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Urologic cancer care is quickly chang-
ing with the widespread use of a 
growing number of immunotherapy
drug options. The shifting treat-

ment paradigm is affecting not only patients’ 
lives but also urology practices, as more practices 
look to incorporate immunotherapy treatment 
for prostate, bladder, and kidney cancers.

Urologists actually were among the pioneers 
in immunotherapy treatment, dating back to 
the 1980s.

“Urologists have been using [BCG] immuno-
therapy in bladder cancer for over 3 decades,” 

said Neal D. Shore, MD, director of the Caro-
lina Urologic Research Center at Atlantic Urol-
ogy Clinics in Myrtle Beach, South Carolina.

BCG offered one of the first options for can-
cer treatment in which the patient’s immune 
system could be stimulated to help fight the 
cancer, minimizing cytotoxic adverse events 
(AEs) of treatment.

“This new era of cancer therapy really focuses
on optimally treating cancer while maximiz-
ing quality of life during treatment,” said Tom 
Jayram, MD, codirector of the Advanced Ther-

Lisette Hilton / Urology Times® Correspondent

See IMMUNOTHERAPY, on page 22

2021 final rule includes 
major E/M changes

The Centers for Medicare & Medicaid Ser-
vices issued the final rule for the 2021 Medicare 
Physician Fee Schedule on December 1, 2020. 

“We found that the changes from the 
proposed rule were not too significant, so 
those who had prepared for [2021] based on 
the proposed rule should not have to make 
many changes,” write Jonathan Rubenstein, 
MD (top), and Mark Painter (bottom) in this 
month’s Coding and Reimbursement col-
umn. In the article, Rubenstein and Painter 
provide a summary of what urologists should 
know about the final rule, including revisions 
to evaluation/management coding.

For the full article, turn to page 31

CODING AND REIMBURSEMENT

This new era of cancer 
therapy really focuses 

on optimally treating cancer 
while maximizing quality of 

life during treatment.”

Tom Jayram, MD
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Chairman’s Letter

Vaccines mark a triumph
of pharmaceutical innovation

Nine months.
In March 2020 the United States was 

in the early stages of the coronavirus dis-
ease 2019 (COVID-19) pandemic. We shut down 
the entire country and ground the economy to a 
halt to slow the spread of the virus. Think back to 
March and how much uncertainty we were living 
under.

Nine months later, the FDA approved
2 COVID-19 vaccines under emergency authori-
zation. Before New Year’s Day, millions of Amer-
icans had received the vaccine, including frontline 
physicians and health care providers and nursing 
home patients, our most vulnerable citizens.

Nine months. Take a moment to let that sink in.
The mainstream media has crafted a narrative 

about the COVID-19 pandemic that’s almost 
entirely negative. For the purpose of ratings, they 
have described the US response to the pandemic 
as blundering from one mistake to the next. This 
narrative is false.

There is another way—a more accurate and 
underappreciated way—to tell the story of the 
past 9 months. It is a story of heroism, innovation, 
and precise science, performed under unbeliev-
able pressure.

Let’s not mince words: The US and the world 
must appreciate the role of the pharmaceutical 
industry—the investigators, physicians, and 
business leaders—who are rescuing the world 
from COVID-19. It’s the medical breakthrough 
of our lifetime.

Instead of dwelling on why many in the media 
are ignoring this, let’s review some facts.

• Since the discovery of COVID-19, here is 
what scientists have accomplished: They iden-
tified a novel virus; unlocked and sequenced its 
genetic code; created new therapies to save lives; 
and developed multiple safe and effective vac-
cines using messenger RNA technology, a tech-
nology hopefully applicable to future vaccine 
development. Margaret Liu, MD, a biomedical 
scientist and member of the MJH Life Sciences™ 
COVID Coalition, called it a breakthrough for 
mRNA vaccines. 

• The US has 2 vaccines approved for emer-
gency use, 1 from Pfizer/BioNTech and anoth-
er from Moderna, and the AstraZeneca/Oxford 
vaccine has been approved for emergency use in 
the UK. In addition, there are 64 vaccines under-
going clinical trial at the moment, including 20 in
phase 3 trials. In the US and throughout the world, 
the pharmaceutical industry has answered the call 
and invested heavily in this effort.

• This was the fastest vaccine development 
program in history, and it’s not even close. David 
Pride, MD, PhD, a microbiologist at the Univer-
sity of California, San Diego, estimates that vac-
cines typically take 10 to 15 years to develop. Until 
the COVID-19 pandemic, the fastest development 
timeline was 4 years, for the mumps vaccine.

• Many government systems moved quickly 
to lessen the burden of onerous regulations and 
provide funding so that vaccines could be devel-
oped quickly but with rigorous standards. Perhaps 
it should be a lesson to all of us that regulation 
and innovation can be calibrated more effectively 
during “normal” times as industry races to develop 
new therapies for other epidemics—cancer, dia-
betes, heart disease, and more.

The next step of the process—distribution of 
the vaccine—will be as challenging as the develop-
ment phase, if not more so. But again, the pharma-
ceutical industry is rising to the occasion. Factories 
worldwide are working in overdrive to produce 
hundreds of millions of vaccine doses.

Less than a month after the Pfizer vaccine was 
approved, more than 15.4 million doses of vaccine 
have been distributed throughout the country, and 
more than 4.6 million individuals have received 
their first dose, according to CDC data.

Every day, more people will be vaccinated. After 
health care workers and our most vulnerable citi-
zens, other frontline workers will be next. Teach-
ers will be vaccinated so our children can return 
to school. And soon, all Americans will be able to 
receive the vaccine at their doctor’s office or at a 
CVS or Walgreens.

Remember, we accomplished this in 9 
months with the help, dedication, and exper-
tise of our pharmaceutical industry heroes. 
Next time you turn on the TV and see nega-
tivity, turn it off and imagine instead where we 
will be in 9 months.UT
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UPDATES ON DRUGS, DEVICES, AND TESTS  BY JASON M. BRODERICKUroPipeline /

FDA approves relugolix for prostate 
cancer; treatment is launched in US
The prostate cancer drug relugolix (Orgovyx) is 
now available in the United States through autho-
rized specialty distributors, according to Myovant 
Sciences, the developer of the gonadotropin-re-
leasing hormone receptor antagonist.1

Relugolix was approved in December 2020 for 
the treatment of patients with advanced prostate 
cancer. The approval was based on data from the 
phase 3 HERO study (NCT03085095), which 
showed that 96.7% of patients randomized to 
relugolix maintained castration through 48 weeks, 
compared with 88.8% of patients receiving leupro-
lide (P <.001).2

The benefit with relugolix was sustained across 
all major secondary end points (P <.001). Relu-
golix was also associated with a 54% lower risk 
of major adverse cardiovascular events compared 
with leuprolide (HR, 0.46).

REFERENCES
1. Myovant Sciences announces U.S. availability 
of Orgovyx for the treatment of advanced prostate 
cancer. News release. Myovant Sciences. Janu-
ary 5, 2021. Accessed January 5, 2021. https://
bit.ly/3rQnWbc
2. Shore ND, Saad F, Cookson MS, et al. Oral 
relugolix for androgen-deprivation therapy 
in advanced prostate cancer. N Engl J Med. 
2020;382(23):2187-2196. doi:10.1056/NEJ-
Moa2004325

FDA approves vibegron for treatment 
of overactive bladder
The FDA has approved vibegron (Gemtesa) for the 
treatment of adult patients with overactive bladder 
(OAB) with symptoms of urge urinary inconti-
nence (UUI), urgency, and urinary frequency.1

The approval was based on the phase 3 Empow-
ur trial (NCT03492281). In the primary study 
analysis, at 12 weeks, vibegron showed a mean 
change from baseline in the average daily num-
ber of micturitions of –1.8 compared with –1.3 for 
placebo and –1.6 for tolterodine (P <.001).2 The 
mean change from baseline in UUI episodes was 
–2.0, –1.4, and –1.8, respectively.

Treatment with vibegron also led to a sta-
tistically significant improvement in the key 
secondary outcome measures of number of 
urgency episodes, volume per micturition, and 
proportion of incontinent patients with a 75% or 
greater reduction in urge incontinence episodes 
(P <.01 for all).

REFERENCES
1. Urovant Sciences announces U.S. FDA approv-
al of Gemtesa (vibegron) 75 mg tablets for the 
treatment of patients with overactive bladder 
(OAB). News release. Urovant Sciences. Decem-
ber 23, 2020. Accessed December 23, 2020. 
https://bit.ly/37I8SVc

2. Staskin D, Frankel J, Varano S, et al. Inter-
national phase III, randomized, double-blind, 
placebo and active controlled study to evaluate 
the safety and efficacy of vibegron in patients 
with symptoms of overactive bladder: EMPOW-
UR. J Urol. 2020;204(2):316-324. doi:10.1097/
JU.0000000000000807

IL-15 superagonist complex is highly 
active in BCG-unresponsive NMIBC
The combination of N-803 (Anktiva), a novel 
IL-15 superagonist complex, and BCG induced 
complete responses (CRs) in nearly three-fourths 
of patients with BCG-unresponsive, high-risk, 
non-muscle invasive bladder cancer (NMIBC) 
with carcinoma in situ (CIS) with or without Ta 
or T1 disease.1

Results from the first cohort of the phase 2/3 
QUILT 3.032 trial (NCT03022825) showed that 
72% (n = 51) of 71 evaluable patients in this pop-
ulation achieved a CR to the combination. The 
median duration of response was 19.2 months and 
there was a 59% probability that a CR would be 
maintained for 12 months or longer.

The open-label, multicenter phase 2/3 QUILT 
3.032 trial is examining intravesical BCG plus 
N-803 in patients with BCG-unresponsive high-
grade NMIBC.

REFERENCE
1. ImmunityBio announces primary end point met 
of phase 2/3 trial for BCG unresponsive non-mus-
cle invasive bladder cancer CIS with 72% com-
plete response rate. News release. ImmunityBio. 
December 21, 2020. Accessed December 21, 
2020. https://yhoo.it/3hfCcWg

Study launches for pembrolizumab 
plus novel oncolytic immunotherapy 
The first patient has received treatment in the 
phase 2 CORE1 trial, which is investigating the 
combination of the PD-1 inhibitor pembroli-
zumab (Keytruda) with the investigational 
oncolytic immunotherapy CG0070 in patients 
with BCG-unresponsive non–muscle-invasive 
bladder cancer.1

The phase 2 study (NCT04387461) has a target 
enrollment of 37 patients. The primary end point 
is complete response rate at 12 months, with sec-
ondary end points including duration of response, 
overall survival, progression-free survival, and 
safety. The estimated primary completion date 
of the trial is December 2021.

REFERENCE
1. CG Oncology announces first patient dosed 
in phase 2 clinical trial of CG0070, an oncolytic 
immunotherapy, in combination with Keytruda 
(pembrolizumab) for non–muscle-invasive bladder 
cancer unresponsive to bacillus Calmette-Guer-
in. News release. CG Oncology. December 9, 

2020. Accessed December 10, 2020. http://bit.
ly/39gXqPI

Super-pulse thulium fiber laser 
system enters real-world study
The first patient has been enrolled in a real-world 
study of the Soltive SuperPulsed Laser System (Sol-
tive Laser System), which uses thulium fiber laser 
technology to break up kidney and ureteral stones.1

The postmarket, single-group assignment, 
open-label, registry study aims to enroll 450 adult 
patients medically indicated for ureteroscopy, 
percutaneous nephrolithotomy (PCNL), or mini 
PCNL. Study sites will include up to 5 centers in 
the United States, 3 centers in Europe, and 1 center 
in Canada.

The goal of the study is to establish real-world 
efficacy evidence of using the Soltive Laser System 
for laser lithotripsy. The primary end point is the 
stone-free rate at 3 months post treatment. Sec-
ondary end points include total laser energy time, 
total procedure time, accessory devices used, and 
safety. The estimated primary completion date for 
the study is October 26, 2020.

REFERENCE
1. First patient enrolled in Olympus study of the 
SOLTIVE laser system. News release. Olympus. 
December 18, 2020. Accessed January 7, 2021. 
https://bit.ly/2JT7mGy

Eganelisib continues to advance 
in bladder cancer pipeline
The combination of the PI3K gamma inhibi-
tor eganelisib (IPI-549) and the PD-1 inhibitor 
nivolumab (Opdivo) was well tolerated and showed 
promising efficacy in patients with advanced, met-
astatic urothelial cancer enrolled in the phase 2 
MARIO-275 trial (NCT03980041).1

The phase 2 trial randomized patients with plat-
inum-refractory, immunotherapy-naïve disease to 
nivolumab plus either eganelisib or placebo. Infinity 
Pharmaceuticals, Inc, the manufacturer of eganel-
isib, reported in a press release that the data from 
MARIO-275 will be shared at an upcoming medical 
conference. The tolerability and activity updates in 
the press release were based on the first 49 patients 
enrolled in the study.

REFERENCE
1. Infinity Pharmaceuticals provides update for 
eganelisib in patients with metastatic urothelial can-
cer. News release. Infinity Pharmaceuticals. Jan-
uary 6, 2021. Accessed January 6, 2021. https://
yhoo.it/3bfXjqw
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Bladder Cancer / CLINICAL UPDATES

Jason M. Broderick
Associate Editorial Director, Urology Times®

The efficacy of the novel intravesical gene- 
mediated therapy nadofaragene firadenovec was 
sustained across subgroups of patients with high-
grade, BCG-unresponsive non–muscle-invasive 
bladder cancer (NMIBC), according to a poster 
shared during the 2020 Society of Urologic Oncol-
ogy (SUO) Annual Meeting.1

For their subgroup analysis, the investiga-
tors assessed data from a pivotal phase 3 study 
(NCT02773849) of nadofaragene firadenovec. A 
separate paper also presented during the meeting 
examined the incidence and time to cystectomy 
among patients enrolled in the same pivotal trial.2

Overall, the multicenter, open-label, repeat-
dose phase 3 study accrued 157 patients with high-
grade, BCG-unresponsive NMIBC at 33 clinical 
sites in the United States. Nadofaragene firade-
novec was administered by catheter as a single dose 
into the bladder. Those patients without recur-
rence received repeat doses at 3, 6, and 9 months.

In the overall study population of 157 patients, 
the median age was 71 years, 82% were male, 
and the median time from initial bladder can-
cer diagnosis was 18 months. Patients’ dis-
ease stages at study entry were carcinoma in 
situ (CIS) only (81 patients), Ta (35 patients), 
Ta + CIS (21 patients), T1 (15 patients), and 
T1 + CIS (5 patients). The median number of prior 
lines of therapy was 3, and the median number of 
prior BCG courses was 2.

The study met its primary end point with 
nadofaragene firadenovec achieving a complete 
response (CR) rate of 53.4% at 3 months in a 
subgroup of patients with CIS with or without 
concomitant high-grade Ta or T1 disease (CIS ± 
Ta/T1). The 12-month CR rate was 24.3%, and 
the median duration of CR was 9.69 months in 
these patients.

The 2 posters presented during the SUO meet-
ing were intended to further examine the extent 
of nadofaragene firadenovec’s benefit in patients 
with NMIBC.

Time to cystectomy
Among all patients, the 24-month cystectomy- 
free survival rate was 64.5%.1 Overall, 40 (26.5%) 
patients underwent cystectomy, including 30 
patients with CIS ± Ta/T1 histology and 10 
patients with high-grade Ta/T1 disease. The 
median time to cystectomy was 8.87 months and 
8.31 months, respectively.

The median time to cystectomy among patients 
achieving a CR in the CIS ± Ta/T1 group was sig-
nificantly longer than for those not reaching CR, 
at 11.35 months versus 6.36 months, respectively 
(P =.0432). Among patients with high-grade 
(HG) Ta/T1 histology, those without HG 
recurrence at month 3 had a median time to 
cystectomy of 12.42 months compared with 5.31 
months in patients who had HG recurrence at 
that point (P = .0095).

“Nadofaragene firadenovec is an effective 
bladder-sparing treatment for patients with HG 
BCG-unresponsive NMIBC as demonstrated 
by lower rate of cystectomy and longer median 
time to cystectomy,” lead study author Vikram 
M. Narayan, MD, Emory University, Winship 
Cancer Institute, Atlanta, Georgia, and coau-
thors wrote.

Subgroup analyses
Subgroup analyses of the 157 patients showed 
that response rates in patients in the CIS ± Ta/T1 
group or in the high-grade Ta/T1 group did not 
show significant differences between age groups, 
males and females, 3 or fewer or more than 3 
prior lines of therapy, BCG–refractory versus 
BCG–relapsed, 0 or 1 or more prior non-BCG 
regimens, and 3 or fewer or more than 3 prior 
courses of BCG.2

For all except 1 subgroup, there were also no 
significant differences in the subpopulations 
regarding duration of response. However, in the 
CIS ± Ta/T1 cohort, the duration of response was 
significantly longer in patients who had received 
fewer than 3 courses of prior BCG (12.68 months) 

versus those who had received more than 3 courses 
(4.96 months; P = .0172).

Safety data
The safety analysis for the study included all 157 
patients.1 The majority of commonly reported 
treatment-related adverse events (TRAEs) were 
short-lived (median duration, 1-2 days). The 
exceptions were fatigue and frequency of mictu-
rition, with median durations of 11 and 41 days, 
respectively. TRAEs led to treatment discontin-
uations in 4 patients.

“Nadofaragene firadenovec represents a poten-
tial novel treatment option for patients with high-
grade BCG-unresponsive NMIBC that advances 
the current treatment paradigm,” Narayan et al 
wrote in their conclusion.UT

REFERENCES
1. narayan V, Boorjian S, Mehrdad a, et al. Low 
rate of cystectomy and delayed median time to 
cystectomy among patients who achieved com-
plete response with nadofaragene firadenovec. 
Paper presented at: 2020 Society of urologic 
Oncology annual Meeting. December 3-5, 2020; 
virtual. accessed December 3, 2020. http://bit.
ly/37Cfza9
2. narayan V, Boorjian S, Mehrdad a. Subgroup 
analyses of the phase 3 study of intravesical nad-
ofaragene firadenovec in patients with high-grade, 
BCG-unresponsive nonmuscle invasive blad-
der cancer (nMIBC). Paper presented at: 2020 
Society of urologic Oncology annual Meeting. 
December 3-5, 2020; virtual. accessed Decem-
ber 3, 2020. https://bit.ly/3lFnbsm

Agent’s efficacy is sustained across 
subgroups in BCG-unresponsive NMIBC
Treatment with nadofaragene firadenovec associated with 64.5% 24-month cystectomy-free survival

FIGurE. Nadofaragene firadenovec: Time to cystectomy in patient subgroups2
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Authors of a recently published article on adverse 
events of intravesical therapy are hopeful that their 
overview can serve as a single source of information 
on strategies that can help patients with bladder 
cancer undergoing local therapy.1

Written by urologists from Vanderbilt Universi-
ty in Nashville, Tennessee, and based on a compre-
hensive review of the literature, the paper provides 

an overview of the most common 
and significant adverse events 
(AEs) that can occur with intra-
vesical BCG and with commonly 
utilized chemotherapies, timing of 
the events, and practical approach-
es for their management.

“Utilization of intravesical therapy is increasing, 
both as a strategy for bladder preservation and due to 
the need to use alternative regimens because of the 
ongoing nationwide shortage of BCG,” said study 
author Woodson W. Smelser, MD, clinical instructor 
and Society of Urologic Oncology fellow at Vanderbilt 
University. “As more patients receive intravesical ther-
apy, the clinical burden of managing adverse effects 
will persist. We hoped to provide a concise reference 
containing information that could be used both for 
educating patients and managing [adverse] effects.” 

George E. Koch, MD, a third-year urology resi-
dent at Vanderbilt University and lead author of the 
article, told Urology Times®, “Our hope is that our 
paper serves to highlight user-friendly and widely 
available treatment options for common but frus-
trating [adverse] effects of intravesical therapy.”

Koch noted that the idea for the article occurred 
after Meredith Donahue, APRN-BC, a nurse prac-
titioner in Vanderbilt’s BCG clinic, asked about 
resources for managing AEs

“We could not find a cen-
tralized resource that she could 
access and thought a review, 
including easy-to-use tables and 
algorithms, would be helpful for 
a wide group of urologists and 
advanced practice providers who 

have similar clinics,” Koch explained.
The authors gleaned information for the article 

from published English language articles identi-
fied through a keyword-driven literature search. 
Intravesical therapies reviewed aside from BCG 
included gemcitabine, mitomycin C, and anth-
racyclines (doxorubicin, epirubicin, and valrubi-
cin). The paper also contains some information 
on emerging intravesical immunotherapies and 
chemotherapies.

In addition, the article includes a table that sum-
marizes study data on the incidence of systemic and 
local toxicities associated with the various agents. 
Two additional tables, one for BCG and the other 
for chemotherapies, summarize information on 
the timing of the toxicities, the interventions, and 
additional relevant considerations.

“Delineating the time course for toxicities as they 
present can make a big difference in choosing a suc-
cessful management strategy,” Koch 
said. “Tracking [adverse] effects 
experienced by individual patients 
and what management strategies 
work for them may help providers 
preempt subsequent toxicities for 
these patients who often undergo 
multiple instillations.”

In the paper, the authors also 
emphasize that patient education is a 
key component in managing AEs of 
intravesical therapy for bladder cancer.

“Counseling patients prior to 
intravesical therapy and providing 
anticipatory guidance regarding 
possible adverse events will improve 
the overall experience for patients 
and help with earlier recognition of 
adverse events,” Smelser said.

Koch added, “In some cases, antic-
ipatory guidance may be the differ-
ence between keeping a patient on 

therapy or discon-
tinuing it because of 
toxicity.”

Accord ing to 
senior author Sam S. 
Chang, MD, MBA, 
Patricia and Rodes 

Hart Professor of Urologic Surgery 
and chief surgical officer at Van-
derbilt Ingram Cancer Center, “If 
patients understand what adverse 
events may occur after intravesical 
therapy, patient worry, phone calls, 
and [emergency department] visits 
may be avoided.”

Based on their literature search and 
review, the authors concluded that 
consistent AE reporting and studies 
of interventions for intravesical ther-
apy toxicity have been lacking.

“There is a need for research devot-
ed to patient-reported outcomes and 
[adverse] effects to determine better 
intervention strategies and improve 
outcomes,” Chang said.UT
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Experts offer guidance for intravesical 
therapy adverse event management
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Complete responses (CRs) to mitomycin-
containing reverse thermal gel (Jelmyto) proved to 
be durable in patients with low-grade upper tract 
urothelial carcinoma (UTUC), according to the 
final results of the pivotal phase 3 OLYMPUS tri-
al (NCT02793128) presented at the 2020 Society of 

Urologic Oncology (SUO) Annual 
Meeting.1

Data for a key study secondary 
outcome measure reported at SUO 
showed that 56.1% of patients who 
achieved a CR to Jelmyto main-
tained that response at 12 months. 

This translated to an 81.8% probability of main-
taining a CR at the 12-month visit.

Maintenance therapy was allowed by the study 
protocol; however, it was modified by study inves-
tigators and there was no evidence that mainte-
nance treatment enhanced the durability of patient 
responses.

The durability data from the final analysis sus-
tained the positive primary efficacy results from 
OLYMPUS.2 The primary data showed that 59.2% 
(n = 42) of the 71-patient intention-to-treat popu-
lation achieved a CR. Eight patients had a partial 

response. Additionally, 20 (58.8%) of 34 patients 
considered unresectable at baseline by the treating 
urologist achieved a CR.

These primary data supported the April 2020 
FDA approval of Jelmyto as the first therapy to treat 
patients with low-grade UTUC.

“[Jelmyto] is an innovative [treatment] and 
the first approved kidney-sparing approach for 
patients with low-grade UTUC, including for 
those whose tumors are difficult to treat endo-
scopically,” said presenting author Surena F. 
Matin, MD, The University of Texas MD Ander-
son Cancer Center in Houston.

The open-label, single-arm, phase 3 OLYMPUS 
trial included patients from 24 academic centers in 
the United States and Israel. To be eligible for enroll-
ment, adult patients had to have treatment-naïve or 
recurrent disease, 1 or more measurable papillary 
low-grade tumors 15 mm or smaller, and a wash 
urine cytology sampled from the pyelocaliceal sys-
tem showing the absence of high-grade disease.

Patients received 6 once-weekly intravesical 
instillations with a retrograde catheter to the renal 
pelvis and calyces. Primary disease evaluation 
occurred 4 to 6 weeks following the completion of 
treatment. The study defined CR using 3 compo-
nents: negative 3-month ureteroscopic evaluation, 
negative cytology, and negative for-causse biopsy.

Seventy-one patients received at least 1 dose of 
treatment. The most commonly occurring adverse 
events were ureteric stenosis (44%), urinary tract 
infection (32%), hematuria (32%), flank pain (31%), 
and nausea (25%).

Matin said anecdotal reports from study inves-
tigators suggested that “at initial development of 
ureteral narrowing, stricture formation might be 
mitigated by treatment holiday and steroid therapy.”

There were 5 patient deaths; however, none were 
determined by investigators to be related to the 
study treatment or study procedure. UT
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Kevin Wright
Senior Editor, ONCOLOGY®

Sexual interest and activity continued in patients 
with bladder cancer who received radical cystecto-
my, according to findings presented during the 2020 
Society of Urologic Oncology Annual Meeting.1

Despite significant illness, over half (53%) of 
patients surveyed reported at least a little interest 
in sexual activity. Further, the study met its primary 
outcome measure, with 40% of patients showing 
interest in sexual activity within 4 weeks of com-
pleting the survey.

For their study, the investigators assessed the 
sexual function of 150 patients undergoing radi-
cal cystectomy for bladder cancer. Patients were 
administered both the European Organization 
for Research and Treatment of Cancer Quality of 
Life Core Questionnaire–Bladder Cancer Muscle 

Invasive (EORTC QLQ–BLM 30) and Functional
Assessment of Cancer Therapy–Bladder. Those 
who completed the sexual function subscale of the 
EORTC QLQ–BLM 30 (n = 132) were deemed 
eligible for the study.

The median age of all patients was 68.5 years, 
and 82% were male. The mean sexual function 
subscale score for all patients was 61.5 ± 25.2, with 
women having significantly worse mean scores of 
72.9 ± 27.1 versus 59.1 ± 24.2 for men (P = .02).

On multivariate analysis, both age and female 
gender were independently associated with worse 
(higher) sexual function subscale scores.

When compared with women, men reported
both higher rates of interest in sexual activity (57% 
vs 35%, respectively) and higher rates of sexual 
activity (43% vs 30%), with 33% of female respond-
ers admitting to feeling uncomfortable about being 
sexually intimate.

Investigators cited the lack of existing data 
regarding sexual function as the primary reason for 
conducting the study, noting that many urologists 
fail to discuss possible changes in sexual interest and 
function with patients prior to radical cystectomy. A 
lack of information regarding baseline sexual func-
tion was noted as a common barrier to initiating 
those conversations.

Noted limitations of the study were the relative-
ly small sample size of female patients and an 
unknown meaningful clinical difference.UT
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Reverse thermal gel demonstrates 
durable responses in low-grade UTUC

Sexual interest is maintained in patients 
undergoing radical cystectomy
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Blue light cystoscopy (BLC) with hexaminolevuli-
nate hydrochloride (Cysview) showed promising 
clinical utility as a surveillance tool in patients with 
bladder cancer who recently received BCG, accord-
ing to findings presented during the 2020 Society of 
Urologic Oncology Annual Meeting.1

Specifically, BLC identified patients with blad-
der cancer recurrence post BCG that would have 
been missed with standard white light cystoscopy 
(WLC) alone.

“Providers should consider using BLC for sur-
veillance of high-risk NMIBC patients undergoing 
BCG as it could change clinical management by 
identifying patients who are BCG unresponsive and 
eligible for alternative therapy and clinical trials,” first 
study author Meera Chappidi, MD, MPH, Universi-
ty of California, San Francisco, and coauthors wrote.

Research from previous trials showed enhanced 
detection of initial and recurrent cancers in 
patients with non–muscle-invasive bladder cancer 
when using BLC compared with WLC. The val-
ue of BLC surveillance in patients receiving BCG, 
however, has yet to be determined.

“Identifying early recurrences in patients receiv-
ing BCG can result in them being enrolled into 

clinical trials for BCG unrespon-
sive disease,” wrote Chappidi et al.

Data for the analysis were 
obtained from the Cysview reg-
istry, a prospectively collected, 
multi-institutional database. 
The investigators identified 258 

patients treated between 2014 and 2019 who had 
received BCG treatment within 2010 days before 
BLC. Six patients had received multiple cystosco-
py procedures. Patients were excluded from the 
study if pathology data were not available and if 
data were not available regarding whether lesions 
were visible on WLC, BLC, or both.

Overall, 120 (46.5%) patients had recurrence and 
138 (53.5%) did not. Among the patients without 
recurrence, the median age was 69 years, 86.2% were 
Caucasian, and 79% were male. The time since BCG 
was less than 6 weeks (7.2%), 6 to 12 weeks (38.4%), or 
more than 12 weeks (54.3%).

In the group of 120 patients who had recur-
rence, the median age was 72.9 years, 84.2% were 
Caucasian, and 88.3% were male. The time since 
BCG was less than 6 weeks (6.7%), 6 to 12 weeks 
(32.5%), or more than 12 weeks (60.8%). Recur-
rence stages included HGTa (14.2%), carcino-
ma in situ (CIS) (30%), LGTa plus CIS (0.8%), 
HGTa plus CIS (17.5%), T1 (16.7%), T1 plus  CIS 

(6.7%), T2 or higher (7.5%), and T2 or higher 
plus CIS (1.7%).

The investigators determined that 16 (13%)
of the 120 recurrences would not have been detect-
ed if WLC alone had been used. These 16 recur-
rences had a normal WLC but had high-grade 
recurrence identified by BLC. Among these 16 
patients, 14 (88%) had CIS. The false-positive 
biopsy rate was 4% (11 of 258 patients) for BLC. 
Twenty-seven (10.5%) of the 258 patients in the 
overall population received intravesical chemo-
therapy.

“Future research is warranted to better clarify 
how BLC should be used both for entry into clini-
cal trials and for surveillance while on trials, in 
order to maintain consistency of patient outcomes 
within a given trial and to allow for comparison of 
response rates across different trials,” concluded 
Chappidi et al.UT
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Radiation therapy may provide some benefit 
for patients with high-risk non–muscle-inva-
sive bladder cancer (NMIBC), but the quality 
of current evidence in this setting is low, inves-
tigators reported at the 2020 Society of Urologic 
Oncology Annual Meeting.1

For the study, investigators searched the 
Cochrane Central Register of Controlled Tri-
als, EMBASE, MEDLINE, Scopus, and Web 
of Science for high-risk NMIBC treated with 
primary radiation therapy. The primary out-
comes were recurrence-free survival (RFS), 

cancer-specific survival (CSS), overall survival 
(OS), and rates of salvage radical cystectomy 
and progression to metastatic disease.

Ultimately, the investigators’ search revealed 
13 studies that met their search criteria, only 1 
of which was a randomized, controlled trial, with 
the remaining 12 studies being single institution 
and retrospective in nature.

From the 13 studies, the investigators derived 
the following 5-year rates of RFS, CSS, and OS: 
54%, 86%, and 72%, respectively.

In addition, 13% of patients underwent sal-
vage cystectomy, and 9% developed metastatic 
disease.

Speaking with Urology Times®, study author 
Rodrigo R. Pessoa, MD, PhD, commented on 
the findings.

Blue light cystoscopy shows utility for 
post-BCG bladder cancer surveillance

Radiation therapy may hold promise
for NMIBC, but evidence is limited

Tool identified recurrence that would have been missed with white light cystoscopy alone

Of 13 studies evaluated by investigators, only 1 was a randomized controlled trial

“Almost 80% of our patients 
will have a complete response 
with radiation for…high-grade 
disease. Unfortunately, around 

10% of the patients will 
see [progression].”

RODRIGO R. PESSOA, MD, PhD

CLINICAL UPDATES / Bladder Cancer

See RADIATION THERAPY page 10
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Findings presented during the 2020 Soci-
ety of Urologic Oncology Annual Meeting 
showed high patient satisfaction with a smart-
phone-based app intended to facilitate the imple-
mentation of enhanced recovery after surgery 
(ERAS) protocols following radical cystectomy.1

“Given the tremendous anxiety and infor-
mation overload that patients feel before and 
after [radical cystectomy], smartphone-based 
apps represent an opportunity to enhance com-
munication between patients and care teams,” 
wrote the investigators, led by Lukas Hockman, 
MD, of Stanford University School of Medicine, 
California. 

“In light of the current COVID pandemic, 
they may also afford an opportunity to decrease 
reliance on in-person visits in the preoperative 
and postoperative period,” they added.

From March 10 to July 2020, the study 
enrolled 27 patients undergoing radical cys-
tectomy, and encouraged them to register with 
Seamless MD, a digital platform that can be 
accessed by smartphone or computer. Of those 
patients, 17 (63%) participated in the Seamless 
MD pilot, with 14 patients (82.4%) completing 
the program, and 3 patients still within 30 days 
of surgery.

Electronic educational materials were distrib-
uted to patients via smartphone notifications, 

and preoperative prompts and instructions were 
sent to patients in the weeks leading up to their 
surgery.

Postoperatively, activity reminders and ques-
tionnaires were sent to optimize recovery tra-
jectory and assess symptom burden. Questions 
covered issues such as daily self-reported pain 
and ambulatory and anxiety levels.

Among the 6 patients who completed all pre-
operative learning modules and answered all 
postoperative questionnaires, 4 reported that 
Seamless MD prevented at least 1 phone call to 
the clinic, with 1 patient reporting that it pre-
vented a visit to the hospital.

An additional postprogram survey was com-
pleted by 7 patients. The responses to those 
questions yielded the following results:

• One hundred percent of patients said Seam-
less MD helped them feel more confident before 
surgery.

• 57.1% of patients said Seamless MD helped 
them feel more confident during hospitalization, 
and

• 83.3% of patients said Seamless MD helped 
them feel more confident at home after surgery.

Use of app helped alleviate
patient fears
Additionally, use of the Seamless MD app 
helped alleviate patients’ fears, as 85.7% indi-
cated that Seamless MD helped them feel less 
worried before surgery, and 71.4% noted Seam-

less MD helped them feel less worried during 
hospitalization.

ERAS protocols are known to be integral to 
successful recovery following radical cystecto-
my, and the investigators noted that central to 
those protocols were preoperative counseling 
and postoperative monitoring.

“Cognizant of social distancing during the 
COVID-19 era, we sought to replace traditional 
materials and post-operative visits with a smart-
phone-based application,” they wrote.

Despite the small study size, the investigators 
believe that the study results were promising 
and continued integration of technology would 
be beneficial to patients undergoing radical cys-
tectomy.

“We are hopeful that with wider integration 
into existing care pathways, smartphone-based 
apps will allow more efficient tracking of patient 
recovery at home, and lead to earlier detection 
and even prevention of post-RC complications,” 
they wrote.UT
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“Almost 80% of our patients will have a com-
plete response with radiation for…high-grade 
disease. Unfortunately, around 10% of the 
patients will see [progression],” said Pessoa, 
urology resident at the University of Colorado 
Anschutz Medical Campus, Aurora.

Pessoa cautioned that the fact that only 1 ran-
domized, controlled trial was included in their 
trial “is obviously a major limitation.”

“One other major limitation is that unfortu-
nately, the randomized trial was not blinded,” 
Pessoa added.

Senior author Simon P. Kim, MD, MPH, 
also discussed the findings with Urology Times®, 
highlighting the type of future research needed 
in this setting.

“In addition to answering the question about 
oncologic efficacy in terms of reducing the risk 
of relapse, it’d also be necessary to address the 
quality-of-life issue. Both BCG and radiation 
therapy may have quality-of-life implications. 
To date, we haven’t had really good studies to 
evaluate and elucidate the quality-of-life impli-

cations not just for BCG but also for radiation 
therapy. I think a well-designed study that’s a 
phase 3 trial [and is] multicentered, that address-
es the oncologic question…but also addresses 
the quality-of-life implications, potentially for 
both treatments, would be the ideal situation,” 
said Kim, associate professor of surgery-urolo-
gy at the University of Colorado Anschutz Med-
ical Campus.UT
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Smartphone app may help implement 
ERAS protocols for radical cystectomy
Patients using the app reported feeling more confident before surgery
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continued from page 9 “To date, we haven’t had really 

good studies to evaluate and 
elucidate the quality-of-life 

implications not just 
for BCG but also for 
radiation therapy.”

SIMON P. KIM, MD, MPH
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Q: Please discuss the recent research 
regarding blue light cystoscopy with 
Cysview that was presented at the 2020 
Society of Urologic Oncology (SUO) annual 
meeting.
A: As part of our 2020 meeting update, 
we should note that in 2018, the FDA 
expanded the approval of Cysview 
for its use in the surveillance of non–
muscle-invasive bladder cancer; the 
original approval was for only the ini-
tial diagnosis. There were 2 abstracts 
regarding blue light cystoscopy with 
Cysview that were presented at the SUO 
annual meeting. The first, from Chappi-
di et al, examined the utility of surveil-
lance blue light cystoscopy for detecting 
bladder cancer recurrence after BCG, 
suggesting that if blue light cystoscopy 
could detect tumor recurrence within 
6 months of receiving treatment with 
BCG, patients could then be offered 
alternative treatments or enrolled into 
clinical trials.1 The investigators found 
that using white light cystoscopy alone 
incorrectly assessed some complete 
responses in comparison to much more 
accurate, measured results when blue 
light cystoscopy was added to surveil-
lance. This study showed that blue light 
cystoscopy can help increase the detec-
tion of BCG-unresponsive disease, and 
may identify more patients eligible for 
clinical trials. It should be understood 
that if you use blue light cystoscopy in 
clinical trials, it could affect the response 
rates and comparison across trials as 
well. But this is an important study that 

should be considered going forward, 
when blue light cystoscopy is more fully 
incorporated into clinical trials.

The second SUO paper, from Wil-
liams et al, examined the budget impact 
of incorporating blue light cystoscopy 
into the surveillance of non–muscle-
invasive bladder cancer.2 The investiga-
tors studied what was called the budget 
impact model. They used the modeling of 
50 patients with newly diagnosed bladder 
cancer and evaluated the impact of in-of-
fice blue light surveillance cystoscopy with
Cysview. They found that the use of blue 
light cystoscopy for surveillance did not 
substantially increase the cost of the cys-
toscopy and resulted in the identification of
9 additional recurrences over the course 
of a 2-year period. It appears that using 
blue light cystoscopy in the outpatient 
setting for surveillance may be an optimal 
and potentially cost-effective approach.

Q: Please discuss the significance of 
the FDA approvals of pembrolizumab 
(Keytruda) for BCG-unresponsive, high-
risk non–muscle-invasive bladder cancer 
and avelumab (Bavencio) as frontline 
maintenance therapy in urothelial 
carcinoma.
A: These new PD-1– and PD-L1–block-
ing antibody treatments for bladder can-
cer fit right in with urology’s approach to 
immuno-oncology and bladder cancer, 
dating back to the first use of intravesical 
BCG.

The avelumab approval was for advanced 
bladder cancer as maintenance therapy for 

patients who had a good response to plati-
num-containing chemotherapy.

One of the very interesting recent 
advances came with the use of
pembrolizumab (Keytruda) in the
KEYNOTE-057 trial (NCT02625961) 
that led to that treatment’s approval ear-
ly in 2020 for non–muscle-invasive blad-
der cancer. This is a unique approach 
because for the first time, we have a sys-
temic therapy used for BCG-unrespon-
sive, non–muscle-invasive disease. The
KEYNOTE-057 trial demonstrated 
durable responses with systemically 
administered pembrolizumab, and in 
fact, 75% of the patients had a complete 
response of more than 6 months, and 
more than half of patients had a com-
plete response of greater than 9 months. 
Pembrolizumab is now a valuable salvage 
agent available for BCG-refractory non–
muscle-invasive bladder cancer.

Q: What are your thoughts on the 
recently presented final data from the 
OLYMPUS phase 3 study of mitomycin-
containing reverse thermal gel (Jelmyto) 
for the treatment of upper tract urothelial 
carcinoma (NCT02793128)?
A: This is a landmark study in the man-
agement of upper tract urothelial carci-
noma. With this treatment, we’re now 
able to maintain the renal unit in many 
patients who have low-grade upper tract 
urothelial carcinoma. The presentation 
at the SUO annual meeting3 was a valida-
tion of the previously published OLYM-
PUS phase 3 trial.4 The SUO presenta-
tion confirmed that the findings from 
OLYMPUS were in fact durable. The 
use of Jelmyto in patients with low-grade 
upper tract urothelial carcinoma had a 
significantly meaningful response in the 
intention-to-treat population. In patients 
who were deemed to have unresectable 
disease, approximately 60% achieved a 
complete response, with durability of the 
responses at 12 months.

It should be noted that Jelmyto is a 
reverse thermal gel; it is in liquid form 
when injected but assumes a gel form 
when it is heated in body temperature. 
Urologists who are going to use this 
should be aware that there is the potential 

Bladder cancer advances include 
immunotherapy approvals, promising agents

LEONARD G. 
GOMELLA, MD
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for ureteral narrowing and stricture formation, 
but these issues might be mitigated by skipping 
some of the treatments. There is also some sug-
gestion that steroid therapy is helpful in limiting 
this issue.

Q: Please discuss results from the phase 3 trial 
of the novel intravesical gene-mediated therapy 
nadofaragene firadenovec recently published in 
the Lancet Oncology.5

A: This is another exciting advance in BCG- 
refractory non–muscle-invasive bladder cancer. 
The Society of Urologic Oncology was a leader 
in this trial, headed up by Colin Dinney, MD. 
Stephen Boorjian, MD, served as first author on 
this SUO Clinical Trials Consortium study. This 
was a phase 3 trial of the intravesical agent nadofa-
ragene firadenovec, a gene therapy for bladder can-
cer. It is a translational research success story that 
Dinney was engaged with from early laboratory 
studies up to a final product. In this phase 3 study, 
we reported 3-month response rates of approxi-
mately 60% in all enrolled patients, and overall, 
at 12 months, approximately 30% of patients had 
a durable response, with approximately 25% of 
patients with carcinoma in situ with or without 
Ta or T1 tumors, and approximately 44% of those 
with high-grade Ta or T1 tumors only were free 
of a high-grade recurrence.

Although this was not a head-to-head study of 
valrubicin (Valstar), which is currently approved 
in this space, this clearly is an improvement 
over the reported data in valrubicin for patients 
with BCG-refractory bladder cancer. Of note, 
approximately 95% of patients did not progress 
to muscle-invasive disease during the study, and 
in a very small group of patients who did, salvage 
cystectomy was very feasible. This is an intraves-
ical gene therapy based on the antitumor effect 
of interferon alpha for BCG-refractory bladder 
cancer. When it is FDA approved, urologists will 
be primarily involved with its intravesical admin-
istration.

Q: Please provide an overview of the antibody-
drug conjugates enfortumab vedotin-ejfv (Padcev) 
and sacituzumab govitecan-hziy (Trodelvy).
A: This is a new class of oncology agents used 
in many other solid tumors, including breast 
cancer. These antibody conjugates take a target-
ed monoclonal antibody and link it to a lethal 
chemotherapy payload. The monoclonal anti-
body connects the molecule to the cancer cell, 
and the chemotherapy payload is colocalized 
with the tumor and kills the tumor. Enfortum-
ab vedotin was approved in 2020 for advanced 
bladder cancer and is also now being tested in 
earlier stages of disease. This particular anti-
body-drug conjugate targets Nectin-4, which 
is a transmembrane adhesion molecule found to 
be highly expressed on over 97% of urothelial 

carcinoma samples. The EV-201 clinical trial 
(NCT03219333) that led to the approval of this 
agent showed a very high response rate with the 
treatment in patients who had failed prior plat-
inum and checkpoint therapy.

Also within this family of drugs is sacituzumab 
govitecan. This agent has been used in metastatic 
urothelial carcinoma and is directed against the 
epithelial cell surface marker Trop-2 attached to 
a chemotherapy payload of an irinotecan deriva-
tive. In the Trophy U-01 study (NCT03547973), 
progression-free survival in patients who had 
failed prior treatments was approximately 5.4 
months. This antibody-drug conjugate is being 
studied in advanced urothelial carcinoma in 
the TROPiCS-04 phase 3 confirmatory trial 
(NCT04527991). Currently, these antibody-drug 
conjugate agents are primarily targeting advanced 
refractory urothelial carcinoma, but I imagine 
other trials moving these earlier in the course of 
disease will be coming shortly.

Q: Quality-of-life data from the RAZOR trial 
(NCT01157676) of open versus robot-assisted 
radical cystectomy were published in 2020 in the 
Journal of Urology.6 What are your thoughts on this 
trial and its significance?
A: The RAZOR trial was a randomized, 
24-month progression-free survival trial com-
paring robot-assisted radical cystectomy with 
open radical cystectomy. This trial was initiated 
because of concerns surrounding the high cost 
of robotic technology and the risk of cancer dis-
semination in robotic cystectomy. Although we 
still don’t have the definitive data in this area, 
this trial initially demonstrated noninferiority 
for either treatment approach with no significant 
difference in 3-month complications.

The issue with this trial that urologists really 
need to be familiar with is that patients who 
underwent robot-assisted radical cystectomy 
received extracorporeal urinary reconstruction. 
Although the field is moving more toward intra-
corporeal urinary tract reconstruction, this was 
not a component of the RAZOR trial. Although 
the extent to which extracorporeal urinary 
diversion diluted the advantage of robotic cys-
tectomy remains to be seen, it is clear that there 

is lower blood loss and transfusion with the 
robotic cystectomy compared with the open 
approach. The issue of extracorporeal urinary 
diversion is something we have to consider when 
we look at the RAZOR trial, but right now it 
looks like the robotic approach and open 
approaches are fairly equivalent. In addition, 
health quality of life in the months following 
the 2 radical cystectomy techniques appears to 
be similar, but again, the caveat is that the 
RAZOR trial did use extracorporeal urinary 
diversion, and a lot of the short-term complica-
tions can be a result of this. We need more 
research in this area, but at least from a cancer 
control standpoint, the finding that the robotic 
approach is equivalent to open cystectomy is 
reassuring.UT
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management of upper tract 
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Despite a paucity of high-
quality evidence, extended 
pelvic lymph node dissec-
tion (EPLND) at the time 

of radical prostatectomy (RP) has been 
recommended with increasing frequen-
cy over the past few years. Several retro-
spective studies have reported increased 
lymph node yield as well as increased 
detection of positive lymph nodes. How-
ever, the true extent of any therapeutic 
benefits of EPLND remains debatable. 
In a recently reported randomized study 
comparing limited pelvic lymphadenecto-
my (LPLND) and EPLND, Lestingi et 
al demonstrated that although EPLND 
may improve pathological staging, the 
oncological benefits remain unclear.1

The study enrolled 300 patients from 
May 2012 to December 2016, and ran-
domly allocated 150 men to LPLND and 
150 men to EPLND. The primary end 
point of interest was 5-year biochemical 
recurrence-free survival (BRFS). Second-
ary end points included metastasis-free 
survival (MFS), cancer-specific survival, 
and histopathological findings. The study 
was designed to detect a 15% improve-
ment in 5-year BRFS in the EPLND 
group, assuming a 5-year BRFS rate of 
65% for the LPLND group.

For the entire cohort, median age 
was 63 years and median prostate-
specific antigen level was 10.5. Gleason 
grade group distribution showed 36% 
of patients were grade group (GG) 1, 
40% GG 2, and 23% GG 3 to 5. Nearly 
62% were classified as D’Amico inter-
mediate-risk prostate cancer and 38% as 
high-risk prostate cancer. For the bilat-
eral lymph node dissection, LPLND 
was confined to the obturator zone only 
while the EPLND included the obtura-
tor, external iliac, internal iliac, common 
iliac, and presacral regions.

After RP and pelvic lymphadenectomy, 
pathologic stage T3a or higher was noted 
in more than 60% of patients, and posi-
tive surgical margins were noted in 40%. 

The median number of nodes removed 
with LPLND and EPLND was 3 and 
17, respectively (P < .001). Lymph node 
metastases were noted in 5 (3.4%) men 
in the LPLND group and in 25 (17%) 
men in the EPLND group (P < .001). In 
a subgroup analysis of men with D’Amico 
intermediate-risk and high-risk prostate 
cancer, a higher lymph node metastases 
rate was noted with EPLND (11% and 
26%, respectively) than with LPLND 
(0% and 11%). Of the 25 patients with 
lymph node metastases in the EPLND 
group, the most frequent sites included 
internal iliac (65%), external iliac (39%), 
and obturator (35%) lymph nodes.

The median follow-up for patients 
without biochemical recurrence was 53.9 
months. No difference in BRFS was noted 
between EPLND and LPLND groups. 
The median BRFS was 61.4 months in the 
LPLND group, and it was not reached in 
the EPLND group (HR, 0.91; 95% CI, 
0.63-1.32; P = 0.6). Further, the median 
MFS was not reached in either group, and 
there were no differences between the
2 groups in terms of distant metastases 
or death. Salvage radiation therapy uti-
lization was similar in both groups (32% 
in LPLND, 25% in EPLND). Androgen 
deprivation therapy was required in 18% 
and 14% of men in the LPLND group 
and the EPLND group, respectively.

In the subgroup of men with biopsy 
GG 3 to 5 undergoing EPLND, the 
BRFS was superior to men undergoing 
LPLND using both the intention-to-
treat (HR, 0.33) and per-protocol anal-
yses (HR, 0.48). Using Kaplan-Meier 
estimates, intention-to-treat analysis 
showed median BRFS at 12.34 months 
in the LPLND group and not reached in 
the EPLND group (HR, 0.48; P = .02). 
However, in the per-protocol analysis, 
the median BRFS in the LPLND and 
EPLND groups was not statistically sig-
nificant (19.9 months vs 32.7 months, 
respectively; HR, 0.79; P = 0.4).

One of the limitations of the study is 

the somewhat short follow-up to assess 
survival outcomes; however, this fol-
low-up may be acceptable for the early 
oncological outcome such as biochemi-
cal recurrence. Further, the complications 
associated with PLND were not reported 
and will likely be revealed in a follow-up 
manuscript. Although findings suggest 
that a subset of patients, such as those 
with Gleason GG 3 to 5, may benefit 
from EPLND, the number of subjects 
in each group was too small (LPLND, 
38 men; EPLND, 31 men) to draw firm 
conclusions. The oncological benefit of 
EPLND in men with high-grade pros-
tate cancer would require validation in a 
separate larger study.

Previous publications (typically obser-
vational or case-control studies) have 
variably reported some oncological ben-
efit associated with EPLND but also 
increased risk of complications such as 
lymphocele formation, bleeding, and 
increased operative time. The current 
study may represent the only study pro-
viding a high level of evidence about the 
oncologic benefits of EPLND at the time 
of RP. In this randomized trial, EPLND 
significantly improved lymph node stag-
ing but failed to demonstrate any overall 
benefit compared with LPLND in terms 
of biochemical recurrence or metastases. 

While we await results of other trials, 
especially those including a larger number 
of men with biopsy GG 3 to 5, or high-risk 
prostate cancer, it appears that EPLND 
is unnecessary in most patients undergo-
ing RP, with the possible exception of men 
with high-risk disease.UT
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Extended pelvic lymph node 
dissection does not appear beneficial
Technique fails to demonstrate benefi ts for prostate cancer recurrence, metastases
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A new study investigating ethnic disparities in 
prostate cancer cases found no evidence that 
Hispanic White men had worse outcomes after 
undergoing radical prostatectomy (RP) com-
pared with non-Hispanic White men.1 Howev-
er, because of the limitations of the research, the 
findings need to be considered with caution, said 
Lourdes Guerrios-Rivera, MD, MSc.

“Our study was conducted utilizing the 
Shared Equal Access Regional Cancer Hospi-
tal (SEARCH), a robust multicenter and mul-
tiethnic database derived from the VA health 
system that was chosen to minimize potential 
confounding from differences in access to 
care. Besides, we focused on men with ear-
ly-stage disease treated aggressively to mini-
mize differences in practice patterns,” explained
Guerrios-Rivera, assistant professor of surgery, 
University of Puerto Rico School of Medicine, 
and urology staff, VA Caribbean Healthcare 
System, San Juan.

“However, SEARCH lacks granular data 
on country of origin, and that is a key limita-
tion of our study because Hispanic individuals 
comprise a highly diverse population with sub-
groups in the United States differing culturally, 
socially, and possibly genetically. Therefore, it 
is important to state that our findings may not 
apply to all Hispanic subgroups and may miss 
important differences,” Guerrios-Rivera added.

Guerrios-Rivera is lead author of an arti-
cle reporting the research. After excluding 

men who received neoadjuvant treatment, as 
well as those missing information on baseline
disease-related characteristics and follow-up, it 
analyzed data from 3789 White men who under-
went RP between 1988 and 2017. Of the included 
population, 236 (6%) were Hispanic.

No ethnicity-related differences
in pathological features
Baseline disease-related characteristics between 
the Hispanic and non-Hispanic White men 
were similar except for mean prostate-specific 
antigen (PSA), which was higher in the Hispanic 
group. Multivariable analysis adjusting for age, 
PSA, clinical stage, biopsy grade group, sur-
gery year, and surgical center found no ethnic-
ity-related differences in pathological features, 
including extracapsular extension, seminal ves-
icle invasion, positive margins, positive lymph 
nodes, or high-grade disease.

During a median follow-up of 7.9 years, bio-
chemical recurrence occurred in 1168 men, 
182 men developed metastasis, and 132 men 
developed castration-resistant prostate cancer. 
Findings from multivariable analysis showed 
that none of the oncologic outcomes were sig-
nificantly associated with Hispanic ethnicity.

“In fact, the results for all 3 outcomes showed a 
numerical difference favoring the Hispanic men. 
However, none of the differences achieved statis-
tical significance,” Guerrios-Rivera said.

In addition to the inability to subgroup Hispanic 
men by country of origin, the study’s focus on 
men undergoing RP is another issue that limits 
the generalization of its findings.

“Treatment selection differences may exist 
among White Hispanic men, because race may 
influence the patient’s opinion for treatment selec-
tion,” Guerrios-Rivera said.

“Further studies are needed to investigate eth-
nicity-related differences in outcomes after other 
treatments for prostate cancer,” she added.

Conflicting results from
available literature
There have been relatively few studies investi-
gating associations between Hispanic ethnicity
and outcomes after definitive treatment for 
prostate cancer, but the available research has 
generated conflicting results. Two small, single-
institution studies of men undergoing RP found 
no differences among Hispanic men.2,3 How-
ever, results of a more recent population-based 
study showed higher rates of prostate cancer–

specific mortality after RP for Puerto Rican 
men than for both non-Hispanic White men 
and non-Hispanic Black men.4

“The latter findings are interesting in that 
in Puerto Rico, most men labeled as Hispanic
White have some African ancestry due to
extensive genetic admixture. As such, wheth-
er the findings of worse outcomes among men 
from Puerto Rico are due to African ancestry, 
which is known to impact poor outcomes, a 
unique mix of genetics, or environmental factors 
specific to Puerto Rico is not known,” Guerrios-
Rivera said.

Overall, the available evidence indicates that 
a better understanding of the diversity within 
the Hispanic population may shed important 
light on health disparities and prostate cancer 
biology.

“It is our interest to develop future studies 
addressing prostate cancer disparities, particu-
larly in Puerto Rican men, by evaluating the 
genomic and the immune biologic signatures of 
those populations at risk of progression,”
Guerrios-Rivera told Urology Times®.UT
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Post-RP oncologic outcomes compared 
among Hispanic, non-Hispanic White men
No evidence shows that Hispanic White men had worse outcomes following radical prostatectomy

“Treatment selection differences 
may exist among White Hispanic 
men, because race may 
influence the patient’s opinion 
for treatment selection. Further 
studies are needed to investigate 
ethnicity-related differences 

in outcomes after 
other treatments for 
prostate cancer.”

LOURDES GUERRIOS-RIVERA, MD, MSc
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Fluorine (18F) fluciclovine positron emission 
tomography/computerized tomography (PET/
CT) detects metastases better than conventional 
imaging in high-risk prostate cancer, according 
to a study published in the Journal of Urology.1 Use 
of 18F-fluciclovine PET/CT may more accurately 
stage prostate cancer, helping clinicians better plan 
surgery and other cancer treatment, according to 
Emory University investigators.

In this clinical trial, 57 patients with high-
risk prostate cancer were staged by conventional 
imaging, including 99mTc-methylene diphospho-
nate bone scanning and CT or MRI. They then 
underwent 18F-fluciclovine (Axumin) PET/CT, 
followed by robotic radical prostatectomy and 
extended pelvic lymph node dissection.

“The results of the PET/CT were then com-
pared with histologic findings at surgery. All 
the surgery was performed with great expertise 
by urologist Mehrdad Alemozaffar[,MD], who 
is first author on the paper,” said study author 
David M. Schuster, MD, FACR, professor and 
director of the Division of Nuclear Medicine and 
Molecular Imaging, Department of Radiology 
and Imaging Sciences, at Emory University in 
Atlanta, Georgia. The study was sponsored by 
the National Institutes of Health as part of the 
Emory, Harvard, and University of Washington 
Prostate Cancer Biomarker Center.

18F-fluciclovine PET/CT detected nodal metas-
tasis with a sensitivity of 55.3% and a specificity of 
84.8% in each patient. PET imaging sensitivity 
and specificity were 54.8% and 96.4%, respectively,

per region (right and left pelvis, presacral and non-
regional), according to the paper.

Greater sensitivity vs conventional 
imaging
The advanced imaging had 22% greater sensitiv-
ity for each patient compared with conventional 
imaging. And 18F-fluciclovine PET/CT detected 
regional and nonregional metastases in patients 
with prostate cancer that went undetected with 
conventional imaging. PET/CT detected metas-
tases in 7 more patients and 22 more regions 
and identified distant disease or other cancers 
in 4 patients.

These findings are in line with results of other 
studies published in the literature, according to 
the paper.

“Molecular imaging with advanced radiotracers 
such as fluciclovine…PET can help better stage 
patients before surgery. A negative PET would not 
take the place of doing a lymph node dissection 
because it will not detect microscopic cancer. But 
because of the high specificity of PET, the study 
could help surgeons guide their surgery and pre-

dict which patients may benefit or not benefit from 
surgery,” Schuster said.

The findings suggest that advanced molecular 
imaging with PET radiotracers should be utilized 
before surgery, if available, for patients with a high-
er risk of metastasis because the sensitivity is supe-
rior to that of CT or MRI in detecting the spread, 
according to Schuster. “We had a good idea that 
this type of PET scan would provide improved sen-
sitivity compared with conventional CT or MRI, 
but the degree of improvement was impressive,” 
he said.

18F-fluciclovine PET/CT is FDA approved for 
use in recurrent prostate cancer. “It would be good 
if such imaging could be FDA approved in the 
future for a primary staging indication and
included in the National Comprehensive Cancer 
Network guidelines,” Schuster concluded.UT

Disclosures: Schuster is a consultant for Syncona; AIM 
Specialty Health; Global Medical Solutions Taiwan; 
and Progenics Pharmaceuticals, Inc. He participates 
through the Emory Office of Sponsored Projects in 
grants, including those funded or partially funded by 
Blue Earth Diagnostics, Ltd; Nihon Medi-Physics 
Co, Ltd; Telix Pharmaceuticals (US) Inc; Advanced 
Accelerator Applications; FUJIFILM Pharmaceuticals 
U.S.A., Inc; and Amgen Inc.
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The use of androgen receptor inhibitors (ARIs) 
in patients with prostate cancer was associated
with an increased risk of fall and fracture, accord-
ing to a systematic review and meta-analysis of 

11 randomized clinical trials.1

The analysis, which was published in JAMA 
Network Open, showed that among patients 
receiving the ARIs enzalutamide (Xtandi), apa-
lutamide (Erleada), or darolutamide (Nubeqa), 
there was a 1.8 times higher risk of fall com-
pared with the risk in patients receiving one of 

the control treatments (placebo, bicalutamide, or 
abiraterone acetate [Zytiga]). The risk of fracture 
was 1.6 times higher with ARIs versus control.

Despite their findings, the study authors rec-
ommended continued use of these agents in the 
appropriate patients.

18F-fluciclovine PET/CT accurately 
detects metastases

Androgen receptor inhibitors are linked
to increased fall and fracture risk

Modality detects metastases better than conventional imaging in high-risk prostate cancer

Investigators recommend continued use of treatments in appropriate patients with prostate cancer

“Molecular imaging with 
advanced radiotracers such as 
fluciclovine…PET can help better 

stage patients before 
surgery.”

DAVID M. SCHUSTER, MD, FACR
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Use of the novel “hood technique” for robot-
assisted radical prostatectomy (RARP) led to an 
early return of continence in patients with local-
ized prostate cancer, according to findings from 
a study published in European Urology.1,2

Among patients receiving the hood tech-
nique,”the continence rate exceeded 80% at 4 
weeks following catheter removal, and by 48 
weeks post catheter, the continence rate rose to 
95%. The technique also had a low rate of positive 
surgical margins.

“A common [adverse] effect that patients worry 
about following a radical prostatectomy is urinary 
incontinence. But this study shows that using a 
novel surgical technique, the RARP hood tech-
nique, we can reduce postoperative urinary incon-
tinence and facilitate early return of continence 
in patients with localized prostate cancer. In the 
study, patients also reported better preservation 
of anatomical structures around the urethra and 
were able to achieve early return of urinary conti-

nence without a negative impact on complications 
and cancer outcomes,” Ash Tewari, MBBS, MCh, 
senior author of the study, chair of the Depart-
ment of Urology at the Mount Sinai Health Sys-
tem, and professor, urology, oncological sciences, 
Icahn School of Medicine at Mount Sinai, New 
York, New York, said in a press release.1

The hood technique, according to the study 
authors, “preserves the contents of the space of 
Retzius using an anterior approach. With [this] 
novel technique, preserved tissue after prostate 
removal has the appearance of a ‘hood’ comprising 
the detrusor apron, arcus tendineus, pubopros-
tatic ligament, anterior vessels, and some fibers 
of the detrusor muscle. This hood surrounds and 
safeguards the membranous urethra, external 
sphincter, and supportive structures.”2

The study included 300 patients with localized 
prostate cancer who received the RARP hood 
technique at the Mount Sinai Health System 
between April 2018 and March 2019. Patients with 
anterior tumor location were not allowed to par-
ticipate in the study. All patients except 1 partic-
ipated in the 12-month postprocedure follow-up.

At baseline, the median patient age was 64 
years, (interquartile range [IQR], 58-68), the 
median body mass index was 27 kg/m2, and the 
median prostate volume was 51 mL. The medi-
an prostate-specific antigen (PSA) level was 5.7 
ng/mL and the median PSA density was 0.12 
ng/mL2. Over half (51%) of patients were clin-
ical stage T1, 35% were T2, and 14% were T3. 
Overall, 15.6% of patients had a Gleason score 

“Although the incidence of fall/fracture was not-
ed to be a higher risk in patients receiving ARIs, 
it is still a rare adverse event. Considering the 
severity of the disease and that ARIs have shown 
significant improvement in overall survival, the 
benefits may outweigh the risk of fall and fracture 
in some individuals,” first study author Zin W. 

Myint, MD, Division of Medical 
Oncology, Department of Internal 
Medicine, University of Kentucky, 
Markey Cancer Center, Lexing-
ton, and coauthors wrote.

“Oncologists should consid-
er incorporating the fall-risk 

screening tool in older, active patients with can-
cer in clinics. Appropriate use of bone-targeted 
agents should be considered in those patients as 
per established guidelines,” added Myint et al.

The 11 studies used for the analysis came from 
the Cochrane, Scopus, and MedlinePlus data-
bases. Overall, the analysis included data from 
11,382 men, comprising 6536 in the ARI group 
and 4846 in the control group. The median age 
was 72 years (range, 43-97). Disease histology 

included nonmetastatic castration-resistant 
prostate cancer, metastatic hormone-sensitive 
prostate cancer, and metastatic castration-
resistant prostate cancer. Of the 11 studies, 8 
used enzalutamide, 2 used apalutamide, and 1 
used darolutamide. The median duration of 
therapy was 15 months (range, 5.4-20.5) versus 
8 months (range, 5.4-18.3) in the ARI versus con-
trol groups, respectively.

Falls are reported in 8% of patients 
taking ARIs
In the ARI group, falls were reported for 525 
patients (8%) compared with 221 patients (5%) 
in the control group. There were 242 (4%) versus 
107 (2%) fractures in the 2 groups, respectively.

The relative risk of all-grade falls was 1.8 times 
higher (P <.001) in the ARI group and the relative 

risk of falls grade 3 or higher was 1.6 times higher 
(P <.001). Also for the ARI group, the relative 
risk of all-grade fracture was 1.59 times higher 
(P <.001) and the relative risk of a likely grade 3 
or higher fracture was 1.71 times higher (P = .01).

“Further prospective studies are warranted to 
identify potential mechanisms and to develop 
strategies that include a fall risk assessment tool 
to examine the risk factors for falls or fracture,” 
Myint et al wrote in their conclusion.UT
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Novel “hood technique” improves urinary 
continence postrobotic prostatectomy
Continence rate exceeded 80% at 4 weeks following catheter removal in men receiving the technique
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“This study shows that using a 
novel surgical technique, the 
RARP ‘hood technique,’ we can 
reduce postoperative urinary 
incontinence and facilitate early 

return of continence in 
patients with localized 
prostate cancer.”

ASH TEWARI, MBBS, MCh

TABLE. Fall and fracture incidence in patients taking ARIs vs controls1

Patients taking androgen receptor inhibitors Control group

Patients reporting falls 525 (8%) 221 (5%)

Patients reporting fractures 242 (4%) 107 (2%)
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Subgroup data from the phase 2 STRIVE tri-
al shared during the 2020 Society of Urologic 
Oncology Annual Meeting upheld the progres-
sion-free survival (PFS) benefit with enzalut-
amide (Xtandi) over bicalutamide (Casodex) in 
patients with nonmetastatic castration-resistant 
prostate cancer (nmCRPC) shown in the prima-
ry study results (NCT01664923).1

The subgroups analysis from the STRIVE 
study also showed that treatment with enzalut-
amide was associated with an increased time 
to prostate-specific antigen (PSA) progression 
(TTPP) compared with bicalutamide.

Bicalutamide is still commonly used as treat-
ment of patients with nmCRPC in many parts of 
the world, but evidence has shown improvements 
in survival with the use of enzalutamide instead. 
The risk of prostate cancer progression or death 
was significantly reduced with enzalutamide 
compared with bicalutamide (HR, 0.24; 95% 
CI, 0.18-0.32; P <.001) as treatment of patients 
with CRPC who had either nonmetastatic or 
metastatic disease in the overall results of the 
STRIVE trial.2 The purpose of the prespecified 
subgroup analysis was to determine the clini-
cal benefit of this therapy over bicalutamide as 
treatment of patients with nmCRPC specifically.

Patients enrolled in STRIVE were stratified 
by disease stage of either nmCRPC or mCRPC 
and were randomized to receive either 160 mg/day 
enzalutamide plus androgen deprivation therapy 

(ADT) or bicalutamide at 50 mg/day plus ADT. 
Overall, 128 men with mCRPC and 70 with 
nmCRPC were included in the enzalutamide arm, 
whereas 129 and 69, respectively, were allocated to 
the control arm. The subgroup analysis included 
139 men with nmCRPC who were assessed for PFS, 
time to PSA progression, and safety.

At baseline, the demographics and patient char-
acteristics were generally well balanced between the 
2 treatment arms. The median age of patients was 
77.0 years in the bicalutamide arm versus 73.5 years 
in the enzalutamide arm, and the control group had 
a longer PSA doubling time as well, with a median 
of 5.3 months versus 3.9 months, respectively. 
The majority of patients were Caucasian in the 
enzalutamide and control arms (75.7% vs 84.1%, 
respectively), had an ECOG performance status of 
0 (80.0% vs 76.8%), and had node-negative disease 
at study entry (87.1% vs 87.0%).

Among patients with nmCRPC in the 
STRIVE study, the median PFS with enzalut-
amide was not reached (NR; 95% CI, 19.4-NR) 
versus 8.6 months (95% CI, 8.1-11.1) in the con-
trol arm (HR, 0.24; 95% CI, 0.14-0.42). The 
median TTPP was also NR in the enzalutamide 
arm (95% CI, NR-NR) versus 11.1 months (95% 
CI< 8.4-13.9) in the control arm (HR, 0.18; 95% 
CI, 0.10-0.34).

Enzalutamide reduced the risk of progres-
sion or death by 76% at a median follow-up of 
17 months, and achieved an 82% reduction in 
the risk of PSA progression, compared with the 
bicalutamide arm.

Although the PFS benefit was consistent across 

all subgroups examined, the benefit did not reach 
statistical significance among those with a PSA 
doubling time of 12 months or longer (HR, 0.26; 
95% CI, 0.03-2.39).

The median PFS was not reached for several 
subgroups in the enzalutamide arm, but among 
those that were reached, the median PFS with 
enzalutamide was 16.7 months versus 8.5 months 
in the control (HR, 0.29; 95% CI, 0.13-0.62) for 
those with a total Gleason score at diagnosis of 8 or 
higher, 19.0 versus 5.6 months (HR, 0.22; 95% CI, 
0.10-0.49) for those with a baseline PSA value above 
7.42 ng/mL, and 19.4 versus 8.1 months (HR, 0.23; 
95% CI, 0.09-0.58) for those with a PSA doubling 
time of less than 3 months, respectively.

A sensitivity analysis based on different cen-
soring rules for the population of patients with 
nmCRPC did not appear to affect the PFS bene-
fit of enzalutamide compared with bicalutamide. 
In an analysis of the impact of censoring due 
to unconfirmed progressive disease, the medi-
an PFS was NR in the enzalutamide arm (95% 
CI, 19.0-NR) versus 8.6 months (95% CI, 8.1-
11.1) in the control (HR, 0.26; 95% CI, 0.15-
0.43; P <.0001), and in an analysis censoring 
due to treatment discontinuation, the median 
PFS was 19.4 months (95% CI, 14.1-NR) versus 
8.5 months (95% CI, 5.9-11.1), respectively (HR, 
0.40; 95% CI, 0.26-0.62; P<.0001).

The analysis of the impact of censoring due to 
prostate cancer therapies showed a median PFS of 
NR (95% CI, 19.4-NR) with enzalutamide ver-
sus 8.6 months (95% CI, 8.1-11.1) in the control 

of 3+3, 40.4% were 3+4, 25% were 4+3, 13% were 
4+4, and 6% were higher than 4+4. Per CAPRA 
scoring, 66% of patients had intermediate-risk 
disease, whereas 11.6% and 22.4% had low- and 
high-risk disease, respectively.

The median total surgery time was 169 min-
utes. Overall, 6% of patients had positive surgi-
cal margins, whereas 94% had negative surgical 
margins.

Continence rate of 95% by week 48
Patients had their catheter removed on day 7 fol-
lowing surgery. The study defined continence as 
the patient being completely pad free. At week 1 

following catheter removal, 21% of patients were 
continent. The continence rate rose to 36% by 
week 2, 83% by week 4, and 88% by week 6. The 
continence rates by weeks 12, 24, and 48 were 
91%, 94%, and 95%, respectively.

Of the 299 patients in the safety analysis, 
270 (90.3%) had no surgical complications fol-
lowing RARP. Among the 29 (9.7%) patients 
with surgical complications after RARP, 17 had 
grade 2 urinary tract infection, 7 had grade 3a 
acute urinary retentions, 4 had grade 3a meatal 
stenosis, and 1 had grade 3b incisional hernia.

Study limitations noted by the authors includ-
ed the lack of randomization and a control arm, 
as well as the single-site conduction of the 
research potentially limiting the generalizabil-
ity of the findings.UT
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Subgroup data sustain enzalutamide 
PFS benefit in nonmetastatic CRPC
Treatment was associated with increased time to PSA progression compared with bicalutamide
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Immuno-oncologic differences in tumor cells 
may contribute to prostate cancer disparities 
between African American men and European 
American men, according to an analysis published 
in Clinical Cancer Research.1,2

The analysis was conducted by investigators at 
Moffitt Cancer Center, Tampa, Florida, who hope 
their findings can help deliver precision medicine 
to African American men, an underserved popu-
lation that faces higher prostate cancer incidence 
and mortality rates than European American men.

“Previous studies have looked at the immune 
landscape of prostate cancer in white or Euro-
pean American men but have lacked validation 
among their African American counterparts,” 
Kosj Yamoah, MD, PhD, associate member and 

director of cancer disparities research in the 
departments of radiation oncology and cancer 
epidemiology at Moffitt Cancer Center, said in 
a press release. “Our genomic analysis, the larg-
est of its kind, revealed there are major immune 
pathways that are significantly elevated in African 
American men, which can correlate with risk of 
cancer recurrence and poor outcomes.”

Using the Decipher Genomic Resource Infor-
mation Database, investigators examined whole 
transcriptome data from 1173 radiation-naïve 
prostatectomy samples. The investigators selected 
transcriptomic expressions of 1260 immuno-spe-
cific genes to identify immune-oncologic differ-
ences between African American (AAM) and 
European American (EAM) prostate tumors.

The analysis found that the AAM prostate tumors 
had significant enrichment of major immune-onco-
logic pathways that can facilitate the proliferation 
and spread of tumors cells. The pathways included 
pro-inflammatory cytokines, IFN-α, IFN-ɣ and 
TNF-α signaling, interleukins, and EMT.

The investigators specifically found that expres-
sion levels of 6 genes were consistently higher for 
the AAM tumors compared with the EAM tumors. 
One of these pro-inflammatory genes overex-
pressed in AAM tumors was IFITM3, which is 
linked to a significantly increased risk of biochem-
ical recurrence and metastasis. In both discovery 
(HR, 2.30; P = .01) and validation (HR, 2.42; P
= .0001), IFITM3 predicted for increased risk of 
biochemical recurrence selectively for AAM, the 
investigators noted.

Compared to the tumor microenvironment 
(TME) in EAM tumors, the AAM TME had a 

higher total immune content score at 37.8% versus 
21.9% (P = .003). DNA damage repair was also 
lower in AAM tumors.

The immuno-oncologic differences in AAM 
prostate tumors suggest that African American 
men might respond well to immunotherapy, 
according to the investigators. The analysis also 
showed the AAM tumors were more genomically 
radiosensitive compared with EAM tumors, sug-
gesting radiotherapy might be more effective in 
these patients, as well.

“Currently, there are only 2 immunotherapy 
options for prostate cancer patients: the sipuleu-
cel-T cell vaccine [Provenge] and pembrolizumab 
[Keytruda]. However, not everyone responds to 
those therapies,” stated Yamoah. “Our study 
shows that African American men have higher 
overall immune content within their tumor 
microenvironment and higher expression of T 
lymphocytes. We can use that information to 
select a therapy that better targets their tumor 
and therefore improve their outcome.”UT
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group (HR, 0.24; 95% CI, 0.14-0.42; P <.0001). 
The sensitivity analysis of the impact of censor-
ing due to disease progression at an unscheduled 
visit demonstrated a median PFS that was NR in 
the experimental arm (95% CI, 19.4-NR) versus
8.6 months (95% CI, 8.1-11.1) in the control arm 
(HR, 0.24; 95% CI, 0.14-0.42; P <.0001).

Patients in the enzalutamide arm had a longer 
median time on treatment at 17.8 months compared 
with 12.3 months in the control arm. The propor-
tion of patients with at least 1 adverse event (AE) 
was similar among those with nmCRPC and those 
with mCRPC, occurring in 92.8% versus 93.8%, 
respectively. However, the proportion of patients 
with at least 1 AE was higher in the mCRPC arm 

(92.2%) than the nmCRPC arm (84.1%) in those 
treated with bicalutamide.

The most common treatment-emergent AEs 
(TEAEs), unadjusted for treatment exposure, 
included fatigue (36.2% with enzalutamide vs 
21.7% with bicalutamide, respectively), hot flash 
(20.3% vs 2.9%), decreased appetite (17.4% vs 
5.8%), dizziness (17.4% vs 4.3%), and nausea 
(17.4% vs 13.0%) among the men included in 
the nmCRPC subgroup analysis.

Grade 3 or higher TEAEs occurred in 42.0% 
of patients in the enzalutamide arm versus 37.7% 
of the control arm. The most common grade 3 
or higher TEAEs in the enzalutamide arm 
included fatigue in 5.8% compared with 2.9% in 
the control arm, arthralgia in 4.3% versus 1.4%, 
congestive cardiac failure in 4.3% versus 1.4%, 
and hypertension in 4.3% versus 2.9%.UT
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Immuno-oncologic differences in tumor 
cells may contribute to racial disparities
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“Our genomic analysis, the 
largest of its kind, revealed there 
are major immune pathways 
that are significantly elevated in 
African American men, which 

can correlate with risk 
of cancer recurrence 
and poor outcomes.”

KOSJ YAMOAH, MD, PhD
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MUCH PROGRESS HAS BEEN MADE in the treatment of metastatic castration-
resistant prostate cancer (mCRPC). As of December 2020, 9 survival-prolonging 
agents for mCRPC are FDA approved. However, patients with mCRPC still 
experience symptoms from this disease, which is not curable. 

In this K-Cast video series, an expert in the management of mCRPC describes 
current standards in the treatment of mCRPC and provides an overview of data 
from the PROfound trial presented at the 2020 American Society of Clinical 
Oncology Virtual Scientific Program and the European Society for Medical 
Oncology Virtual Congress 2020. Also discussed are genetic testing in mCRPC, 
the impact of coronavirus disease 2019 on patient care, the role of PARP 
inhibitors in patients with mCRPC, and considerations for the management 
of mCRPC. 

This article includes highlights from 6 episodes of this K-Cast video series.

Treatment Options in Metastatic 
Castration-Resistant Prostate Cancer

EPISODE 1

Overview of Metastatic Castration-
Resistant Prostate Cancer

In terms of follow-up and evaluation of 
patients with mCRPC, Shore discusses 
any changes in symptomatology with 
patients and recommends imaging 
(conventional imaging such as CT scan 
and bone scan as well as next-generation 
imaging such as PET prostate-specific 
membrane antigen scan) and laboratory 
assessment (eg, prostate-specific 
antigen, complete blood count, complete 
metabolic profile, biomarker tests) 
based on patient-specific variables 
including disease characteristics and 
symptoms. When selecting among the 
available treatment options (including 
radiopharmaceuticals, taxanes, PARP 
inhibitors, and immunotherapy), Shore 
takes into account prior lines of therapy, 
with the goal of optimizing care and 
improving long-term survival. 

EPISODE 2

Genetic Testing in Castration-
Resistant Prostate Cancer

Genetic and molecular tests are available 
for patients with mCRPC. Guidelines 
recommend germline testing in patients 
with metastatic disease, and the 
guidelines state that somatic testing 
should be considered as well. Shore 
prefers to conduct both germline testing 
and somatic testing to gather as much 
information as possible, acknowledging 
that access is important and can be 
a limiting factor. It is important to test 
because the results could arguably 
enhance the patient-physician discussion 
and improve the available treatment 
armamentarium for patients. In May 2020, 
the FDA approved 2 PARP inhibitors, 
olaparib (Lynparza) and rucaparib 
(Rubraca), which clinicians can consider 
for patients who are navigating the 
mCRPC landscape.

EPISODE 3

Genetic Testing: A Conversation 
With Your Patient

According to Shore, it is important to 
be able to articulate the importance of 
testing—specifically genomic profiling—
to patients with mCRPC. In patients 
with advanced disease or high-grade 
localized disease or in select patients 
with low-grade localized disease 
but a notable family history, Shore 
typically recommends somatic testing 
and germline testing. He initiates a 
conversation with patients as early as 
possible to allow testing of archival tissue 
(eg, from a biopsy or prostatectomy). 
Shore explains to patients that he 
recommends reviewing archived tissue 
for gene alterations and that if the 
patient is among the 25% affected by 
such alterations, treatment options are 
available to them.

NEAL SHORE, MD
Atlantic Urology Clinics
Myrtle Beach, South Carolina

Shore is an internationally recognized expert and 
researcher with special interest in systemic therapies 
for patients with advanced urologic cancers affecting 
the prostate, kidney, and/or bladder.

+

Each episode of our podcast, “Speaking of 
Urology”, features timely and informative 
insights from leaders in the specialty, 
helping practitioners stay up to date with 
expert clinical analysis, practice advice, 
and policy perspectives. 

Hear from the 
Leaders in Urology

Tune In

Informative | Convenient | Timely

Catch the latest podcast at 
www.urologytimes.com/podcasts

PODCAST

Scan QR code for the 
complete video series

All episodes

UT0121_020-021_mCRPC K-Cast Recap_Advertorial.indd   20UT0121_020-021_mCRPC K-Cast Recap_Advertorial.indd   20 1/8/21   3:32 PM1/8/21   3:32 PM



EPISODE 4

Newly Approved Agents for 
Metastatic Castration-Resistant 
Prostate Cancer

We are currently in the era of precision 
therapy, notes Shore, and if a mutation in 
homologous recombination repair (HRR) 
is detected via a germline test, a somatic 
tissue test, or a somatic liquid test, 
patients with mCRPC may benefit from 
a PARP inhibitor. Up to 25% of patients 
with mCRPC have an HRR mutation and, 
therefore, may be candidates for a PARP 
inhibitor. As of December 2020, the 2 
PARP inhibitors that are FDA approved 
for mCRPC are olaparib (Lynparza) and 
rucaparib (Rubraca). PARP inhibitor 
therapy should not obviate or negate the 
ability to use other approved treatments, 
including radiopharmaceuticals or 
taxane-based therapy. 

EPISODE 5

A Look at the PROfound Trial

The PROfound trial (NCT02987543)   
evaluated olaparib, an oral PARP 
inhibitor dosed twice daily, in patients 
with mCRPC who had a qualifying HRR
mutation. Enrolled patients had been 
heavily pretreated, all had received 
novel hormonal agents, and about two-
thirds had received a taxane. These 
patients had extensive bone disease, 
and a high percentage also had visceral 
metastases. “Fortunately, what we were 
able to demonstrate in this study was 
that patients had clearly met an RPFS 
[radiographic progression-free survival] 
of a nearly 4-month benefit,” Shore says. 
In terms of safety and adverse events 
with olaparib, patients may experience 
myelosuppression and decreased 
hemoglobin and platelet counts; white 
blood cell counts should be monitored. 

EPISODE 6

The Role of PARP Inhibitors in 
Prostate Cancer

PARP inhibitors have shown benefit in 
patients with advanced breast cancer 
and ovarian cancer and more recently in 
patients with pancreatic cancer. In the 
phase 3 PROfound trial, a clear survival 
benefit was observed with the PARP 
inhibitor olaparib in patients with an HRR
mutation. Patients enrolled in the trial 
were heavily pretreated and had a heavy 
tumor burden. Benefits in RPFS and 
objective response rate were observed, 
predominantly driven by cohort A—
patients who had mutations in BRCA2, 
BRCA1, or ATM. The overall safety and 
adverse event profiles were consistent 
with what has been seen with other PARP 
inhibitors in other tumor lines. 
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apeutics Center for Urology Associates in Nash-
ville, Tennessee.

Another immunotherapy used by urologists 
is sipuleucel-T (Provenge), which was FDA 
approved in 2010 for patients with asymptomatic 
or minimally symptomatic metastatic castra-
tion-resistant prostate cancer.

Sipuleucel-T was a game changer for prostate 
cancer and the specialty of urology, said Rian 
Dickstein, MD, a urologist at Chesapeake Urol-
ogy and chairman of urology at the University of 

Maryland Baltimore Washington Medical Center.
“Provenge was the first autologous cellular 

immunotherapy [for metastatic disease] and the 
first immunotherapy to prolong overall survival
in the setting of advanced prostate cancer,” Dick-
stein said.

The FDA has since approved 5 checkpoint 
inhibitors: pembrolizumab (Keytruda) for blad-
der and kidney cancers, nivolumab (Opdivo)
for bladder and kidney cancers, atezolizu-
mab (Tecentriq) for bladder cancer, avelumab
(Bavencio) for bladder cancer and in combination 
with a tyrosine kinase inhibitor for kidney cancer, 
and durvalumab (Imfinzi) for bladder cancer.

“Since 2015, we have witnessed a break-
through pace of approvals of an additional 
class of immunotherapeutics called checkpoint 
inhibitors, [which] either directly block [PD-1] 
or block [PD-L1], which interacts with the [PD-
1] receptor,” Shore said. “These 5 therapeutics 
have gained widespread global usage in patients 
with advanced bladder cancer.”

The thinking is that many tumors grow and 
spread by turning off the host’s immune system. 
Checkpoint inhibitors target this ability, essen-
tially turning back on the body’s natural tenden-
cy to fight the cancer. This “natural” defense 
also spares patients of some of the AEs of older 
chemotherapy drugs, according to Jayram.

“Chemotherapy is still very effective,” Jayram 
said. “But what we’re seeing, especially in geni-

tourinary cancers, is immunotherapy can work 
just as well while being easier to administer and 
safer for patients.”

Ongoing trials are investigating checkpoint 
inhibitors as maintenance therapy for patients 
with advanced bladder cancer. According to 
Shore, these agents are being well utilized for 
patients with advanced renal cancer, in addition 
to incorporating the CTLA-4 antibody inhibitor 
ipilimumab (Yervoy) as a second immunotherapy. 

Urologists are particularly interested in 
investigators studying these same checkpoint 
inhibitors in trials examining their activity in 
neoadjuvant therapy prior to cystectomy, in 
lieu of or in combination with platinum-based 
chemotherapy. Investigators are also investigat-
ing these checkpoint inhibitors in combination 
with chemo-radiation as part of the trimodal 
bladder-sparing approach to avoid cystectomy 
for patients who have T2 or greater disease, as 
well as to treat patients with BCG-naïve, high-
risk non–muscle-invasive bladder cancer with
concomitant BCG, with or without a course of 
maintenance BCG, Shore said.

“Of note, in 2020, pembrolizumab received 
FDA approval for high-risk BCG-unresponsive 
patients with carcinoma in situ,” Shore said.

Given the tremendous advancements in uro-
logic cancer care with immunotherapeutic and 
other drug options, Shore added that it is incum-
bent on urologists to develop their expertise 
in the different therapy types and to consider 
launching advanced prostate, bladder, and pos-
sibly kidney cancer clinics in their practices.

Currently, providers administer immunother-
apy intravenously, with the exception of BCG, 
which is administered intravesically.

“Trials are ongoing looking at subcutaneous 
administration of checkpoint inhibitors, which 
may be appealing to some urologic clinics that 
are not as comfortable with an intravenous 
administration,” Shore said.

But for now, the newer PD-1 and PD-L1 
inhibitors are administered intravenously and 
carry risk for systemic toxicities. Medical oncol-
ogists typically administer these immunother-
apies, but a number of urology practices have 
implemented or are looking at implementing 
immunotherapy options, especially in the set-
ting of non–muscle-invasive bladder cancer, 
according to Dickstein.

Collaborating with a medical oncologist is 
ideal for urology practices launching infusion 
or immunotherapy centers, but if that is not an 
option for a community urology practice, it is 
possible to offer immunotherapy treatment safely
and successfully, Dickstein said.

Because immunotherapy is different from other 
drugs in respect to AEs, monitoring, and disease 
progression, Jayram said that most urology prac-
tices are going to need an experienced cancer team, 

consisting of a centralized treating physician and 
nurses and nurse practitioners familiar with infu-
sion therapies, as well as cancer navigation systems 
to appropriately identify patients.

Shore said that he believes the biggest barrier
to entry for urologists in this space is their 
comfort level in understanding the etiology 
and management of immune-related AEs from 
checkpoint inhibitors.

“These are immune-related inflammatory 
type syndromes,” Shore said. “The most com-
mon ones we see include dermatitis, pneumo-
nitis, colitis, [and] transaminitis, but there are 
other very important adverse immune events 
that need to be recognized and can include 
thyroiditis, pancreatitis, and very uncommon 
observations of encephalitis or myocarditis. It 
is incumbent upon the health care provider to 
be absolutely familiar with the mechanism of 
action, the appropriate indications, and how to 
assuredly educate patients and their families on 
identification of adverse events as early as possi-
ble and to manage them as early as possible with 
appropriate interventions, which can oftentimes 
involve medical subspecialty consultation.”

Telemedicine has been a boon to urologists’ 
management of many patients with cancer, 
including those on immunotherapy. Urolo-
gists and staff members can talk more often 

with patients, asking important questions about 
how they are feeling and potential AEs. They 
can also use the time on telemedicine visits to 
review lab work and radiographic imaging. But 
telemedicine does not take the place of the phys-
ical exam, which must still be done, according 
to Shore.

To monitor for AEs from immunotherapies, 
Jayram’s staff schedules telehealth appointments 
between the infusions.

“With checkpoint inhibitors, small things can 
become big things in terms of [adverse] effects. The 
treatment team needs to be proactive in monitor-
ing response and prioritize patient-provider com-
munication,” Jayram said. “Telehealth has proven 
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“With checkpoint inhibitors, 
small things can become big 
things in terms of [adverse] 
effects. The treatment 
team needs to be proactive 
in monitoring response 

and prioritize 
patient-provider 
communication.”

TOM JAYRAM, MD

“Trials are ongoing looking at 
subcutaneous administration 
of checkpoint inhibitors, 
which may be appealing to 
some urologic clinics that are 

not as comfortable 
with an intravenous 
administration.”

NEAL D. SHORE, MD
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to be a great tool for monitoring, especially during 
[coronavirus disease 2019], when patients do not 
want to be coming to the office very frequently.”

Regarding reimbursement for FDA-approved 
immunotherapies, it has not been a problem for 
Shore’s practice.

“For appropriate FDA-approved indications, 
I have had no difficulty getting reimbursement 
for all 5 of the checkpoint inhibitors that have 
come onto the market since 2015. I have used 
all of them [including] ipilimumab,” Shore said.

Although reimbursement is not usually a major 
concern, private groups outside a hospital setting 
still have some operational considerations. Mar-
gins tend to be small, and there is some risk because 
groups generally buy the drugs first and bill the 
patient’s insurance later, according to Jayram.

Nevertheless, given the trend in urologic can-
cer therapy to include immunotherapy when 
appropriate in patients’ treatment, broadening 
treatment offerings is something that all urol-
ogy practices should consider.

“Instead of just offering a select-few treatment 
options, ideally you would like to be able to offer 
patients a whole menu of treatments and have an 
educated conversation regarding the risks and 
benefits for each of these treatment options,” 
Dickstein said.

Undoubtedly, it is an exciting time in uro-
oncology and urology.

“Systemic therapies for cancer historically 
were utilized the most at the end stages of can-
cer. Now, because these treatments have fared so 
well, we are seeing novel new applications being 
brought into the localized setting,” Jayram said.

Immunotherapy will begin to replace some, 
but not all, therapeutic regimens used to treat 
urologic cancers.

“There seems to be less of a role in prostate 
cancer for checkpoint inhibitors than in bladder 
or kidney [cancers], but there is still a lot of 
ongoing work to try and figure that out,” Jayram 
said. “The bigger trend is [that] we are bringing 
these agents earlier into cancer pathways and 
combining them with other established local 
and systemic treatments. This approach is 
allowing more patients to receive and potential-
ly benefit from these life-altering therapies.”UT
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“Instead of just offering a select-
few treatment options, ideally 
you would like to be able to 
offer patients a whole menu 
of treatments and have an 
educated conversation regarding 

the risks and benefits 
for each of these 
treatment options.”

RIAN DICKSTEIN, MD

Jason M. Broderick
Associate Editorial Director, Urology Times®

An increase in circulating interleukin 6 (IL-6), 
an inflammation marker, among patients with 
prostate cancer receiving androgen-deprivation 
therapy (ADT) was linked to increased fatigue, 
according to research published in the journal 
Cancer.1,2

“Studies have shown testosterone can suppress 
the effects of IL-6, but ADT limits testosterone 
production in the body, which is why we may 
be seeing increased levels in this patient group,” 
Aasha Hoogland, PhD, lead study author and 
an applied research scientist in the Health Out-
comes & Behavior Program at Moffitt Cancer 
Center, Tampa, Florida, said in a press release.

Previous research established an associa-
tion between ADT and increased levels of 
fatigue, depressive symptomatology, and cog-
nitive impairment in patients. However, no 
studies had focused on whether ADT-induced
inflammation contributed to the development 
of these symptoms.

“This is the first study that we know of that 
examines the association between inflammation 
and symptoms of fatigue, depression, or cog-
nitive impairment in prostate cancer patients 

receiving ADT,” Heather Jim, PhD, corre-
sponding author and coleader of the Health 
Outcomes & Behavior Program at Moffitt, said 
in the press release.

The Moffitt investigators assessed 2 groups of 
men. The first comprised 47 patients with pros-
tate cancer who were treated with ADT. Patients 
were assessed at the start of ADT and then at 6 
and 12 months following treatment initiation. 
The second group comprised a cohort of 82 age- 
and education-matched men without a history of 
cancer who were assessed at similar time points.

The investigators’ strategy was to examine 
circulating markers of inflammation in patients 
receiving ADT and explore a potential connec-
tion between these markers and increases in 
fatigue, depression, and cognitive impairment 
related to ADT.

The circulating markers of inf lammation 
assessed included IL-1 receptor antagonist 
(IL-1RA), IL-6, soluble tumor necrosis factor 
receptor II (sTNF-RII), and C-reactive protein 
(CRP).

Fatigue was assessed with the Fatigue Symp-
tom Inventory, depression was assessed with the 
Center for Epidemiological Studies Depression 
Scale, and cognitive impairment was evaluated 
using a battery of neuropsychological tests.

The results showed a significant increase over 
time in fatigue, depressive symptomatology, and 
serum IL-6 among patients receiving ADT ver-
sus the cancer-free group. “Rates of cognitive 
impairment also changed significantly between 
the groups,” the authors wrote.

Over time, there were no significant changes 
detected in IL-1RA, sTNF-RII, or CRP.

The investigators established an association 
between increases in IL-6 and increased
fatigue; however, no such connection was estab-
lished between IL-6 increases and increases in 
depressive symptomatology or cognitive impair-
ment.UT

REFERENCES
1. Inflammation from androgen deprivation thera-
py may cause fatigue in prostate cancer patients. 
News release. Moffitt Cancer Center. January 4, 
2020. Accessed January 4, 2020. https://bit.
ly/391Yl6I
2. Hoogland AI, Jim HSL, Gonzalez BD, et al. 
Systemic inflammation and symptomatology in 
patients with prostate cancer treated with andro-
gen deprivation therapy: preliminary findings. 
Cancer. Published online December 30, 2020. 
doi:10.1002/cncr.33397

ADT-induced inflammation is linked to 
fatigue in patients with prostate cancer
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Use of a novel penile traction device signifi-
cantly increased penile length and preserved 
erectile function in men who have undergone a 
prostatectomy, an investigator reported at the 
2020 Sexual Medicine Society of North America 
(SMSNA) Annual Fall Scientific Meeting.1

Men using the RestoreX (PathRight Medical) 
traction device saw a median 1.6-cm increase 
in length at 6 months, versus a median of 0.3 to
0.7 cm for controls in the randomized, open-label 
study, according to David Yang, MD, andrology 
fellow at Mayo Clinic, Rochester, Minnesota.

Patients reported no change in erectile func-
tion at 6 months, and noted a slight improve-
ment in satisfaction compared with decreas-
es in both of those end points in the control 
arm, Yang said of the study, which has accrued
82 patients, including 55 who had reached 
6-month follow-up at the time of this report.

Although larger numbers of patients and 
external studies are needed to validate the 
results, Yang said the current findings sug-
gest RestoreX penile traction therapy may be 
a promising approach for improving penile 
length, spontaneous erections, and sexual sat-
isfaction without the need for use of on-demand 
therapy with a phosphodiesterase 5 (PDE 5) 
inhibitor.

“This is the first noninvasive treatment option 
in the postprostatectomy setting that has ran-
domized controlled evidence of improvements 
in both erectile function and penile length, so, 
hopefully, this will drive further research and 

protocols for penile rehabilitation,” Yang said.
Previous research demonstrated that RestoreX 

penile traction therapy improved penile curva-
ture, length, and erectile functioning in men 
with Peyronie disease, according to Yang.

In a randomized, single-blind, controlled trial 
reported by Mayo Clinic investigators in 2019 in 
the Journal of Urology,2 110 men were random-
ized 3:1 to penile traction therapy or a control 
group. Using the device 30 to 90 minutes per 
day for 3 months not only improved curvature 
in 77%, but also significantly improved erectile 
function as measured by the International Index 
of Erectile Function (IIEF) questionnaire, and 
increased penile length by 1.6 cm versus 0 cm 
in controls.2

“Seeing that improvement in penile length 
led us towards this study looking at use of
RestoreX in the postprostatectomy setting, 
because a common complaint between these
2 patient populations is loss of penile length,” 
said Yang, who was a coinvestigator in the Pey-
ronie disease study.

Loss of penile length and erectile dysfunction 
are very common after prostatectomy, according 
to Yang, who said in his virtual SMSNA pre-
sentation that 15% to 68% of men report loss 
of penile length post prostatectomy.

“Prior studies looking at penile rehabilitation 
(postprostatectomy) have not demonstrated 
with high-level data any significant benefit of 
PDE 5 inhibitors, or vacuum devices for erectile 
function recovery,” he added.

Unique features of RestoreX include secure 
clamping of the penis and the ability to adjust 
traction without removing the device, Yang said.

To evaluate the efficacy of RestoreX in the 
postprostatectomy setting, Yang and colleagues 
initiated a randomized, controlled trial of
82 men (mean age, 58 years), including 55 
patients for whom 6-month follow-up data were 
available as of this report.

At 1 month post prostatectomy, the men 
were randomly allocated to a control arm, or 1 
of 2 penile traction therapy arms (30 minutes
5 times a week or 60 minutes 7 times a week) 
for 5 months, followed by a 3-month open-label 
phase.

Statistically significant increase
in median length is observed
At 6 months, a statistically significant increase 
in median penile length was observed in the 
traction group versus the control group, accord-
ing to the investigators. Patients using traction 
had a 1.6-cm increase in length as measured to 
the corona, compared with 0.3 cm in the control 
group (P < .01). Likewise, the traction patients 
had a 1.6-cm length increase as measured to 
the tip, compared with 0.7 cm in the control 
group (P = .01).

More than 50% of traction patients said 
they were satisfied with their penile length at 
6 months, compared with 11% in the control 
arm (P < .001).

Significant differences were seen in both 
erectile function and intercourse satisfaction 
favoring the patients treated with RestoreX, 
according to Yang. The RestoreX group saw no 
change from baseline to 6 months in the erectile 
function domain of the IIEF, whereas scores 
decreased in the control group. Intercourse sat-
isfaction measured by IIEF increased slightly in 
the traction patients, compared with a decrease 
in the control arm.

Eighty-seven percent of men treated with 
RestoreX said they would use the device again, 
whereas 13% said they were unsure, according 
to the report.

No major adverse events were reported among 
any of the 55 patients with 6-month follow-up, 
according to Yang.

Beyond Peyronie disease and the postprosta-

Penile traction therapy improves
postprostatectomy penile length
87% of patients who were treated with device said they would use it again

“This is the first noninvasive 
treatment option in the 
postprostatectomy setting that 
has randomized controlled 
evidence of improvements in 
both erectile function and penile 
length, so, hopefully, this will 

drive further research 
and protocols for 
penile rehabilitation.”

DAVID YANG, MD

Sexual Dysfunction  / CLINICAL UPDATES

See TRACTION page 25

TABLE. RestoreX device vs control for penile traction therapy1

Patients using RestoreX device Control group P value

Increase in penile length as measured to the corona (cm) 1.6 0.3 <.01

Increase in penile length as measured to the tip (cm) 1.6 0.7 .01

Patients reporting satisfaction with penile length at 6 months More than 50% 11% <.001

UT0121_024-025_SD & KS Clinical Updates.indd   24UT0121_024-025_SD & KS Clinical Updates.indd   24 1/15/21   10:49 AM1/15/21   10:49 AM



JANUARY 2021 ∣ Urology Times® ∣ 25

Lisette Hilton
Urology Times® Correspondent

Obesity increases the risk of kidney stone dis-
ease, and some weight loss strategies actually 
increase the risk, according to an article pub-
lished in Reviews in Urology.1

Obesity is a growing health problem among 
adults in the United States. The Centers
for Disease Control and Prevention, which 
defines obesity as a body mass index (BMI) of 
30 kg/m2 or higher and severe obesity as a BMI 
of 40 kg/m2 or higher, reported that from 1999 
to 2018, the age-adjusted prevalence of obesi-
ty among US adults increased from 30.5% to 
42.4%, and the prevalence of severe obesity 
increased from 4.7% to 9.2%.2

“Obesity is linked with multiple comorbidi-
ties and also associated with an increased kidney 
stone risk,” the authors wrote. 

Severely obese adults, for example, are at 
increased risk of diabetes, hypertension, and 
hyperlipidemia, comorbidities that can result 
in systemic and body organ changes contrib-

uting to kidney stone formation, according to 
the study.

“With the rising prevalence of both stone 
disease and obesity, the authors felt that it was 
pertinent to review the current data,” said study 
author Kyle Wood, MD, assistant professor of 
urology at University of Alabama at Birming-
ham.

“Oftentimes as urologists, we surgically man-
age our [patients with kidney stones], but for-
get that we may be able to intervene with both 
dietary advice and medical management, and 
this may prevent future stones. Understanding 
why obesity impacts kidney stone disease allows 
for a more informed discussion and prevention 
plan,” Wood added.

The study results showed that BMI, waist cir-
cumference, and weight are positively associated 
with people’s risk of developing incident kidney 
stones. And patients who are obese or overweight 
are more likely to have urinary risk factors for 
stone formation, including higher calcium, oxa-
late, and urate excretions.

Patients who are obese tend to develop calcium 
oxalate stones and uric acid stones, and there’s 
good evidence that obesity and low urine pH are 
associated, according to the authors.

Results of animal and human studies have 
shown that inflammation and oxidative stress, 
which are associated with obesity, also appear to 
play a role in kidney stone inflammation.

Obesity may affect how medications aimed at 
preventing stones work. Patients who are obese 
and have kidney stones may be more resistant 
to standard stone-prevention medication dosing 
regimens than patients who are not obese. As 
a result, some patients may need more adjust-
ments to therapy or additional agents in their 
treatment plans.

Weight management sounds like a solu-
tion, but study results suggest the weight loss 
approach matters. For example, weight loss 
treatment with the lipase inhibitor orlistat (Xen-
ical) may reduce urinary citrate excretion and 
increases urine pH, setting the stage for calci-
um phosphate stone generation. And although 
malabsorptive bariatric procedures have been 
shown to increase the risk for kidney stone 
development, restrictive bariatric operations 
for weight loss have not.

More research is needed to better define the 
mechanisms involved in obesity and kidney stone 
development, the investigators wrote.

“Evaluating our patients [with kidney stones] 
and their medical comorbidities, including obe-
sity, in a holistic way will only improve their care. 
Our hope is this paper increases awareness 
among urologists, leads to a more critical eval-
uation of stone formers with obesity, and 
improves medical and dietary recommenda-
tions,” Wood said. “This review also demon-
strates that there is still a lot that is unknown. 
Hopefully, these voids in knowledge can be filled 
with the current scientific research. With 
improved knowledge, there will hopefully be the 
development of more therapeutic options.”UT
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tectomy setting, RestoreX is also being evalu-
ated in a randomized controlled trial including 
men with diabetes. Preliminary data, also 
reported at the 2020 SMSNA meeting,3 includ-
ed statistically significant improvements in 
penile length, suggesting the traction device 
could be a viable approach to a common and 
difficult-to-treat problem, according to Yang 
and coinvestigators.UT

Disclosure: Coinvestigator Landon W. Trost, MD, is 
the inventor of RestoreX but has no personal finan-
cial interest in the device, according to Yang.
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Investigators explore relationship 
between obesity and stone formation
Some weight loss treatments may reduce urinary citrate excretion and increase urine pH

“Our hope is this paper increases 
awareness among urologists, 
leads to a more critical 
evaluation of stone formers with 

obesity, and improves 
medical and dietary 
recommendations.”

KYLE WOOD, MD

CLINICAL UPDATES  / Kidney Stones
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Adding mirabegron (Myrbetriq) therapy to 
treat overactive bladder (OAB) symptoms in 
men being treated with tamsulosin (Flomax) for 
benign prostatic hyperplasia (BPH) is safe and 
well tolerated, according to results of a safety 
analysis published in Urology.1

OAB and BPH often occur concomitantly in 
men. Studies suggest about 46% of men with 
bladder outlet obstruction secondary to BPH 
have OAB, according to the authors.

Many clinicians use antimuscarinics to treat 
OAB, but there are concerns that the drugs may 
cause anticholinergic adverse events (AEs) such 
as dry mouth, constipation, urinary retention, 
and potentially cognitive dysfunction. Another 
recommended OAB symptom treatment, the 
β3-adrenoceptor agonist mirabegron, appears 
to have a lower rate of anticholinergic AEs than 
antimuscarinic medications.

“Although the safety of mirabegron and tam-
sulosin as monotherapies has been comprehen-
sively analyzed, there are a lack of clinical data 
on the use of the agents in combination,” the 
authors wrote.

The authors analyzed safety results from 
the phase 4, randomized, double-blind, multi-
center PLUS trial (NCT02757768) that enrolled 
men with OAB symptoms who had been treat-
ed for BPH with tamsulosin 0.4 mg daily for
2 months or longer. The authors analyzed part 
of the PLUS data, including a 12-week ran-
domized add-on treatment period with mirabe-
gron 25 mg or placebo. Their analysis includes
352 patients taking tamsulosin plus mirabegron and
354 patients taking tamsulosin plus placebo. 
Most patients were 65 years and older; 1 in 8 
were 75 years and older.

Low rate of urinary retention
“The combination group demonstrated a similar 
safety profile to that expected for the 2 individual 
monotherapy components, and no new safety 
concerns were shown. Specifically, there was 
a low rate of urinary retention, and no cardio-
vascular concerns emerged,” said study author 
Sender Herschorn, MDCM, FRCSC, professor 
of surgery/urology at the University of Toronto, 
and urologist at Sunnybrook Health Sciences 
Centre in Ontario.

Men in the placebo group had a slightly higher 
frequency of treatment-emergent adverse events 

(TEAEs), at 31.4%, compared with 25.9% in the 
combination group. Hypertension, headache, 
and nasopharyngitis were the most common 
TEAES.

Drug-related TEAEs were higher at 11.9% 
in the combination group compared with 5.9% 
in the placebo group. Eight men in the placebo 
group and 10 taking the combination experi-
enced a serious TEAE; 3 of these patients (1 
taking placebo and 2 taking the combination) 
had serious drug-related TEAEs.

One patient in the combination group experi-
enced an acute myocardial infarction and cere-
bral infarction, 1 patient in the placebo group 
had angina pectoris, and 1 patient in the placebo 
group experienced a lacunar stroke. None of the 
patients died during the 12-week period. Four 
patients in the placebo group and 7 patients in 
the combination group discontinued therapy 
because of a TEAE.

Overall, the investigators reported that the 
TEAE results showed combination tamsulosin 
and mirabegron was well tolerated and had a 
favorable safety profile.

This findings from this study should be viewed 
in combination with previously reported results 
from tamsulosin-plus-mirabegron studies by 
Kakizaki et al2 and Kaplan et al,3 Herschorn said.

“These showed efficacy for overactive blad-
der symptoms,” he said. “These studies provide 
evidence to support the use of the combination 
in appropriately selected men. It also provides 
an alternative to the combination of an alpha 
blocker plus an antimuscarinic in these men.”

Herschorn said the findings in this study 

make sense given that previous large-scale piv-
otal studies with mirabegron, including male 
subjects, have shown safety.

A limitation of the PLUS trial is that it looked 
at only 12 weeks of combination treatment, 
according to the authors.UT

Disclosures: Some of the authors of this study are 
Astellas Pharma employees. Herschorn has received 
grants and personal fees from Astellas Pharma; 
grants from Ipsen, Ixaltis, and Allergan; and per-
sonal fees from Pfizer.
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Mirabegron add-on is safe for OAB
in men taking tamsulosin for BPH
Combination is well tolerated and has a favorable safety profile, investigators report

“The combination group 
demonstrated a similar safety 
profile to that expected for 
the 2 individual monotherapy 
components, and no new 
safety concerns were shown. 
Specifically, there was a low rate 

of urinary retention, 
and no cardiovascular 
concerns emerged.”

SENDER HERSCHORN, MDCM, FRCSC
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TABLE. Adverse events with tamsulosin plus
mirabegron vs tamsulosin plus placebo1

Tamsulosin plus 
mirabegron 
group

Tamsulosin 
plus placebo 
group

Frequency of treat-
ment-emergent adverse 
events

31.4% 25.9%

Frequency of drug-related 
treatment-emergent 
adverse events

11.9% 5.9%

UT0121_026_OAB Clinical Update.indd   26UT0121_026_OAB Clinical Update.indd   26 1/15/21   10:50 AM1/15/21   10:50 AM



Cheryl Guttman Krader, BSPharm
Urology Times® Contributing Editor

Use of newer laser technology optimized for hol-
mium laser enucleation of the prostate (HoLEP) 
provides significant benefits compared with 
an earlier system, according to the results of 
a recently published prospective, randomized, 
double-blind trial.1

The study, conducted at Mayo Clinic in Phoe-
nix, Arizona, included 27 men who underwent 
HoLEP using a holmium:YAG laser platform 
(Lumenis Pulse 120H) with a dedicated 550-nm 
end-fire laser fiber. The patients were random-
ized to undergo right or left lobe enucleation 
using Moses 2.0 technology. HoLEP in the 
opposite lobe was performed without Moses 
technology.

Of the 27 procedures, 11 were done by 2 urol-
ogists experienced with HoLEP. Two trainees 
did the remaining procedures, and neither was 
experienced with HoLEP.

The primary outcome of the study was lobe 
enucleation efficiency, and in the hands of the 
expert surgeons, it was significantly better using 
Moses compared with the non-Moses technology
(mean, 1.75 g/min vs 1.05 g/min). Compared 
with the non-Moses procedures, Moses 2.0 
was also associated with statistically significant 
reductions in mean fiber degradation in analyses 
for both the expert (3.45 mm vs 19.9 mm) and 
trainee (1.1 mm vs 34.6 mm) subgroups. Con-
sidering the procedures done by the trainees, 
Moses also resulted in a significant reduction in 
mean hemostasis laser time (4.1 min vs 9.0 min).

“Our study is novel in that it was designed 
to have patients serve as their own controls,” 

said Amihay Nevo, MD. “This methodology
accounts for confounding that can occur 
because of interpatient variations in prostate 
tissue properties and vascularity and allowed 
us to compare the 2 technologies using a smaller 
patient population.”

“To our knowledge, ours is the first study 

demonstrating that the Moses 2.0 technology 
dramatically improves clinical outcomes for 
HoLEP,” Nevo continued. “Although HoLEP 
is unique among treatments for BPH [benign 
prostatic hyperplasia] in having a long and steep 
learning curve, we believe that the documented 
benefits of using the optimized technology may 

Newer technology enhances efficiency of 
holmium laser enucleation of the prostate
Lobe enucleation efficiency is significantly better with Moses technology, investigators report

“HoLEP with Moses 2.0 is 
smoother surgery. Because it is 
associated with less bleeding, 
less charring, and better tissue 
separation, trainees will be better 
able to focus on recognizing the 

anatomy and learning 
the procedure’s steps.”

AMIHAY NEVO, MD
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The investigational HIF-2α inhibitor MK-6482 
showed durable efficacy in patients with Von Hip-
pel-Lindau (VHL)–associated renal cell carcinoma 
(RCC) and nonrenal lesions, according to findings 
from a phase 2 study presented during the 2020 
Society of Urologic Oncology Annual Meeting.1

At a median follow-up of 68.7 weeks (range, 18.3-
104.7), the objective response rate (ORR) in RCC 
lesions among 60 evaluable patients was 36.1%, 
comprising 22 confirmed partial responses (PRs). 
There were also 7 unconfirmed PRs. Overall, 
91.8% (n = 56) of patients had at least some decrease 
in the size of target lesions.

The median time to response in renal tumors 
was 31 weeks, although responses were observed 
as long as 61 weeks after the start of therapy. The 
median duration of response had not yet been 
reached and the progression-free survival rate at 
52 weeks was 98.3%.

Thirty-eight (62.3%) patients reached stable dis-
ease, 1 patient was not evaluable for response, and 
0 patients had progressive disease.

“Promising clinical activity was observed 
with MK-6482 in treatment-naïve patients with 
VHL-associated RCC,” said lead study author 
Ramaprasad Srinivasan, MD, PhD, Urologic 
Oncology Branch, National Cancer Institute, 
Bethesda, Maryland.

Key eligibility criteria for the open-label phase 
2 study (NCT03401788) included a confirmed 

diagnosis of VHL disease (based on germline 
mutation), at least 1 measurable RCC tumor, and 
an ECOG performance status of 0 or 1. Prior 
systemic anticancer therapy was not allowed and 
patients with metastatic disease were excluded 
from enrollment.

Overall, the study included 61 patients 
with a median age of 41 years (range, 19-66). 
Thirty-two (52.5%) patients were male, and 
29 (47.5%) were female. Fifty patients had an 
ECOG performance status of 0, 10 patients had a 
performance status of 1, and 1 patient had a per-
formance status of 2. In addition to renal tumors, 
all 61 patients had pancreatic lesions, 43 patients 
had brain hemangioblastomas, and 16 patients 
had retinal lesions.

Patients received 120 mg of oral MK-6482 
once daily. Tumors were evaluated at initial 
screening and then every 12 weeks. The pri-
mary end point was ORR by central review, with 
secondary end points including ORR in non-

RCC lesions, duration of response in RCC and 
non-RCC lesions, and safety.

At a minimum follow-up of 60 weeks, 56 (91.8%) 
patients remained on treatment.

Clinical activity is observed in 
non-RCC lesions
Clinical activity with MK-6482 was observed in 
non-RCC lesions. The confirmed ORR in pan-
creatic lesions was 63.9%, including 4 complete 
responses. The confirmed ORR in brain heman-
gioblastomas was 30.2%, with a CR rate of 11.6%. 
Also, 11 (68.8%) of 15 patients with retinal lesions 
demonstrated improvement in these lesions, with 
the 4 other patients reaching stable disease.

Safety data showed that 60 of the 61 patients had 
at least 1 treatment-related adverse event (TRAE). 
The most common all-cause AE was grade 1/2 ane-
mia, occurring in 51 (83.6%) patients. Eight (13.1%) 
patients had a grade 3 TRAE. Four (6.6%) patients 
had grade 3 anemia.

There were no grade 4/5 TRAEs. There was 1 dis-
continuation due to a TRAE (grade 1 dizziness).UT
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make HoLEP more accessible to urologists and 
their patients.”

Nevo is lead author of the published paper 
reporting the results of the study. He participated 
in the investigation as an endourology fellow at 
Mayo Clinic, and is now chief of endourology for 
University Hospitals, Cleveland, Ohio.

Subjective ratings are also recorded 
for each procedure
In addition to the objective outcome measures, 
the study end points included a subjective rating 
of each laser procedure. Because the operators 
were able to identify which technology was 
used, the ratings were done by 2 independent 

reviewers based on intraoperative video review.
The performance parameters graded were 

incision sharpness, fiber control, tissue separa-
tion, tissue damage, hemostasis, visibility, and 
char. Statistically, significant differences favor-
ing Moses 2.0 over non-Moses were achieved for 
all 7 of the subjective outcome measures.

“HoLEP with Moses 2.0 is smoother surgery. 
Because it is associated with less bleeding, less 
charring, and better tissue separation, trainees 
will be better able to focus on recognizing the 
anatomy and learning the procedure’s steps,” 
said Nevo.

Nevo told Urology Times® that planning is 
under way for a study comparing Moses 2.0 and 
non-Moses HoLEP to test the hypothesis that 
the optimized technology shortens the learning 
curve for the laser procedure.

“Our study was not designed to compare the 
learning curve of the 2 technologies, and the 
trainees who were involved were doing their first 
HoLEP procedures,” Nevo said. “Therefore, it 
is likely that the outcomes in their hands do not 
accurately reflect the potential benefit of Moses 
2.0 versus non-Moses in trainees. I am certain, 
however, we will find in our next study that 
Moses 2.0 shortens the learning time.”UT
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Novel HIF-2α inhibitor MK-6482 is active 
in VHL-associated renal cell carcinoma
Clinical activity with the agent was observed in both RCC and non-RCC lesions
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HoLEP
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“Promising clinical activity 
was observed with MK-6482 in 
treatment-naïve patients with 
VHL-associated RCC.”

RAMAPRASAD SRINIVASAN, MD, PhD
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The majority of the literature 
on urologic robotic surgery 
centers on the transperito-
neal approach. However, the 

robotic retroperitoneal approach is gain-
ing momentum. The minimally invasive 
retroperitoneal approach to renal sur-
gery was initially developed in the 1990s 
by urologists performing laparoscopic 
nephrectomies for benign conditions.1 

They found that patients undergoing 
retroperitoneal laparoscopic nephrec-
tomy resumed normal oral intake faster 
and had a trend toward lower postoper-
ative narcotic requirements compared 
with their transperitoneal counterparts. 
Other groups adopted this technique and 
demonstrated shorter operative time,2,3 

warm ischemia time, and hospital stay.3

However, the challenge of laparoscopic 
suturing in the retroperitoneal space may 
have prevented the widespread adoption 
of this approach. In the 2000s, urologists 
quickly embraced the robotic platform 
and now routinely perform robotic renal 
surgery employing the benefits of instru-
ment articulation and 3D view.

These improvements in robotic tech-
nology have reinvigorated interest in ret-
roperitoneal access for renal surgery. The 
robotic retroperitoneal approach again 
has been shown to decrease the length of 
hospital stay,4-6 decrease intraoperative 
blood loss,4,5 and shorten operative time.5,7

It offers direct access to the kidney with-
out the need to mobilize the bowel and 
provides an avenue for urologists to avoid 
the hostile abdomen of a patient with prior 
abdominal surgery.8

The robotic retroperitoneal approach 
has been primarily implemented in par-
tial nephrectomy cases but has also been 
used to perform radical nephrectomies,9 

nephroureterectomies,10 pyeloplasties,11-13

and adrenalectomies.14,15 In the domain 
of partial nephrectomy, the retroperito-
neal approach is thought to be especially 
useful for posterior and lateral tumors,15 

but Arora et al showed that surgeons 

can take a retroperitoneal approach to 
anterior tumors without any difference 
in operative time, estimated blood loss, 
intraoperative complications, or postop-
erative complications.4

In retroperitoneal renal surgery, the 
kidney is quickly encountered after a 
brief dissection of the retroperitoneal 
space. Unlike transperitoneal surgery, 
there is no need to mobilize the bowel. 
The surgeon never encounters nor has 
to retract the liver or spleen. There is 
no need to kocherize the duodenum for 
right-sided cases, and the tail of the pan-
creas is never encountered on the left. The 
hilum, and particularly the renal artery, 
is readily accessible for clamping within 
minutes of docking without navigating 
the renal vein. This direct approach to the 
kidney and rapid hilar access with mini-
mal dissection allows for a much shorter 
operative time compared with the trans-
peritoneal approach.8 Any postoperative 
bleed or urine leak is contained in the 

retroperitoneum, which may prevent the 
development of an ileus and other mor-
bidities.16 These benefits can be especially 
useful in patients with intra-abdominal 
adhesions, ventral hernias, or colostomies, 
or those who are on peritoneal dialysis, 
but can also be applied to routine renal 
or adrenal surgery. The proximal ureter, 
renal pelvis, adrenal gland, and regional 
lymph nodes have all been accessed using 
the retroperitoneal approach.

Surgical technique
Patients should be placed in a full lateral 
decubitus position with the table slightly 
flexed to increase space between the ribs 
and iliac crest (Figure 1). An axillary roll 
is utilized, and the patient is secured and 
padded using a beanbag, foam, and tape. 
The camera port incision is made 2 fin-
gerbreadths above the iliac crest in the 
midaxillary line. Blunt finger dissection 
is carried down to the thoracolumbar fas-
cia, which is divided sharply with scissors. 

Going “retro”: A perspective
on robotic retroperitoneal surgery
Improvements in technology have renewed interest in technique

Head

Feet

SpineAbdomen

FIGURE 1. Flank anatomy labeled on a patient draped for a robotic retroperitoneal partial nephrecto-
my. Image courtesy of Elizabeth Koehne, MD; Andrew Radtke, MD; and Gopal Gupta, MD.
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Development of the retroperitoneal space can be 
performed using either a finger or small balloon 
dissector. At this point, pneumoretroperitoneum 
is established. Landmarks are identified, including 
the psoas muscle as the “floor” and transversus 
abdominus muscle as the “ceiling,” with the peri-
toneal reflection draping medially. A posterior 
8-mm robotic port is placed under direct vision 
8 cm from the camera port, and through this a 
Kittner laparoscopic dissector is used to medi-
alize the peritoneal reflection. A second 8-mm 
robotic port is placed after the peritoneum has 
been mobilized. It is critical to place the anterior 
port after mobilizing the peritoneum to prevent 
the port from being placed transperitoneally. A 
12-mm assistant port is subsequently placed just 
inferior and medial to the camera port in a similar 
fashion. Robotic port placement can be varied to 
optimize access to the lower versus upper pole of 
the kidney or retroperitoneal space. The robot is 
docked over the 12-mm camera port with a slight 
anterior rotation (Figure 2). Once the robot is 
docked, the kidney is elevated off the psoas muscle 
and the hilum is identified by the pulsation of the 
renal artery. When approaching the hilum, the 
renal artery is usually the first vessel encountered. 
If needed, the renal vein can be skeletonized. We 
do not routinely close the fascia of the port sites.

Conclusions
Robotic retroperitoneal surgery is a valuable tech-
nique in the surgeon’s toolbox. With more famil-
iarity, surgeons can employ the benefits offered 

by this approach. We anticipate further advance-
ments in this field in an effort to minimize post-
operative morbidity and the use of health care 
resources. We also imagine the retroperitoneal 
approach in novel applications such as ureteroplas-
ty and ureterolithotomy. The continued minia-
turization and refinement of the robotic platform 
combined with improved surgeon comfort will 
facilitate future innovation and refinement of uro-
logic surgery in the retroperitoneal space.UT
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FIGURE 2. Robotic port placement and position of docked robot for robotic retroperitoneal partial nephrectomy. Image 
courtesy of Elizabeth Koehne, MD; Andrew Radtke, MD; and Gopal Gupta, MD.
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On December 1, 2020, the Cen-
ters for Medicare & Medic-
aid Services (CMS) finally 
issued the final rule for the 

2021 Medicare Physician Fee Schedule 
(PFS). This was later than usual because 
of the public health emergency (PHE) and 
gives practices little time to prepare. 

However, we found that the changes 
from the proposed rule were not too 
significant, so those who had prepared 
for the upcoming year based on the pro-
posed rule should not have to make many 
changes. This article provides a summary 
of a few relevant topics for urology.

Calendar year 2021
conversion factor
The final calendar year (CY) 2021 PFS 
conversion factor (CF) was finalized 
at $32.41, which is a decrease of 10.2% 
from the CY 2020 CF of $36.09. In the 
proposed rule, the CF was to decrease 
by 10.6%.

The decrease is based on budget neu-
trality adjustments projected to impact 
the fee schedule, primarily reflecting the 
increase in relative value units (RVUs) 
assigned to evaluation and management 
(E/M) and related codes, which account 
for approximately 40% of all charges 
allowed under the Medicare fee sched-
ule. Other factors projected to impact the 
final Medicare budget include changes to 
practice expense values based on market 

factor changes, malpractice updates, and 
changes to the geographic cost of practice 
indices started 2 years ago.

The impact to urology overall remains 
a projected 8% increase; the projections 
are based on payments to all urologists 
billing Medicare. Because of the decrease 
in the CF, urologists providing a majority 
of services in surgical settings (ambula-
tory surgical centers, hospital outpatient 
and inpatient) will likely have lower rev-
enue increases from Medicare.

Office/outpatient E/M visits
CMS has adopted the changes and asso-
ciated rules as proposed by the Ameri-
can Medical Association’s 2021 Current 
Procedural Terminology (CPT) codes. 
Values for the E/M codes have also been 
revised and finalized in the rule, result-
ing in increased payment. Code 99201 
has been deleted. Code 99211 has been 
retained without change.

This represents the first major change 
in E/M codes in over 25 years. New 
guidelines allow greater flexibility for 
documentation of history and physical 
examination by allowing one to docu-
ment what is medically appropriate while 
excluding these sections from level deter-
mination. Choosing a billing level for 
office/outpatient E/M services will now 
be determined by either medical decision-
making (MDM) or total time. The 
MDM guidelines have been revised to 
reflect risk and avoid payment for data 
separately reported or billed. Time has 
been revised to include the total time 
that the provider spends on the patient 
for that visit, including pre-, intra-, and 
postservice time. Other categories of 
E/M codes, including consultations not 
paid for by Medicare, hospital visits, 
and emergency department visits, will 
continue to follow current guidelines. 
The Table includes the changes to E/M 
codes for both the RVUs and the final 
fees compared to 2020. 

The proposed add-on code GPC1X 

was finalized as G2211 (visit complexity 
inherent to E/M associated with medical 
care services that serve as the continuing 
focal point for all needed health care ser-
vices and/or with medical care services 
that are part of ongoing care related to 
a patient’s single, serious condition or a 
complex condition). List the code sep-
arately in addition to office/outpatient 
E/M visit, new or established. This code 
can be added on to any level outpatient 
visit code (99212-99215, 99201-99205) 
for providers who meet the criteria listed 
in the descriptor, including urologists 
managing a patient’s single, serious 
condition or complex condition. As a 
Healthcare Common Procedure Cod-
ing System (HCPCS) code, this can be 
applied only to Medicare patients. In the 
proposed rule, Medicare assumed this 
code would be reported with 100% of 
office/outpatient E/M visits by special-
ties that rely on office/outpatient E/M 
visits to report the majority of their 
services. However, because it may take 
some time for practitioners to begin 
reporting HCPCS add-on code G2211, 
CMS assumes for CY 2021 that it will 
be reported with 90% of office/outpa-
tient E/M visits by specialties that rely 
on these visits to report the majority of 
their services, including urology.

CMS determined that when using 
time, the add-on CPT code 99417 for 
15 minutes of prolonged time over the 
time of 99215 or 99205 was confusing; 
therefore, CMS created HCPCS code 
G2212: “Prolonged office or other out-
patient evaluation and management ser-
vice(s) beyond the maximum required 
time of the primary procedure that has 
been selected using total time on the date 
of the primary service; each additional 
15 minutes by the physician or qualified 
healthcare professional, with or without 
direct patient contact. (List separately in 
addition to CPT codes 99205, 99215 for 
office or other outpatient evaluation and 
management services). 

2021 final rule includes adoption
of major E/M code changes
CMS also expands the number of services payable under telehealth
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Because of the decrease in 
the conversion factor, 
urologists providing a 
majority of services in 
surgical settings will likely 
have lower revenue 
increases from Medicare.
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“(Do not report G2212 on the same date of ser-
vice as 99354, 99355, 99358, 99359, 99415, 99416).

“(Do not report G2212 for any time unit less 
than 15 minutes).”

The code is descriptive in both use and restric-
tion. Whereas CPT guidelines stipulate that 
CPT 99417 can be used starting 15 minutes above 
the threshold to reach 99205 or 99215 (60 and 
40 minutes, respectively, so use 99417 when time 
reaches 75 and 55 minutes), G2212 is to be used 
when reaching 15 minutes above the maximum 
range for 99205 and 99215 (74 and 54 minutes), 
so one can use G2212 when total time reaches 
89 and 69 minutes. G2212 can be reported more 
than once in addition to the appropriate base code, 
but only for each full 15 minutes above the previ-
ous combined time.

Telehealth
As proposed, CMS has expanded the number of 
services payable under telehealth. Several services 
were added to the permanent covered list, includ-
ing the 2 new HCPCS codes G2211 and G2212.

CMS has also finalized for the duration of 
2021 the inclusion of a list of services that will 
be covered under telehealth rules. These codes 
include established patient codes for rest home 
visits (99336-99337), home visits (99349-99350), 
and therapy services (97161-97168, 97110, 97112, 
97116, 97535, 97750, 97755, 97760, 97761, 92521-
92524, 92507). This list also includes adult and 
pediatric critical care codes (99469, 99472, 99476, 
99478-99480, 99291-99292) and discharge codes 
for nursing facilities (99315-99316), hospitals 
(99238-99239), and observation management 
(99217). Emergency department codes (99281-
99285) and subsequent observation codes (99224-

99226) are also included on the temporary list.
Coverage for telehealth will revert to pre-PHE 

rules for the remainder of 2021 once the PHE is 
discontinued. This means that all services on the 
covered list, including E/M codes, will be covered 
only if the patient is located in a health profes-
sional shortage area (mostly rural areas) and in an 
approved Medicare facility (a location with billing 
privileges for Medicare). Additionally, services 
will need to be provided to patients who have an 
established relationship with the provider (physi-
cian/APP), with some noted exceptions, including 
hospital, emergency department visits, and outpa-
tient visits conducted with a patient under the care 
of another physician during the visit. Telehealth 
visits after the PHE ends should be reported using 
POS 02 and will be reimbursed at the facility rate.

Services provided via telehealth technology 
when the patient and the physician/advanced 
practice provider are located within the same 
facility are not considered telehealth visits and 
will instead be considered as covered. These ser-

vices should be reported as if the encounter were 
face to face.

Remote patient monitoring services
The final rule has provided clarification with 
2 changes for codes 99453, 99454, 99457, and 
99458. Remote patient monitoring (RPM) ser-
vices can only be furnished to established patients 
once the PHE ends. RPM services for codes 99453 
and 99454 may be reported as incident to the bill-
ing practitioner’s services and under their super-
vision and included contracted employees. Devic-
es used for these services must be FDA-approved 
medical devices. Sixteen days of data each 30 days 
must be collected and transmitted to meet the 
requirements to bill CPT codes 99453 and 99454. 
For CPT codes 99457 and 99458, an “interactive 
communication” is a conversation that occurs in 
real time and includes synchronous, 2-way inter-
actions that can be enhanced with video or other 
kinds of data, and the 20-minute requirement for 
the service can include time for furnishing care 
management services in addition to the required 
interactive communication. These services can be 
provided for chronic or acute problems but cannot 
be reported for remote data collection for purely 
diagnostic purposes. Time for these services can 
include the time spent by staff under the direct 
supervision of the patient (“incident to”).

Direct supervision 
CMS finalized that direct supervision may be 
provided using real-time, interactive audio and 
video technology through the “later of the end 
of the calendar year in which the PHE ends or 
December 31, 2021.”

Finally, the Trump administration issued a final 
rule on November 20, 2020 initiating a significant 
change for payment rates for the top 50 drugs for 
Part B Medicare. The rule was challenged by mul-
tiple affected entities including LUGPA and was 
blocked by a court action. The concept of Part B 
drug reimbursement reform is not new and will 
not go away, but changes are unlikely until 2022.

For more information on the final rule, we 
encourage you to go to https://go.cms.gov/ 
383rr5g (CY 2021 Medicare Physician Fee Sched-
ule Final Rule) and https://go.cms.gov/381j6Pe 
(CMS fact sheet).UT
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The information in this column is designed to be 
authoritative, and every effort has been made to 
ensure its accuracy at the time it was written. How-
ever, readers are encouraged to check with their 
individual carrier or private payers for updates and 
to confirm that this information conforms to their 
specific rules.
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TABLE. 2021 Changes in evaluation/management code RVUs, final fees compared with 2020a

HCPCS NF % total RVU difference NF $ difference NF $ difference %
F % total RVU 
difference F $ difference F $ difference %

99202 0% (8.20) –11% –1% (5.59) –11%

99203 8% (3.05) –3% 13% 1.20 2%

99204 6% (7.32) –4% 8% (3.75) –3%

99205 11% (0.14) 0% 13% 1.86 1%

99211 5% (1.42) –6% 4% (0.63) –7%

99212 30% 7.93 17% 45% 8.01 30%

99213 27% 10.71 14% 34% 10.87 21%

99214 25% 13.05 12% 29% 12.86 16%

99215 30% 24.42 16% 36% 24.71 22%

F, facility; HCPCS, Healthcare Common Procedure Coding System; NF, nonfacility; POS, place of service; RVU, relative value unit.

aNumbers do not include geographic adjustments. “NF data” is for services reported from a nonfacility POS like the office (POS 11). “F data” is for 
reported services provided in a facility setting, eg, the ambulatory surgical center (POS 24).

Services provided via telehealth 
technology when the patient and 
the physician/advanced practice 
provider are located within the 
same facility are not considered 
telehealth visits and will instead 
be considered as covered.
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Q: Are there any significant tax 
changes for 2021?
A: Each year, the Internal Revenue Ser-
vice (IRS) announces adjustments to the 
tax code for the upcoming year. The IRS 
has not made any significant changes so 
far, but the agency did make some nota-
ble adjustments. Also keep in mind that 
with a new president-elect and a potential 
change in the makeup of Congress, the 
current tax code could be altered again. 
However, until that time, it is important 
to stay familiar with the current rules. 

In this article, I will discuss some of 
the important adjustments made by the 
IRS for 2021.

Notable 2021 adjustments 
The standard deduction increased from 
$24,800 to $25,100 for married couples 
who file jointly and increased by $150 
to $12,550 for single filers and those 
married but filing separately. Head of 
households also get a $150 increase to 
$18,800 in their standard deduction.

Tax rates remained the same, but the 
brackets increased slightly (Table). Like-
wise, the capital gains rates remained 
the same, but the income bracket that 
determines the rate paid increased. Sin-
gle filers and married filing separately 
earning $40,400 per year or less will 
pay a 0% capital gains rate; married fil-
ing jointly earning $80,800 or less and 
head of households earning $54,100 or 
less will also pay a 0% taxable gains rate. 
The 15% rate will apply to adjusted net 
capital gains up to $501,600 for joint 
returns, $250,800 for married individ-
uals’ separate returns, $473,750 for head-
of-household returns, and $445,850 for 
single individual returns. For any earn-
ings above these amounts, the applicable 
capital gains rate is set at 20%.

The maximum contribution amounts 
into employer-provided retirement 
plans, such as 401(k)s, 403(b)s, and 457 
plans, and the federal government’s 
Thrift Savings Plan did not change. 
The limit remains at $19,500, and the 
catch-up contribution for employees 50 
years and older continues to be $6500. 
For Savings Incentive Match Plan for 
Employees retirement accounts, the 
contribution limit remains $13,500 and 
the catchup remains $3000.

The limit on annual contributions 
into an individual retirement account 
(IRA) for pretax, Roth, or a combina-
tion remains at $6000 for 2021. The 
catch-up contribution limit remains 
at $1000. The deduction for taxpayers 
making contributions to a traditional 
IRA is phased out for singles and heads 
of household who are covered by a work-

place retirement plan and have modified 
adjusted gross incomes (AGI) between 
$66,000 and $76,000, up from $65,000 
and $75,000 in 2020. For married cou-
ples filing jointly, in which the spouse 
who makes the IRA contribution is cov-
ered by a workplace retirement plan, 
the income phase-out range is from 
$105,000 to $125,000 for 2021, up from 
$104,000 to $124,000. For an IRA con-
tributor who is not covered by a work-
place retirement plan but is married to 
someone who is covered, the deduction 
is phased out if the couple’s income is 
between $198,000 and $208,000 in 2021, 
up from $196,000 to $206,000 in 2020.

The Roth IRA AGI phase-out range 
increased to $198,000 to $208,000 for 
married couples filing jointly, up from 
$196,000 to $206,000 in 2020. For sin-

Tax code in 2021: Take note
of these changes
Phase-out ranges for traditional and Roth IRAs see increase
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TABLE. 2021 tax brackets

Rate Married joint return Single individual Head of household Married separate return

10% $19,900 or less $9950 or less $14,200 or less $9950 or less

12% Over $19,900 Over $9950 Over $14,200 Over $9950

22% Over $81,050 Over $40,525 Over $54,200 Over $40,525

24% Over $172,750 Over $86,375 Over $86,350 Over $86,375

32% Over $329,850 Over $164,925 Over $164,900 Over $164,925

35% Over $418,850 Over $209,425 Over $209,400 Over $209,425

37% Over $628,300 Over $523,600 Over $523,600 Over $314,150

200 North LaSalle Street - Suite 2300 - Chicago, Illinois 60601
312-419-3733 - Toll Free 800-883-8555 - Fax 312-332-4908 - www.mediqus.com
Investment advisory services offered through MEDIQUS Asset Advisors, Inc. Securities offered through Ausdal Financial Partners, Inc.  Member FINRA/SIPC ∙ 5187 Utica Ridge Rd ∙ Davenport, IA 52807 ∙ 563-326-2064 ∙ MEDIQUS Asset Advisors and Ausdal Financial Partners, Inc. are inde-
pendently owned and operated.
Effective June 21, 2005, newly issued Internal Revenue Service regulations require that certain types of written advice include a disclaimer. To the extent the preceding message contains written advice relating to a Federal tax issue, the written advice is not intended or written to be used, 
and it cannot be used by the recipient or any other taxpayer, for the purposes of avoiding Federal tax penalties, and was not written to support the promotion or marketing of the transaction or matters discussed herein.
The information contained in this report is for informational purposes only. Any calculations have been made using techniques we consider reliable but are not guaranteed. Please contact your tax advisor to review this information and to consult with them regarding any questions you may 
have with respect to this communication.
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See TAX CODE CHANGES page 36
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Watch how the GStirrups work at www.GStirrup.com

Safely perform in-office procedures
• Cushioned GStirrup® boots provide a safe and comfortable place

for patients to rest their feet and legs

• No tools required, installs in seconds
• Helpful for the elderly or paitents with neurological disorders
• Quali�es for the Disabled Access Tax Credit of almost 50%

• Easily slide onto current footrests on almost any table

To order contact your favorite distributor rep.
or order direct at 844-587-8719 or  

www.GStirrup.com 
$100 o� with coupon Gstirrup2020

The Future of Patient Positioning
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success.
Make us the key to
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the Rocky Mountains for 
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life or outdoor activities.
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elizabeth@cheyenneurological.com

Each episode of our podcast, 
“Speaking of Urology”, features 
timely and informative insights from 
leaders in the specialty, helping 
practitioners stay up to date with 
expert clinical analysis, practice 
advice, and policy perspectives. 

Hear from the 
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Informative | Convenient | Timely

Catch the latest podcast at 
www.urologytimes.com/podcasts
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gles and heads of household, the income phase-
out range is from $125,000 to $140,000, up from 
$124,000 to $139,000 in 2020. If your income 
exceeds these amounts, you can open a nonde-
ductible IRA and convert it to a Roth IRA.

The income limit for the saver’s credit is 
$66,000 for married couples filing jointly, 

$49,500 for heads of household, and $33,000 for 
singles and married filing separately, up from 
$32,500.

The IRS made additional changes to the indi-
vidual tax credit, alternative minimum tax, and 
allowances for fringe benefits, medical savings 
accounts, and estates.

Also remember that the special tax provisions 
enacted as part of the coronavirus relief bill 
expired at the end of 2020 (unless reenacted by 

new legislation). These rules offered more flex-
ibility for certain distributions and loans from 
retirement plans and waived required minimum 
distributions.UT
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The information in this column is designed to be author-
itative. The publisher is not engaged in rendering legal, 
investment, or tax advice. If you would like assistance 
with your individual investment strategy, please email 
witz@mediqus.com.

TAX CODE CHANGES
continued from page 33

JOANNA TERRY
Terry is director of health care sales at National Business Furniture.

The coronav irus d isease 2019 
(COVID-19) pandemic has had a 
significant effect on almost every 
medical practice in the US. Many 

have had to limit delivery of care or find new 
strategies to keep patients and staff safe. Interior 
design and furniture can play a role in infection 
prevention, often using items already in place. 
Here are some effective and cost-sensitive sug-
gestions to consider.

Expand telehealth. Many practices are 
investing in expanding their telehealth capabil-
ities during this time, which especially fits the 
needs of patients who have chronic conditions 
or need follow-up care and are uncomfortable 
leaving home and risking infection. Telehealth 
services offer greater safety for both patients 
and staff.

Carefully consider what types of patients 
can safely be seen and monitored remotely, 
and ensure that any temporary telemedicine 
spaces meet current Health Insurance Portabil-
ity and Accountability Act requirements. Staff 
will need appropriate equipment—monitors, 
cameras, microphones, workspaces, and a stable 
internet connection.

Manage patient flow. Waiting and common 
areas have the potential to be a calming, com-
forting space, but daily use by multiple individ-
uals means they are also a place where infections 
can be passed from person to person. Managing 
the flow of patients in your facility is critical to 
keeping everyone safe.

Set clear policies on arrival times, mask adher-
ence and visitors/companions, and ensure that 
patients are notified in advance of their visit. 
Making sure that patients do not enter the facil-

ity until close to their appointment time limits 
capacity and lowers risk. Unless absolutely nec-
essary, visitors should not be permitted into the 
facility. Make sure that hand hygiene supplies 
are easily accessible and that masks are provided 
when needed.

Some practices are eliminating waiting rooms 
during the pandemic and escorting patients 
directly to an exam room to wait for a caregiver. 
If that is not possible, ensure that your waiting 
space supports infection prevention. That may 
mean removing chairs, or blocking off seats 
to preserve social distancing. After a chair has 
been used, consider placing a laminated tag on 
the seat notifying others that the chair should 
not be used. Once the seat has been sanitized by 
staff, the chair can be returned to use. Portable 
dividers can be an effective method of creating 
separation and offering privacy—and can be 
reused in other office spaces once they are no 
longer required in the waiting area.

Technology can help make waiting more 
enjoyable and has long-term benefits for your 
practice. Offering a guest Wi-Fi network gives 
patients the chance to work, decompress, and 
stay entertained while they wait for care. Con-
sider installing self-check-in kiosks or offering 
the option to check in for appointments digitally. 
This eliminates a point of infection and saves 
on staff time. 

Use the right materials. Consistent and 
thorough cleaning is critical to infection con-
trol. That applies to furniture and fixtures as 
well. Using harsh disinfectants can take a toll on 
materials like wood and fabric, causing them to 
degrade quickly and fail. When cleaning, follow 
the manufacturer’s instructions (paying attention 
to dwell times needed to eliminate bacteria) and 
be sure to rinse with clean water afterward to 
remove chemical residues and help prolong mate-

rial life. Ask whether the cleaners you are using 
can safely be applied to your chosen material.

Standard upholstery and wood can add a 
warm, welcoming look to your space, but both 
are porous and cannot be disinfected effectively. 
Fabric in particular can trap and hold bacteria 
deep within fibers, making this material a real 
challenge to clean between uses. It is worth 
considering replacing wood or fabric items with 
more durable, cleanable options made from vinyl 
and metal. These materials are far more durable, 
can be easily cleaned, and have a higher resis-
tance to chemical disinfectants, ensuring a lon-
ger useful life.

Take care of the front line. This pandemic 
has been very stressful, especially for health care 
workers. Ensure that your team has dedicated 
spaces to rest and recharge during long and 
demanding shifts. Provide comfortable seating, 
along with tables and chairs for a quick meal. 
These areas should be completely separate from 
patient care spaces, with access to a restroom, a 
place to store personal belongings, and a place 
to take a break and eat. 

Giving staff a space to decompress and rest 
helps prevent burnout and fatigue—and can 
help prevent medical errors. If possible, provide 
natural daylight and access to the outside, which 
can help users relax. Don’t forget to include all 
staff. Maintenance, office workers, and clean-
ers (among others) are working hard to keep 
spaces clean, safe, and functioning during this 
stressful time.

Managing a medical practice during a global 
pandemic is a challenge—there is a responsibil-
ity to ensure safety for your patients, your 
employees, and the community. Making small, 
inexpensive changes now can have a large payoff 
down the road in increasing patient and staff 
satisfaction.UT

Cost-effective design changes 
your practice can make

Practice Management
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Speak Out / Interviews with randomly selected urologists on hot-button issues.
Compiled by Karen Nash. 
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What do you hope to see happening in urology in 2021?

“I’m just praying for it 
to go back to the way it 

was in 2019, honestly. This year 
has been an exhausting, trying,
diff icult-to-navigate year. It 
would be lovely to just be the way 
it was a year ago. I’m not looking 

for anything exciting; I’m only looking to be able 
to practice medicine where I’m seeing patients in 
my office and having lunch with my staff again.

We are doing a ton of telemedicine here in 
Philadelphia. We’re not doing a ton of operating, 
but we’re doing a ton of telemedicine, which is 
not as fulfilling as seeing patients in the office.

I’m not hearing about a lot of advances going 
on in urology right now. That doesn’t mean it’s 
not happening; I’m just not aware of it.

At least [coronavirus disease 2019 (COVID-19)] 
doesn’t seem to be affecting the urologic system 
that we’re of aware of right now. I’m just hopeful 
the vaccines can get us back to normal.

This is probably about the first year we hav-
en’t really been looking forward to some decent 
advancements in urology. There may be some 
coming, but this has been such a bizarre year [that] 
I think most everybody’s just looking to survive and 
get through this year as best we can. Our practices 
are changing. Patients aren’t coming in. We cer-
tainly don’t have our staff. It’s hard to look to the 
future when you can barely function in the present.”

Melanie Amster, MD / Philadelphia, Pennsylvania

“I’m certainly hoping, obvi-
ously, that we can return 

to practicing safely and helping 
patients with their urologic con-
ditions in a timely manner.

We’ve had a lot of stress 
[around] delivering care because 

of COVID-19. There [have] been delays for men 
with prostate cancer [and for] people suffering 
with prolapse or other issues who are having 
trouble getting into, or are afraid of seeing, urol-
ogists. I really hope that doctors and their staffs 
can serve those people safely this year.

When they talk about elective procedures 
being postponed or unavailable because hospi-
tals are dealing with COVID-19, we’re talking 
about the lady who has prolapse or the man with 
the catheter. Those are elective, but they’re defi-
nitely critical to quality of life. I’m hoping we can 
get back to taking care of patients who need us.

As far as anything new coming out of research, 
it’s actually been difficult, at least in California. 
We’ve had trouble because [of the] stay-at-home 
order. Campuses were closed; research staffs 
weren’t allowed on campus. In the spring, we 
shut down a lot of our labs.

I do health services research, so we can work 
remotely more easily, but it sometimes involves 
encountering patients. That’s a problem. I have 
COVID-19 right now. I’m recovering, but I was 
pretty sick.

Research was getting back to normal, but now 
we have another surge, so we’re having another 
lockdown.

There’s been less travel and more online con-
ferences and meetings. That’s been a big change. 
There’s been more time, but there have been 
resource constraints around doing research at 
many facilities where campuses are not open.

Some interesting proposals are coming up [for] 
managing bladder cancer; some proposals are 
being developed around molecular subtyping of 
bladder cancer. There are also proposals around 
handling small renal masses—how to manage 
them without overtreating or undertreating 
them and the role of biopsy in those plans.”

Christopher Saigal, MD / Los Angeles, California

“I’m excited for potential FDA approval 
of 2 intravascular therapies for high-risk, 

non–muscle-invasive bladder cancer [that is] 
unresponsive to BCG. These include nadofa-

ragene firadenovec, an investiga-
tional gene therapy by FerGene, 
and oportuzumab monatox, a 
recombinant fusion protein by 
Sesen Bio. These 2 therapies 
will join pembrolizumab [Key-
truda], the first drug for patients 

unresponsive to BCG that was just approved 
this year that could allow these patients to avoid
a cystectomy.

In prostate cancer, we should have the 
announcement of the phase 3 VISION trial
results of the novel therapeut ic drug
Lu-PSMA-617, a prostate-specific membrane 
antigen–targeting agent used to deliver radio-
nuclide therapy for the treatment of patients 
with advanced prostate cancer [metastatic cas-
tration-resistant prostate cancer]. This would 
add another new therapeutic with a distinct 
mechanism of action.

But I’m most excited about the FDA approval 
of the first and only oral [gonadotropin-releas-
ing hormone] antagonist, relugolix (Orgovyx, 
Myovant Sciences), for androgen deprivation for 
patients with advanced prostate cancer. It offers 
enhanced cardiovascular safety and an enhanced 
mechanism of action as an antagonist. It has faster,
more profound testosterone suppression and a 
shorter course of therapy.

Fortunately, our research program has not 
been deterred by the pandemic, and we’ve not 
experienced any setbacks in monitoring our 
patients or in accruing new subjects.

Our clinic, both outpatient and inpatient 
schedules, has been very busy. But personally, I 
haven’t been traveling anywhere near the degree 
I was, so it has allowed me to be more produc-
tive regarding my educational endeavors and
my research.”

Neal Shore, MD / Myrtle Beach, South Carolina
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“Some interesting proposals are 
coming up [for] managing 
bladder cancer; some proposals 
are being developed around 
molecular subtyping of bladder 
cancer.”

CHRISTOPHER SAIGAL, MD
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How much time after the 
occurrence of alleged mal-
practice does a patient have 
to file a lawsuit? 

As with many things in the medical-
legal world, the answer is “It depends.” 
However, some general principles may 
provide an understanding of what a stat-
ute of limitations is and how it func-
tions. This article sets out these general 
principles and provides an overview of 
some legal doctrines that can impact the 
time a patient has to file suit in the event 
of alleged malpractice.

What is a statute of 
limitations?
Like all lawsuits, a claim alleging med-
ical care was negligently provided must 
be filed within a specified period after 
the event that is the basis of the law-
suit. The law that creates this deadline 
is a “statute of limitations.” A lawsuit 
filed after the applicable statute of lim-
itations has passed can be dismissed 
without considering the merits of
the case.

Although dismissing a meritorious 
claim simply because it is too late may 
seem harsh, statutes of limitations serve 
useful functions. First, disputes should 
be raised and resolved in a timely man-
ner. If a person has a grievance requir-
ing court intervention, that grievance 
should be raised within a reasonable 
time. Also, as years pass, key witnesses 
forget and important evidence is lost. 
Imagine a malpractice lawsuit based 
on care provided in 2010. What is the 
likelihood the physician remembers 
the patient? Will complete records
be available? 

Allowing “stale” claims could make 
it impossible for the accused to prove 
their innocence.

The length of time provided by a stat-
ute of limitations on malpractice claims 
varies from state to state. Most states 
have limitations periods that fall some-

where between 1 and 3 years. The time 
limit on malpractice claims is typically 
shorter than on other types of claims. 
For example, a claim based on a breach 
of contract can be made a decade or 
more after the contract was created. Part 
of the explanation for this difference is 
the ongoing effort to control the rising 
cost of malpractice insurance and health 
care in general—the thinking being that 
if the time to bring a malpractice claim 
is reduced, there will be fewer claims. 
If there are fewer malpractice claims, 
the cost of insuring against this type of 
claim should be lower. The effective-
ness of this approach is the subject of 
ongoing debate.

The discovery rule
Knowing the length of a limitations 
period is only half of the equation for 
determining the date by which a claim 
must be filed. The other half is identi-
fying when the timer starts. In a case 
involving a car crash, the statute of 
limitations clock begins to count down 
immediately after the vehicles collide. 
However, an injury resulting from med-
ical care may not become apparent until 
years after the treatment occurs. This 
gap in time between care being provid-
ed and an injury arising has led courts 
to adopt “the discovery rule.” Under 

this rule, the time limit to bring a mal-
practice suit does not begin counting 
down until the injured person discov-
ers or reasonably should have discovered
the injury.

The continuous
treatment rule
The statute of limitations can also be 
extended by the “continuous treatment 
rule.” Under this rule, the time limit to 
bring a claim against a physician does 
not begin to run until that practitioner 
ends treatment for the specific issue that 
is the basis of the claim.

For instance, if a surgeon in a state with 
a 2-year statute of limitations commits 
an error during surgery and continues to 
provide care and treatment to the patient 
for a year following the procedure, the 
patient will have 2 years from the last date 
of treatment to file suit.

This rule serves a salutary function. 
In the event of a medical error, the 
practitioner can work to remediate the 
mistake without forcing the patient to 
choose between continuing treatment 
or filing a lawsuit. Similarly, patients 
are protected from unscrupulous prac-
titioners who could inaccurately lead 
injured patients to believe their condi-
tion will improve until the limitations 
period has expired.

Conclusions 
Limits on the time to bring a claim in 
court are as old as the justice system 
itself. Understanding these restrictions 
may allow urologists and other practi-
tioners to quell their concerns that an 
unhappy patient from the past will reap-
pear as a plaintiff in a lawsuit.

That being said, practitioners should 
consult with an attorney in their juris-
diction if they have specific questions 
about whether possible claims may be 
time-barred.UT

What urologists need to know 
about the statute of limitations
Length of time on malpractice claims varies state by state

KENTON H. 
STEELE, ESQ

Steele is an attorney in 
the Columbus, Ohio, offi ce 

of Reminger Co, LPA. He 
specializes in malpractice 

defense and insurance 
litigation. Please contact him 

at KSteele@reminger
.com with any feedback or 
comments on this column.

The time limit on 
malpractice claims is 
typically shorter than on 
other types of claims. For 
example, a claim based on 
a breach of contract can 
be made a decade or more 
after the contract
was created.
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I  am a urologist.
I  am a patient.

I can genuinely say the benefits 
of the UroLift® System are 

real and the procedure and 
recovery were easy to tolerate.
Edward Cohen M.D., F.A.C.S.* Chief Executive Officer 

and Chairman Genesis Healthcare Partners and
UROLIFT® SYSTEM PATIENT

MAIN REASONS I CHOSE THE UROLIFT® SYSTEM 
AND RECOMMEND IT TO MY PATIENTS

*Dr. Cohen is a paid consultant of NeoTract|Teleflex. Results may vary.  
**No instances of new, sustained erectile or ejaculatory dysfunction in the L.I.F.T. pivotal study.

PRE-PROCEDURE POST-PROCEDURE

UroLift® Implant
Actual Size 

The UroLift System procedure is indicated for the treatment of symptoms due to urinary outflow 
obstruction secondary to BPH, including lateral and median lobe hyperplasia, in men 45 years of age 
or older. Results and patient experience may vary. Most common adverse events reported include 
hematuria, dysuria, micturition urgency, pelvic pain, and urge incontinence. Most symptoms were 
mild to moderate in severity and resolved within 2 to 4 weeks after the procedure.2 Consult the 
Instructions for Use (IFU) for more information.

Check out the data at UroLift.com

NOW INDICATED FOR 

MEN WITH PROSTATE 

SIZES UP TO 100cc

1. Roehrborn, Can J Urol 2015; 2. L.I.F.T. IDE Study. Roehrborn. J Urology 2013; 3. AUA BPH Guidelines 2003, 2010, 2018 amended 2019; 
4. Naspro, Eur Urol 2009; 5. Montorsi, J Urol 2008; 6. McVary, J Sex Med 2016; 7. Shore Can J Urol 2014; 8. Roehrborn et al. Can J Urol 
2017; 9. Eure et al J Endourol 2019

Patients have been shown to have a better recovery
experience than TURP, with durable results and no new 
and lasting sexual dysfunction**1-6

Rapid relief and recovery in days, not months1

Lowest catheter rate of the leading BPH procedures7

Involves no cutting, heating, or removal of prostate tissue

Proven durability through 5 years8

Real world outcomes consistent with randomized controlled data9
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Cardiovascular disease is the leading cause  
of death in men with prostate cancer.1

GO TO HIDDENCVRISKS.COM TO LEARN MORE.

Reference: 1. Sturgeon KM, Deng L, Bluethmann SM, et al. A population-based 
study of cardiovascular disease mortality risk in US cancer patients. Eur Heart J. 
2019;40(48):3889-3897. 

I N

hidden cardiovascular risks?
ARE YOU LOOKING FOR

advanced prostate cancer,

S:9"
S:11"

T:10"
T:12"

B:11.25"
B:14.25"

UT0121_CV4_Myovant_FP AD.indd   4UT0121_CV4_Myovant_FP AD.indd   4 1/5/21   12:23 PM1/5/21   12:23 PM


	CV1_UT0121
	CV2_UT0121
	003_UT0121
	004_UT0121
	005_UT0121
	006_UT0121
	007_UT0121
	008_UT0121
	009_UT0121
	010_UT0121
	011_UT0121
	012_UT0121
	013_UT0121
	014_UT0121
	015_r1_UT0121
	016_UT0121
	017_UT0121
	018_UT0121
	019_r1_UT0121
	020_UT0121
	021_UT0121
	022_UT0121
	023_UT0121
	024_UT0121
	025_UT0121
	026_UT0121
	027_UT0121
	028_UT0121
	029_UT0121
	030_UT0121
	031_UT0121
	032_UT0121
	033_UT0121
	034_UT0121
	035_UT0121
	036_UT0121
	037_UT0121
	038_UT0121
	CV3_UT0121
	CV4_UT0121

