-
strated. 

The NRG Oncology GU-003 
trial met its co-primary end-
points, with no clinically or 
statistically significant differ-
ences between arms on the 
Expanded Prostate Cancer 
Index Composite (EPIC) for 
both GI or GU toxicities at 2 
years (P=0.12), reported 
Mark Buyyounouski, MD, of 
Stanford University in Califor-
nia. 

For the hypofractionated 
versus conventional RT arms, 
respectively, mean changes 
from baseline on the EPIC GI 
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and GU domains at this time 
point were: 

GI toxicities: -2.2 (±13.2) vs.  
-1.5 (±14.1) 

GU toxicities: -5.2 (±22.8) vs.  
-3.0 (±23.3) 

“HYPORT [hypofractionated 
post-prostatectomy radio-
therapy] represents a new 
practice standard for men 
receiving post-RP RT,” said 
Buyyounouski during a press 
briefing at the annual 
meeting of the American 
Society for Radiation Oncolo-
gy (ASTRO). 

At the completion of RT, the 
average change in GI scores 
was significantly worse for 
the hypofractionated RT 
group (-15.0 [±21.3]) com-
pared to the conventional RT 
group (-6.8 [±15.8]; 
P=0.0011), but these differ-
(Continued on page 4) 

Active Surveillance for Prostate Cancer Switch After 4 Years 

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

Active surveillance (AS) in-
stead of immediate aggres-
sive treatment has become a 
standard of care for men with 
low-risk prostate cancer 
(PCa), and this initial manage-
ment strategy has become 
increasing popular in recent 
years, shows new data from a 
real-world study.   

The study examined data on 
17,000 men diagnosed with 
low-risk PCa in Ontario, Cana-
da between January 1, 2008 
and December 31, 2014. It 
found that, overall, half (51%) 
of these men, as their initial 

management strategy, were 
put on AS, but it also showed 
that this proportion increased 
significantly over time, from 
38% in 2008 to 69% in 2014. 

However, the study also 
found that half of the men 
put on AS had switched to 
treatment after a median 
follow-up of 4 years. The new 
data are reported by Narhari 
Timilshina, MPH, of the Uni-
versity Health Network and 
the University of Toronto, 
Canada, and colleagues. The 
paper was published online in 
the Journal of Urology and 

appeared in print in the Oc-
tober 2021 issue. 

“Several factors were associ-
ated with AS discontinuation 
in favor of definitive treat-
ment for low-risk PCa,” the 
team comments. “These in-
clude younger age at diagno-
sis, the number of comorbidi-
ties, and certain adverse can-
cer-specific characteristics 
such as higher PSA level.” 

For example, the hazard rati-
os for AS discontinuation 
were 0.83 for those aged 56-

(Continued on page 4) 
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Subtotal Surgical Therapy for Localized Prostate Cancer: A Single-Center Preci-
sion Prostatectomy Experience in 25 Men, and SEER-Registry Data Analysis 

Sood A, Jeong W, Keeley J, Abdollah F, Hassan O, Gupta N, Menon M 

Transl Androl Urol 10: 3155-66, 2021 
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nique, and intermediate-term 
urinary, sexual, and oncologi-
cal outcomes were studied. 
Descriptive statistics and 
Kaplan-Meier (KM) analysis 
were used to assess 12-
month urinary continence (0-
1 pad), 12-month sexual po-
tency (SHIM ≥17), and 36-
month freedom from clinical-
ly significant PCa (grade 
group ≥2), radical treatment, 
metastatic disease, and mor-
tality. SEER-registry was que-
ried to evaluate PCa-specific 
survival in men undergoing 
hyperthermia, cryotherapy, 
or segmental prostatectomy. 

Results: At study entry, the 
median (interquartile range 
[IQR]) age, PSA and SHIM 
score were 56.5 (53.1-62.3) 
years, 4.2 (3.8-5.9) ng/mL and 
23 [20-25], respectively. Only 
1 patient met the Epstein 
criteria for active surveil-
lance. All patients were fol-
lowed for a minimum of 2 
years. At 12 months, from a 
functional standpoint, all 

men were continent. Twenty-
three (92%) men were potent 
at 12 months. From an onco-
logical standpoint, at 36 
months, the KM analysis 
(95% Confidence Interval [CI]) 
demonstrated a 96.2% (92.9-
98.7%) rate of freedom from 
clinically significant PCa and a 
92.7% (88.9-97.2%) rate of 
freedom from radical treat-
ment. All men were alive and 
free of metastatic disease at 
the latest follow-up. Analysis 
of the SEER-registry data 
demonstrated 10-year PCa-
specific survival rates of 91.6 
to 97.7% among the 3 stud-
ied modalities, P=0.298. 

Conclusions: Precision pros-
tatectomy is feasible, techni-
cally safe, and offers excel-
lent postoperative functional 
results. At 36 months of fol-
low-up, the oncological out-
comes and secondary proce-
dure rates appear to be at-
par with the ablative forms of 
focal therapy. 

Background: We recently 
described a novel form of 
focal therapy for prostate 
cancer (PCa) – the precision 
prostatectomy. We report on 
the first 25 consecutive pa-
tients. Further, utilizing Sur-
veillance Epidemiology and 
End Results (SEER)-registry 
data, we assess long-term 
oncological efficacies of vari-
ous focal therapy techniques. 

Methods: Men who met the 
criteria: (I) PSA ≤15 ng/mL, 
(II) stage ≤cT2, (III) dominant 
unilateral lesion with Gleason 
≤4+3 with any number or 
percentage (%) of cores in-
volved ipsilaterally (same 
lobe of prostate) on biopsy, 
(IV) no primary Gleason ≥4 
contralaterally (opposite lobe 
of prostate), and (V) preoper-
ative erectile function (EF) 
score (IIEF-5/SHIM) of ≥17 
with/without PDE-5i were 
included in this prospective, 
single-arm, IDEAL stage 2b 
study (December 2016 to July 
2017). Safety of the tech-

Online Risk Tool Facilitates Decision Making in Early Nonmetastatic PCa 

“An individualized risk com-
munication tool, Predict Pros-
tate, leads to more realistic 
perceptions about survival, 
thereby facilitating treatment 
decisions for men with newly 
diagnosed non-metastatic 
disease,” researchers say. 

“The tool is freely available 
and has been accessed more 
than a million times,” Dr. 
David Thurtle of the Universi-
ty of Cambridge School of 
Medicine told Reuters Health. 

“We show that men greatly 
overestimate the lethality of 
prostate cancer (PCa) – this 
itself may impact their deci-
sion-making around treat-
ment,” he said. Predict Pros-
tate “may have implications 
for better patient engage-
ment and more informed 

consent. Also, we demon-
strate that using the tool is 
feasible within the clinical 
pathway, it reduces decision-
al conflict, does not increase 
anxiety and is almost univer-
sally popular with patients. 

“This study was not powered 
to assess the tool’s impact 
upon final treatment deci-
sions, although it was as-
sessed as a secondary out-
come,” he added. “A far larg-
er trial would be needed to 
assess this outcome.” 

As reported online in Europe-
an Urology, Dr. Thurtle and 
colleagues randomized 145 
newly diagnosed men 
(median age 67) considering 
active surveillance (AS) or 
radical treatment to either 
standard of care (SOC) infor-

mation or SOC and the Pre-
dict Prostate tool. The goal 
was to assess the impact of 
the tool on decisional con-
flict, uncertainty, anxiety, and 
perception of survival. 

Mean Decisional Conflict 
Scale scores were 26% lower 
in the Predict Prostate group 
(16.1) than in the SOC group 
(21.7). Scores on “support,” 
“uncertainty,” and “value 
clarity” subscales all favored 
the tool. No significant differ-
ences were seen in anxiety 
scores or final treatment se-
lection between the 2 groups. 

However, patient perception 
of 15-year PCa-specific mor-
tality (PCSM) and overall sur-
vival benefit from radical 

(Continued on page 6) 
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Doc Moyad’s What Works & What is Worthless Column – Also Known as “No Bogus Science” Column 

“Also Advertise Potential Side Benefits!?”  
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. 

why do they have to mention 
the rare SIDE EFFECTS? It 
does not seem fair. Okay, 
again, you must mention the 
less common or even rare 
SIDE EFFECTS, but you are 
not allowed to mention SIDE 
BENEFITS! Say what?! That 
does not make me happy, 
and it is one of the theories I 
have always held in my ca-
reer of why adult preventive 
vaccine education has much 
room for improvement. So, 
when I get tired of this unfair 
advertisement playing field, 
then occasionally I try to ex-
ert my minimal influence to 
change the score a bit!   

Recently, I was fortunate 
enough to publish a review 
article in a medical journal, 
and it focused on some of the 
potential SIDE BENEFITS of 
adult vaccines, including the 
shingles vaccine.1 Yet even 
over a 30-year public health 
career I never imagined how 
strong the data would contin-
ue to accrue over these po-
tential SIDE BENEFITS. As I 
was submitting this column, 
for example, a preliminary 
look at the COVID vaccines 
found a potential lower risk 
of dying earlier from all caus-
es, and not just from COVID, 
if you were vaccinated!2 We 
know COVID-19 can make 
many things go terribly 
wrong from head-to-toe, es-
pecially if you have a severe 
infection/inflammation. For 
example, there appears to be 
an increased risk of blood 
clots and other cardiovascu-
lar event risk with severe 
COVID-19, and what if these 
vaccines are found to reduce 
the risk of these events? This 
is not new information but, 
rather, information that you 
NEVER GET TO HEAR IN THE 
ADVERTISEMENT of a preven-
tive vaccine.  
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I have briefly mentioned this 
in a previous column, but it is 
worth repeating because it 
gives me some self-therapy 
that I desperately need, and 
jogging daily only takes care 
of a portion of what ails me. I 
always get a modest chuckle, 
but never a guffaw, from 
some drug commercials 
where at the end of a 30-60 
second advertisement you 
hear someone rapidly men-
tion possible SIDE EFFECTS 
that might occur. Basically, 
many of these commercials 
first focus on the one major 
benefit and then you hear the 
countless list of SIDE EF-
FECTS, even if they are super 
rare (now that is rare) you 
still hear that darn laundry 
list of anything that could go 
wrong. Yet, why is the glass 
always so half-empty and 
why not also hear from the 
half-full side. I mean, how 
many vaccine, or even other 
preventive vaccine, commer-
cials have you seen that even 
get a chance to talk about the 
benefits in detail without 
having to go through any-
thing and everything that 
could go wrong? However, I 
do love the shingles vaccine 
commercial, and the flu vac-
cine commercials are okay, 
but not great, because they 
make it seem as if only elder-
ly folks need that shot.  

Regardless, do you know 
what you never ever hear in 
almost any drug or vaccine 
commercial? The potential 
SIDE BENEFITS! And I am not 
kidding here! I wish these 
advertisements were differ-
ent. Now you can give me all 
the legal gibberish (aka gob-
bledygook aka BS) as to why 
the commercial announcer is 
never allowed to mention the 
potential SIDE BENEFITS even 
if rare or common, but then 

In earlier columns, I men-
tioned I was becoming more 
and more convinced the Shin-
gles vaccine, for example, 
could potentially reduce the 
risk of some cardiovascular 
events such as a stroke, but 
where the heck is that adver-
tisement? Additionally, in the 
past few months there was a 
randomized, placebo-
controlled trial of the flu vac-
cine from Europe,3 and it 
appeared to receive minimal-
to-absolutely-no attention?! 
Basically, most of the partici-
pants were survivors of a 
cardiovascular event (heart 
attack) and then received 
either a flu vaccine or place-
bo vaccine. Anyway, when 
the trial was stopped early 
(because of the COVID pan-
demic) the group receiving 
the influenza vaccination had 
a “lower risk of all-cause 
death and cardiovascular 
death at 12 months com-
pared to placebo.” Yup! This 
is correct! Despite the fact it 
was a “randomized, double-
blind, placebo-controlled, 
multicenter trial” the chances 
you will hear about this po-
tential SIDE BENEFIT from a 
flu vaccine commercial is slim 
to none, and slim just left 
town.  

I also wonder how many peo-
ple realize that multiple stud-
ies, including a recent one 
from the U.S. found another 
potential ancillary benefit 
from the flu vaccine against 
the COVID-19 virus.4 Patients 
with the flu shot had a signifi-
cantly lower risk of sepsis, 
stroke, blood clots (DVT), and 
emergency department and 
intensive care unit (ICU) ad-
missions from COVID-19 com-
pared to those that did not 
receive the flu shot. Now, 
okay, I admit this is all prelim-
inary stuff, but intriguing be-

cause perhaps these other 
vaccines help prime the im-
mune system to be even 
more alert and ready, for 
example, against a variety of 
invaders. There are multiple 
other studies out there from 
Italy to the University of Flori-
da that echo some of these 
same potential benefits. In 
fact a 2021 study, that re-
ceived minimal attention, 
from the Mayo clinic and 
other researchers found evi-
dence that multiple non-
COVID vaccines (flu, hepatitis 
A/B, MMR, pneumonia, etc.) 
potentially protected some-
one from getting COVID.5 
Where was/is that commer-
cial? I have no idea, but what 
broke my heart was early in 
the pandemic there were 
debates in some circles of the 
value of the flu and other 
shots? Say what? Value? 
They appeared to be invalua-
ble and continue to be invalu-
able for many people, as do 
the other preventive vac-
cines. Just imagine the poten-
tial positive or beneficial data 
that will occur when re-
searchers look at people that 
received the COVID vaccine in 
addition to other vaccines 
including the flu shot!   

Unfortunately, it has become 
so difficult to appreciate, not 
only how effective many of 
these vaccines have been, 
but also, what breaks my 
public health heart, what was 
and continues to be the mini-
mal attention of the so called 
“SIDE BENEFITS.” In prostate 
cancer, if there is a side bene-
fit to taking any supplement 
or drug then it seems to gar-
ner a lot of attention so, for 
example, when ancillary ben-
efits of cholesterol lowering 
medications are being stud-

(Continued on page 7) 
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Active Surveillance for Prostate Cancer Switch After 4 Years (Continued from page 1) 

65 years (P <0.001), and 0.70 
for those aged 66-75 years (P 
<0.001) compared with those 
aged 55 years or less. Both 
differences were statistically 
significant.  

The HRs were 1.29 and 1.31 
for men with PSA of 4.01-10 
ng/mL (P <0.001) and >10.01 
ng/mL (P <0.004), respective-
ly, vs. those with PSA 0-4. 

“Discontinuation of AS was 
also more common when 
care was provided at aca-
demic institutions and by 
higher volume physicians and 
institutions,” the team 
writes. 

The median time to AS dis-
continuation was 16 months, 
and treatment-free survival 
among the AS patients was 
85, 58, and 52% at 1, 3 and 5 
years, respectively. 

“The results of this study are 
important to patients, pro-
viders, and policy,” the inves-
tigators write, adding that 
“[t]here is a dire need to de-
velop robust tests such as 
biomarkers and advanced 
imaging to move the field 
beyond nonspecific 
measures (i.e., PSA) and inva-
sive prostate biopsy.” 

They further recommend 
combining competing health 
risks and patient characteris-
tics with disease-specific 
traits to better select men for 
inclusion. “The practice 
would benefit from develop-
ment of quality indicators, 
targeted continuing educa-
tion for physicians, and pa-
tient education with shared 
decision-making at the onset 
of AS,” they conclude. 

Writing in a related editorial, 
Michael S. Sessine, MD, and 
Jeffrey J. Tosoian, MD, MPH, 
of Rogel Cancer Center, Uni-
versity of Michigan, Ann Ar-
bor, note that some prospec-
tive AS programs are re-
porting increases in the pro-
portion of men remaining on 
AS over time. 

This is “likely the result of 
better initial patient selection 
in the modern era (i.e., less 
under sampling), with more 
patients exposed to MRI and 
targeted biopsies during di-
agnostic and confirmatory 
testing.” The lower treat-
ment-free survival observed 
in the current study could be 
attributable to initial under 
sampling for the same rea-
sons, they suggest. 

In addition, the reason for 

Potential New Standard for Post-Prostatectomy Radiotherapy (Continued from page 1) 

 

ences vanished as time went 
on. No significant differences 
were seen for GU scores at 
RT completion (-7.9 [±20.9] 
and -4.3 [±22.6], respective-
ly; P=0.70), or at any point 
thereafter. 

At a median follow-up of 2.1 
years, there was no differ-
ence between groups for 
biochemical or local failure. 
While this was a noninferiori-
ty study about hypofraction-
ation, “it is also a study 
about quality of life,” said 
Buyyounouski. “It will be 
important for any new prac-
tice standard to preserve 
quality of life for patients.” 

Buyyounouski noted that 
hypofractionation is used 
every day in treating intact 
prostate cancer (PCa), but 
the researchers wanted to 
evaluate whether it could 
also be an appropriate op-
tion for men after they’ve 
undergone RP. 

“This is an area of unmet 
need,” said ASTRO discussant 

Sophia Kamran, MD, of Mas-
sachusetts General Hospital 
Cancer Center in Boston, 
who called the findings 
“potentially practice chang-
ing.” 

She noted that multiple po-
tential benefits can be real-
ized if hypofractionated RT 
can be extended to post-RP 
patients, from time savings 
and added convenience for 
patients, to more efficient 
utilization of resources in 
radiology departments. 

“The field is moving toward 
hypofractionated RT for PCa, 
and it really has been widely 
accepted in the intact 
setting,” Kamran said. “Using 
contemporary radiation tech-
niques and image guidance, 
we are able to target a vol-
ume and are able to safely 
deliver hypofractionated RT 
that allows for multiple ben-
efits on multiple fronts for 
our patients, and for our phy-
sicians as well.” 

NRG Oncology GU-003 ran-

domized 296 patients to ei-
ther hypofractionated RT 
(62.5 Gy to the prostate bed 
in 25 fractions of 2.5 Gy) or 
conventional RT (66.6 Gy in 
38 fractions of 1.8 Gy). Pa-
tients were eligible for the 
study if they had an unde-
tectable PSA (<0.1 ng/mL) 
with either margin-negative 
pT3pN0/X or margin-positive 
pT2pN0/X adenocarcinoma 
of the prostate, or a detecta-
ble PSA (≥0.1 ng/mL) but 
pT2/3pN0/X disease. 

“There was a lot of enthusi-
asm for this trial,” said 
Buyyounouski. “We accrued 
294 patients in 1 year and we 
think this demonstrated the 
enthusiasm both on behalf of 
patients and physicians in 
adopting a new approach like 
this.” 

Patients were stratified ac-
cording to baseline EPIC 
scores and whether or not 
they had received androgen 
deprivation therapy (ADT). 
Changes in EPIC GU and GI 
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switching to definitive treat-
ment in the current study 
was unknown in 30% of cas-
es, making it “difficult to 
know with certainty the root 
of these differences.” 

“Regardless, Timilshina, et al. 
have added to the growing 
body of AS literature and 
provided potential risk fac-
tors for treatment that can 
be used to better educate 
and counsel patients initi-
ating AS,” they conclude. 

Medscape Medical News 
14 September 2021 

domains were assessed at 
completion of RT, and at 6, 
12, and 24 months. 

Reference: 

Buyyounouski M, et al. “Primary 
endpoint analysis of a random-
ized phase III trial of hypofrac-
tionated vs conventional post-
prostatectomy radiotherapy: 
NRG Oncology GU003” Present-
ed at ASTRO 2021 annual 
meeting; Abstract 3. 

MedPage Today 
25 October 2021 
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Vedang Murthy, MD, on Prophylactic Whole Pelvic vs. Prostate Only Radiation Therapy 

POP-RT Trial Provided More Definitive Results Than Past Research 

Results of the recent phase III 
POP-RT (Prostate Only or 
Pelvic Radiation Therapy) 
clinical trial have answered a 
long-standing question, sug-
gesting that prophylactic 
whole-pelvic RT (WPRT), ra-
ther than prostate-only RT 
(PORT), should be routinely 
considered for men with  
high-risk, locally advanced 
prostate cancer (PCa). 

For the study, a team led by 
Vedang Murthy, MD, and 
Priyamvada Maitre, MD, of 
Tata Memorial Hospital in 
Mumbai, India, randomized 
224 men to have either WPRT 
or PORT, along with a mini-
mum of 2 years of androgen-
deprivation therapy (ADT). 

As the researchers reported 
in the Journal of Clinical On-
cology (Vol. 39, pp. 1234-
1242, 2021), 5-year biochem-
ical failure-free survival and 
disease-free survival were 
significantly better in the 
WPRT arm. Pelvic RT was 
associated with a modest 
increase in grade 2 or higher 
late genitourinary toxicity, 
and there was a low inci-
dence of gastrointestinal tox-
icity in both groups. 

“Prophylactic pelvic RT using 
contemporary dose and tech-
nique of RT along with long-
term ADT for high-risk and 
very high-risk PCa should be 
routinely considered as 
standard for these patients,” 
the investigators concluded.  

In the following interview, 
Murthy, head of Radiation 
Oncology at the hospital, 
discussed how the trial im-
proved on previous research 
and offered suggestions for 
how to discuss the results 
with patients. 

ASCO: Based on your trial 
results, which patients with 
high-risk PCa are likely to 
benefit the most from whole-
pelvic RT? 

Murthy: This trial included 
men with high-risk PCa with 
pelvic nodal involvement risk 
at least 20% (calculated using 
the Roach formula, where 
nodal risk = 2/3 (serum  
PSA) + ([Gleason score - 6] 
×10). Median nodal risk in the 
trial cohort was 37.8%. 

Subgroup analysis for nodal 
risk categories 20-40%  
and >40% showed improved 
disease control with whole-
pelvic RT in both subgroups, 
though the benefit was high-
er in patients with higher 
nodal risk. These results sug-
gest that whole pelvic RT 
should be recommended in 
all patients with PCa with 
Roach nodal risk >20%. 

ASCO: Your paper mentioned 
that two previous trials ex-
ploring the benefits of pelvic 
RT, GETUG-01 and RTOG 
9413, failed to provide con-
clusive answers. Why do you 
think that was so? 

Murthy: Both GETUG-01 
(1998-2004) and RTOG 9413 
(1995-1999) tested pelvic RT 
in different risk groups of 
PCa, and the RT and ADT pro-
tocols reflected the standards 
of their time. 

GETUG-01 enrolled patients 
in low-risk and high-risk 
groups, treating the pelvis to 
the S1-S2 level using conven-
tional 4-field RT portals, with 
4-8 months of ADT in the  
high-risk group. RTOG 9413 
included men with at least 
15% nodal risk, treating pelvis 
up to L5-S1 with conventional 
four-field portals. 

Neoadjuvant versus adjuvant 
ADT was additionally com-
pared in a 4×4 factorial de-
sign in this trial, but an unex-
pected interaction between 
ADT and radiation fields led 
to conflicting results with no 
clear interpretation. Treat-
ment protocols for high-risk 
PCa have evolved since then, 
with dose escalation and  

long-term ADT established as 
standard of care – hence the 
benefit of pelvic RT remained 
inconclusive in contemporary 
times. 

ASCO: How was your trial 
different from those 2 previ-
ous trials? 

Murthy: Unlike the previous 
efforts, this trial included 
uniformly higher-risk pa-
tients, with pelvic nodal in-
volvement risk at least 20%. 
Functional imaging (68Ga 
PSMA PET-CT) was used in 
most patients to exclude 
metastatic disease. 

Use of escalated RT dose to 
prostate (biologically effec-
tive dose 78-81 Gy), modern 
technique (image-guided 
intensity-modulated RT, IG-
IMRT) and ADT (minimum 2 
years) in both the arms re-
flect the current standards of 
treatment, setting it apart 
from the previous trials. This 
optimal selection criteria and 
treatment execution allowed 
a trial with a relatively small 
sample size to yield conclu-
sive results. 

ASCO: One outstanding ques-
tion has been whether WPRT 
is necessary in the setting of 
long-term ADT, as prolonged 
testosterone suppression 
after RT may compensate for 
the exclusion of pelvic fields. 
What did your trial find? 

Murthy: This trial showed 
benefit with whole pelvic RT 
despite a minimum 2 years of 
ADT in both the arms. We 
observed an increase in bio-
chemical recurrence (BCR) in 
the prostate-only arm 
starting around 36 months, 
corresponding to the ex-
pected testosterone recovery 
time after completing ADT. 

Imaging at the time of BCR 
showed that recurrence in 
regional pelvic nodes – with 
or without distant metasta-
ses – was the chief difference 

between the two arms (15/29 
in the prostate arm, 1/8 in 
the pelvic arm). This suggests 
that prolonged ADT is unable 
to control pelvic microscopic 
disease on its own. Pelvic RT 
still appears to be necessary 
to achieve optimum regional 
control, especially in men 
with higher risk of nodal in-
volvement. 

ASCO: Do you have any ad-
vice for how to discuss these 
trial results and treatment 
options with patients? 

Murthy: Whole-pelvic RT 
appeared to be well tolerated 
in this trial, with an overall 
very low incidence of severe 
bowel or bladder toxicity. 
Acute toxicity did not in-
crease with inclusion of pelvic 
nodes. In the long term, in-
creased moderate (grade II+) 
urinary adverse effects were 
observed with pelvic RT (20 
vs. 9%). It should be noted 
that quality-of-life scores 
reported by patients were 
not worse with pelvic RT. 

With use of image guided 
IMRT, no increase in bowel 
toxicity was observed. Pelvic 
RT improved biochemical 
control and reduced the risk 
of distant metastases and 
disease progression but has 
not yet shown benefit in im-
proving overall survival. 

These points should be in-
cluded in the discussion re-
garding benefits and risks of 
treatment options with pa-
tients being considered for 
pelvic RT. 

MedPage Today 
21 October 2021 
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Anthony D’Amico, MD, PhD on Adjuvant vs. Early Salvage Radiation Therapy 

Study Uncovered Benefit for Adjuvant Radiation Therapy in Men with Adverse Pathology 

ASCO: As you noted, 3 clini-
cal trials and a meta-analysis 
did not find the benefit your 
study reported. Why do you 
think that was? 

D’Amico: Two reasons: The 
proportion of men with ad-
verse pathology, where we 
saw an association with the 
use of adjuvant RT and a re-
duction in death, was only 
9% to 16% in the three ran-
domized studies, so the stud-
ies may have been under-
powered to observe a bene-
fit in these men. 

Also, the studies reported on 
the endpoint of PFS 
[progression-free survival] 
driven by PSA failure, which 
can be subject to immortal 
time bias: the timeframe to 
plan, deliver, and assess the 
response to early SRT could 
be than the time to PSA fail-
ure in men with adverse pa-
thology, given the short PSA 
doubling time (PSADT) in 
these men. 

As a result, men receiving 
early SRT could be observed 
to fail at a time later than 
those receiving ART even if 
the time to failure for early 
SRT was earlier vs. ART – 
concealing any potential ben-
efit to early SRT in these men 
with rapid PSA rises. 

ASCO: What made you sus-
pect these studies had 
missed something and de-
cide to conduct your own 
research? 

D’Amico: The hazard ratio in 
the RADICALS-RT trial, the 
largest of the 3, was 1.1 and, 
while not significant, sug-
gested that early SRT could 
be superior to ART, which did 
not make clinical sense and 
could be explained by im-
mortal time bias. 

ASCO: What are the main 
implications of your findings? 

D’Amico: These data should 
heighten awareness that 

men with adverse pathology 
at surgery may experience 
shortened survival due to an 
increase in death from PCa if 
physicians wait for a PSA rise 
to deliver RT (i.e., early SRT). 

ASCO: Is there anything else 
you want to make sure on-
cologists understand about 
your study? 

D’Amico: While it is retro-
spective, and therefore hy-
pothesis generating, the ad-
ditional analyses looking at 
the endpoint of death from 
PCa lend additional support 
to the idea that the associa-
tion with the reduction in all-
cause mortality with ART as 
compared to early SRT is a 
real benefit, especially in 
men with NO disease where 
the AHR [adjusted hazard 
ratio] was 0.33. 

One could argue that young-
er, healthier men were se-
lected for ART and that could 

explain the reduced risk of  
all-cause death, but we saw 
it was the reduced risk of 
death from PCa in this group, 
and not non-PCa-specific 
death, that drove the reduc-
tion in all-cause death. 

ASCO: Are there any unan-
swered questions that re-
quire further research? 

D’Amico: Yes: whether the 
addition of pelvic RT and/or 
supplemental ADT to ART 
can reduce the risk of all-
cause mortality as opposed 
to early SRT in men with ad-
verse pathology at RP re-
mains to be answered. 

Another question is the role 
of genomic classifiers in iden-
tifying men who may benefit 
from ART vs. SRT. 

Reference:  

Tilki D, et al. J Clin Oncol 39: 
2284-93, 2021 

MedPage Today 
21 October 2021 

Three randomized clinical 
trials and one meta-analysis 
reported no difference be-
tween early salvage radiation 
therapy (SRT) vs. adjuvant RT 
(ART) following radical pros-
tatectomy (RP) in men with 
prostate cancer (PCa), but 
these studies may have 
missed an important benefit, 
researchers suggested. 

Anthony D’Amico, MD, PhD, 
of Brigham and Women’s 
Hospital and Dana-Farber 
Cancer Institute in Boston, 
and colleagues noted that 
men with adverse  
pathology – defined as posi-
tive pelvic lymph nodes 
(pN1) or Gleason score 8-10 
and cancer extending beyond 
the capsule of the prostate – 
were under-represented in 
these studies. 

The group therefore con-
ducted a retrospective analy-
sis that included 26,118 men 
with PCa treated from 1989 
to 2016, including 2,424 men 
with adverse pathology. Par-
ticipants were followed for a 
median of 8 years. 

Reporting in the Journal of 
Clinical Oncology (Vol. 39, 
pp. 2284-2293, 2021), the 
researchers said that, after 
excluding men with PSA per-
sistence, ART vs. early SRT 
was associated with signifi-
cantly lower all-cause mor-
tality risk among men with 
adverse pathology, both 
when pN1 cancers were ex-
cluded (Hazard Ratio [HR] 
0.33, 95% Confidence Inter-
val [CI] 0.13-0.85, P=0.02,) 
and included (HR 0.66, 95% 
CI 0.44-0.99, P=0.04).  

In the following interview, 
D’Amico, who is chief of Gen-
itourinary Radiation Oncolo-
gy at Brigham and Women’s 
and Dana-Farber, discussed 
the details and implications 
of the study, as well as why 
this benefit may have been 
missed in previous research. 

Predict Prostate Tool (Continued from page 2) 

treatment were more accu-
rate among men in the Pre-
dict Prostate group. Overall, 
57% of participants reported 
that Predict Prostate esti-
mates for PCSM were lower 
than they expected, and 36% 
said they were less likely to 
select radical treatment. 

Over 90% of men in the in-
tervention group found the 
tool useful and would recom-
mend it to others. 

The authors note, “Predict 
Prostate is not a standalone 
tool, and it specifically focus-
es upon long-term survival, 
although some adverse 
effect information is also 
presented. Other tools may 
provide more detailed infor-
mation about the benefits 
and harms of treatment.” 

Dr. Thurtle added, “I would 
encourage clinicians to try 
out the tool in their clinical 
areas and assess for them-

selves its utility and impact 
upon practice. We are ex-
ploring whether a tool could 
be developed for men pre-
senting with metastatic pros-
tate cancer... given the num-
ber of new agents available.” 

Dr. Murugesan Manoharan, 
chief of urologic oncology 
surgery at Miami Cancer In-
stitute, commented, “This 
tool is based on a limited 
population from a region in 
the UK and hence cannot be 
universally applied. Outcome 
might be different based on 
the services provided, race, 
health access, etc. 

“A broad multicenter/
international study compar-
ing different tools and deci-
sion-making is essential.” 

Reuters Health 
11 October 2021 
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PSMA PET Imaging Pinpoints Most Pelvic Nodal Metastases in High-Risk PCa 

Diagnostic imaging with 68Ga-
PSMA-11 PET detects about 
80% of pelvic nodal metasta-
ses at initial staging of inter-
mediate to high-risk prostate 
cancer (PCa), but a negative 
scan does not rule out the 
need for pelvic lymph node 
dissection (PLND). 

As reported online in JAMA 
Oncology, Dr. Thomas Hope 
of the University of Califor-
nia, San Francisco and col-
leagues enrolled 764 men 
(median age, 69) with inter-
mediate- to high-risk PCa 
considered for prostatecto-
my in a multicenter single-
arm open-label phase 3 im-
aging trial. The primary end 
point was the sensitivity and 
specificity of 68Ga-PSMA-11 
PET imaging for detecting 
pelvic lymph nodes vs. histo-
pathology per-patient, using 
nodal region correlation. 

Of the men who underwent 
imaging for primary staging, 
277 (36%) subsequently un-
derwent radical prostatecto-
my (RP) with PLND, and they 
comprised the efficacy analy-
sis cohort. Pathology reports 
identified 75 men (27%) with 
pelvic nodal metastasis. 

By contrast, 68Ga-PSMA-11 
PET results were positive in 
40 (14%), 2 (1%), and 7 (3%) 
men for pelvic nodal, ex-
trapelvic nodal, and bone 
metastatic disease, respec-
tively. Sensitivity of PSMA 
PET for pelvic nodal metasta-
ses was 0.40; specificity, 
0.95; positive predictive val-
ue, 0.75; and negative pre-
dictive value, 0.81. 

“We were expecting to have 
a higher sensitivity for pelvic 
disease in this study. This 
highlights how difficult it is to 
detect very small metastases 
in PCa patients,” Dr. Hope 
stated. PSMA PET “is clearly 
the best way to stage pa-
tients with PCa but can miss 
low-volume disease in men 
at initial staging,” he said. 

The authors note, “It is clear 
that if the 68Ga-PSMA-11 PET 
is positive, then disease is 
present. Conversely, the NPV 
of 0.81 indicates 20% of men 
undergoing RP with a nega-
tive PET will have nodes on 
pathology. Thus, surgeons 
should not use a negative 
PET to forgo a PLND.” 

Dr. Hope added, “PSMA PET 
is only approved in a handful 
of countries. The US is one of 
the first to have approval of a 
PSMA PET radiotracer.  

“Approval of both 68Ga- 
PSMA-11 and 18F-DCFPyL will 
help improve access and re-
duce disparities. Also, the 
recent inclusion of both 

PSMA PET radiotracers in the 
newly updated NCCN guide-
lines will help convince private 
insurers to cover the studies.” 

Dr. Joseph Osborne of Weill 
Cornell Medicine in New York, 
coauthor of a related editorial, 
commented to Reuters 
Health, “This manuscript gave 
context for FDA approval of 1 
PSMA PET agent and a 
roadmap to guide appropri-
ateness of RP. 

“With the approval of 18F 
PSMA PET,” he noted, “we 
have 2 powerful new PSMA 
PET imaging tools to utilize in 
men to fight against PCa.” 

Reuters Heath 
23 September 2021 

ied, we and I love to get ex-
cited about it! However, 
when the same applies to a 
vaccine we are just lucky to 
hear about it and reference 
it. So, maybe I need to do a 
better job of telling the audi-
ence about SIDE BENEFITS of 
vaccines, drugs, and even 
some supplements.   

So, as I end this column, I am 
feeling very happy because 
being able to “inject” some 
knowledge in this area or 
going “more than skin deep” 
on this unsung subject, and 
thus providing a “shot in the 
arm” has value. My intention 
was not to “needle you”, but 
rather take a “jab” at the 
current undervalued re-
search. I know the pun thing 
is not healthy, but I love it 
too much to quit and every-
one needs a hobby.   
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(Continued from page 3) 

Gut Bacteria May Fuel Prostate Cancer  
Treatment Resistance 

A mainstay of treatment for 
prostate cancer (PCa) is to 
deprive it of androgens, the 
hormones that make it grow. 

Over time, some prostate 
cancers become resistant to 
these treatments and begin 
to expand again. As with 
many cancers that show 
these behaviors, finding ex-
actly what makes them re-
sistant can be tricky. 

A culprit may be bacteria 
that live in the gut. Research-
ers found that in castrated 
mice and in people having 
androgen deprivation thera-
py, some of these gut bacte-
ria start producing androgens 
that are easily taken into the 
bloodstream. According to 
these findings, published in 
the journal Science, the an-
drogens seem to support the 
growth of PCa and its re-
sistance to treatment. 

This study is the first to show 
that bacteria can produce 
testosterone, although the 
investigators are not yet sure 
what triggers them to start 
doing that. ADT may also 
lead to more of these hor-
mone-producing microbes in 

the gut, the results suggest. 
Fecal bacterial of people with 
treatment-resistant prostate 
cancer also showed a link to 
lower life expectancy. 

Fecal transplants from mice 
with CRPC could trigger re-
sistance in animals with an-
drogen-sensitive disease. 
Fecal transplants from men 
with CRPC to these mice led 
to  the same effect: a shift to 
treatment resistance. 

But the converse also was 
true: Fecal transplants from 
mice or men with hormone-
susceptible PCa contributed 
to limiting tumor growth. 

The findings may suggest 
new therapeutic targets: the 
microbes living in the gut. 
Researchers found that in 
wiping out gut bacteria In 
mice, progress to treatment 
resistance was much slower. 
Authors of an accompanying 
editorial say bacteria that 
might make these hormones 
could be in other places too, 
including the urinary tract or 
even in the prostate tumor 
itself. 

WebMD Health News 
15 October 2021 
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“This implies that when we 
have a disaster like this, we 
may want to establish sur-
veillance sooner,” Hall said. 

The other study compared 
New York City firefighters 
who responded on 9/11 with 
firefighters in other big U.S. 
cities. It found that com-
pared with their colleagues, 
9/11 firefighters had a 13% 
higher risk of developing any 
type of cancer over the next 
15 years. 

Two specific cancers stood 
out: New York City firefight-
ers had more than double 
the risk of thyroid cancer, 
and a 39% higher risk of PCa. 
They were also typically 
about 4 years younger when 
diagnosed with cancer, the 
researchers reported. 

Hall also worked on that 
study. He said the findings 
bolster the case that expo-
sures on 9/11 – and not only 
the general occupational 
exposures of being a fire-
fighter – are contributing to 
cancers in some responders. 

Both studies were published 
September 10, 2021, in the 
journal Occupational and 
Environmental Medicine. 

A federal law passed in 2010 
created the World Trade 
Center Health Program to 
provide health care to 9/11 
responders and civilian survi-
vors of the attack. Its bene-
fits include cancer screening. 

Dr. Geoffrey Calvert, senior 
medical advisor to the health 
program, said the new find-
ings add to the understand-
ing of responders’ cancer 
risks. He agreed that the pe-
riod between exposure and 
increased risk of PCa was 
shorter than expected. 

As it stands, though, there 
are no special screening rec-
ommendations for World 
Trade Center responders or 
survivors. “They’re identical 
to what’s advised for the 
public in general,” said Cal-
vert, who wrote an editorial 
published with the studies. 

When it comes to PCa 
screening, men aged 55 to 69 

causing substances such as 
dioxins, asbestos, benzene, 
and polychlorinated biphen-
yls (PCBs),” Hall noted. 

He advised 9/11 responders 
to get into the health moni-
toring program if they have-
n’t already. “There’s no rea-
son not to, even if you’re 
healthy – or especially if you 
are [not],” Hall said. 

Calvert said the program 
“remains steadfast in its mis-
sion.” 

“Among the [program’s] suc-
cesses are its efforts to en-
sure excellence and efficien-
cy in the delivery of medical 
monitoring and treatment, 
for both physical and mental 
health conditions related to 
9/11 exposures,” he said. 

HealthDay News  
13 September 2021 

9/11 First Responders Face Higher Cancer Risk 20 Years Later (Continued from page 1) 

are generally advised to talk 
to their doctor about wheth-
er it’s right for them. 

In the new study that fo-
cused on PCa, Hall’s team 
looked at data on nearly 
54,400 men who responded 
to the World Trade Center 
disaster – including firefight-
ers, police, paramedics, con-
struction workers, volun-
teers, and clean-up workers. 

Overall, 1,120 men were di-
agnosed with PCa through 
2015. Up until 2006, re-
sponders’ risk of the disease 
was no greater than that of 
New York State men in gen-
eral. But that changed 
starting in 2007, when their 
risk rose to be 24% higher 
than the norm. And firefight-
ers who’d arrived the morn-
ing of 9/11 appeared to be at 
greater risk than workers 
who arrived later. 

Hall said that’s suggestive of 
a “real effect” of exposure to 
the toxic plume at the site. 
“The massive cloud is known 
to have contained cancer-
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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, PhD, APRN, CUCNS,  
Director of Sexual Health at NorthShore University HealthSystem and at Jesse Brown VA Medical Center 
in Chicago, IL. Dr. Albaugh is a board-certified advanced practice urology clinical nurse specialist, certified 
sexuality counselor and trained relationship counselor. He has completed Level 1 and 2 training from the 
Gottman Institute and has also trained with Andrew Christensen, PhD in Integrative Behavioral Couples 
Therapy. 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. 

QUESTION FROM PROSTATE CANCER SURVIVOR:
Does prostate surgery decrease sex drive and testosterone levels?

RESPONSE FROM DR. JEFFREY ALBAUGH:
Thank you for your excellent question. The surgery itself does not have a direct impact on your sex drive or 
testosterone. Most men have surgery alone as a primary therapy to treat prostate cancer. The exception is if 
you are also taking androgen deprivation therapy (ADT), a testosterone lowering treatment most often done 
through injections. Testosterone is produced primarily by your testicles and the prostate surgery doesn’t involve 
the testicles, but rather the removal of the prostate and seminal vesicle. Many men continue to have a strong 
sex drive after prostate cancer surgery since the surgery doesn’t impact testosterone. Dealing with erectile 
dysfunction through the use of timing pills, vacuum devices, or injections can impact your sex drive though. 
These added layers to the sexual experience can impact spontaneity as well as sex drive. In can be helpful to try 
and integrate or incorporate the erectile dysfunction treatment (for example the vacuum device) into love play 
with your partner, but the treatments can still add unwanted steps to the sexual experience. 

You can access the new edition of my 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



ZERO360: Comprehensive Patient Support   
1-844-244-1309 (Toll-Free) zerocancer.org/zero360
ZERO360 is a free, comprehensive patient support service that 
helps patients navigate insurance, find financial aid resources, 
connect with support services, and secure access to care. ZERO’s 
experienced case managers are ready to help men and their  
families through their personal prostate cancer journeys.

ZERO offers direct resources for all those impacted by prostate cancer.

Online Support Services
A variety of online support services are available to help men affected by prostate cancer and their loved ones to  
connect with others who are going through, or have gone through, similar situations. ZERO Connect is a Facebook-based 
support group for participants to share stories, ask questions, and connect. Invite-only Facebook groups also exist for  
Caregivers and Black Men. The Inspire Online Support Community (ustoo.inspire.com) connects patients, families, friends, 
and caregivers to enhance the quality of life for all those affected by prostate cancer.

Peer Support
MENtor is a peer support network at zerocancer.org/mentor for anyone who has received a prostate cancer diagnosis or has  
experienced a recurrence. ZERO’s trained, volunteer MENtors represent many different prostate cancer journeys and have a wealth 
of insights to share based on their experiences. The ZERO Caregiver Connector Program at zerocancer.org/caregiver-connector 
matches prostate cancer caregivers with others who have been in similar situations. Both MENtors and Caregiver Connectors provide 
valuable one-to-one support customized to meet individual needs.

ZERO Drive zerocancer.org/drive
Transportation-related financial assistance is available to prostate cancer patients currently undergoing treatment, receiving 
follow-up care, or attending ongoing provider appointments due to a prostate cancer diagnosis.* Check the website to see if 
ZERO Drive is available in your state. More states will be added to the program soon. *While funds are available.

Educational Resources zerocancer.org
ZERO offers a variety of educational resources for prostate cancer awareness, early detection, screening, treatment, and 
side effects. Literature is available in print and digital format and webinars featuring prostate cancer experts are scheduled 
regularly. Each year, the ZERO Prostate Cancer Summit brings patients, caregivers, and advocates together to hear the latest 
information from prostate cancer experts.

Us TOO Support Groups zerocancer.org/supportgroups
Us TOO Support Groups offer in-person and virtual support for those affected by prostate cancer. These groups, led by local 
Support Group Leaders, meet regularly to provide peer support, resources, and education to empower men to make informed 
decisions on testing, treatment, and management of side effects. Groups are also available for special interests, including: 
Veterans, Black Men, Gay Men and their Partners (All LGBTQIA+ welcome), Caregivers, Spanish Language, Deaf Men, and others.

ZERO - THE END OF PROSTATE CANCER ZEROCANCER.ORG

“I was alone in my doctor’s office when I 
first heard the words, ‘You have prostate 
cancer.’ I felt scared and confused. My life 
as I knew it was about to change.  
Contacting ZERO was the best thing I 
ever did; it changed my life! Each day 
spent with prostate cancer is a fight.  
I’m grateful to you for helping make sure 
a ZERO360 case manager was there to 
assist me every step of the way.” 

Prostate Cancer 
Support Programs

https://zerocancer.org/zero360/
https://www.inspire.com/groups/us-too-prostate-cancer/
https://zerocancer.org/mentor/
https://zerocancer.org/caregiver-connector/
https://zerocancer.org/get-support/zero-drive/
https://zerocancer.org/
https://zerocancer.org/get-support/peer-support/us-too-support-groups/

